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Introduction

Delayed cerebral ischemia after aneurysmal subarachnoid hemorrhage 
Aneurysmal subarachnoid hemorrhage (SAH) is a life-threatening disease. Patients who 
survive the initial hemorrhage are at risk to develop complications, especially within the first 
two weeks. The most feared complication after SAH used to be rebleeding of the aneurysm, 
which is related to a high risk of morbidity and mortality.1 However, now that aneurysms are 
mostly treated soon after the hemorrhage, fewer patients have rebleeding. One of the most 
feared complications nowadays is delayed cerebral ischemia (DCI) which occurs in about 30% 
of patients surviving the ictus of the hemorrhage.1,2 DCI is sometimes reversible, but may also 
progress to cerebral infarction, which is associated with an increased risk of severe disability 
and death.1,3 

The pathogenesis of DCI remains unknown. Clinical signs of DCI are often attributed to the 
presence of vasospasm, which can be observed on angiography, or indirectly by increased 
blood flow velocities on transcranial Doppler examination. However, evidence is accumulating 
that DCI cannot only be explained by vasospasm demonstrated by angiography. In the last 
decades many clinical trials were performed in search of a drug to prevent and treat DCI. 
Despite profound research efforts, it is disappointing that only little progress has been made. 
However, most of these studies focused on the prevention and treatment of angiographically 
demonstrated vasospasm, which might actually not be the (main) cause of DCI. 

The basis of the concept vasospasm 
In 1866, the first microscopical observations of the cerebral cortex were published, including 
the observation that cerebral blood vessels constrict after electrical stimulation.4 Hereafter, 
this observation of vasoconstriction has been described several times, not only after electrical 
stimulation, but also after mechanical stimulation and after application of drugs such as 
adrenalin.5-7 In 1942 it was observed that cerebral blood flow was impaired in brain areas 
with arterial vasoconstriction.7 The first link with aneurysmal SAH was made in 1949.8 In 
an autopsy study, cerebral infarctions were observed in 3 out of 10 SAH patients. For the first 
time it was speculated that arterial spasm was a cause for cerebral infarction after SAH.8 Two 
years later, in 1951, the relation between vasospasm and DCI was taken for granted after the 
presence of vasospasm had been demonstrated in a small group of SAH patients.9 Later several 
studies indeed showed an association between the presence of angiographic vasospasm and 
DCI.3,10,11 It was hypothesized that arteries with vasospasm result in blood stasis followed 
by ischemia and cerebral infarction. The Hagen-Poiseuille equation, which shows that the 
total volume flowing through a tube varies based on the fourth power of a vessel’s radius, was 
considered to support this hypothesis. Although several studies found an association between 
angiographically demonstrated vasospasm and DCI, a causal relation has never been proven. 

Doubts about vasospasm as the only explanation for delayed cerebral ischemia 
In the last 25 years evidence is accumulating that DCI cannot be fully attributed to 
angiographically demonstrated vasospasm. In 1984 a randomized controlled trial was 
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published in which the effect of the antifibrinolytic agent tranexamic acid on the incidence of 
rebleeding and outcome after aneurysmal SAH had been investigated. The results of this study 
indeed showed a clinically significant reduced incidence of rebleeding after SAH, however 
no beneficial effect on outcome was observed as a result of an increased incidence of DCI.12 
Later, a similar study was performed but now in patients who were treated with the calcium 
antagonist nimodipine, which has a beneficial effect on the occurrence of DCI.13 This study 
also showed a reduced rebleeding rate, but again no effect on outcome was observed as a result 
of impeded recovery from DCI. Thus, although both studies showed an important reduction 
in the incidence of rebleeding after SAH, the results were disappointing since outcome did 
not improve. From a pathophysiological point of view the results were interesting, since for 
the first time it was shown that the incidence of and recovery from DCI can be influenced by 
drugs that impair fibrinolytic activity. This observation implied that the fibrinolytic system 
plays an important role in the pathogenesis of DCI. 

In the 1980’s, several studies investigated the effect of the dihydropyridine calcium antagonist 
nimodipine on the prevention of DCI. The results of these studies showed that nimodipine 
has a beneficial effect on DCI and poor outcome.14 The working mechanism of nimodipine 
was first considered to result from relaxation of the muscular vessel wall, hereby preventing 
and diminishing vasospasm, and subsequently decreasing the incidence of DCI. However, 
a systematic review showed that nimodipine reduces the incidence of DCI without a clear 
effect on vasospasm.15 Later, it was observed that nimodipine increases fibrinolytic activity in 
patients with aneurysmal SAH.16 Nimodipine still is the only effective drug for the prevention 
of DCI after SAH.
 
Presently, endothelin receptor antagonists are investigated extensively as a potential new drug 
to prevent DCI. Endothelin is a peptide secreted by the vascular endothelium with strong 
vasoconstrictive properties. Recently, a large double-blind, placebo-controlled phase II study 
investigating the effect of the endothelin receptor antagonist clazosentan in patients with 
aneurysmal SAH for the first time showed a 65% relative risk reduction (95% confidence 
interval 47%-78%) of angiographically demonstrated vasospasm in the group of patients 
treated with the highest dose of clazosentan (15 mg/h), however without an effect on the 
clinically more important predefined combined morbidity and mortality endpoint.17 These 
results add to an accumulating body of clinical data that cast doubt on the causal relation 
between angiographically demonstrated vasospasm and DCI. Therefore, it was suggested that 
the pathogenesis of DCI should be reconsidered, and that angiographically demonstrated 
vasospasm might be an epiphenomenon.18,19

Although nowadays many clinicians assume that vasospasm is the cause of DCI, it is a fact 
that not all patients with vasospasm develop clinical signs of DCI and, conversely, that not 
all patients with DCI have vasospasm. Therefore, alternative explanations of DCI have been 
sought, such as microvascular spasm, cortical spreading ischemia, and microthrombosis.20-23 
Since evidence from clinical and autopsy studies is accumulating that microthrombosis is 
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involved in the pathogenesis of DCI, in this thesis the role of microthrombosis is further 
investigated.

Aim and outlines of this thesis
The aim of the present thesis is to gain better insight into the pathogenesis and treatment 
options of DCI. A better understanding of the pathogenesis of DCI will increase the chance of 
success in the search for drugs to prevent and treat this complication.

Part 1. Pathogenesis of delayed cerebral ischemia
The first part of this thesis focuses on the pathogenesis of DCI. In Chapter 2 a study is described 
which shows that DCI cannot only be explained by vasospasm, but that microthrombosis plays 
an important role. The purpose of Chapter 3 was to investigate whether a genetic predisposition 
for impaired fibrinolytic activity, namely the 4G-allele in the plasminogen activator inhibitor 
(PAI)-1 gene, is associated with an increased incidence of DCI. Chapter 4 describes a study 
in which was investigated whether increased cortisol levels early after SAH are associated 
with the occurrence of DCI. Cortisol is a glucocorticoid hormone which is secreted during 
stress. Physiological reactions of increased cortisol secretion include an increase of glucose 
levels, blood pressure, and endothelium dysfunction.24 Since in patients with aneurysmal 
SAH hyperglycemia, hypertension, and endothelium dysfunction are associated with DCI, 
the stress response might play a role in the development of DCI.11,25,26 In Chapter 5 a study 
is presented with serial measurements of von Willebrand factor and ADAMTS13 in patients 
with and without DCI after aneurysmal SAH. ADAMTS13 is a protease that cleaves ultralarge 
von Willebrand factor multimers thereby decreasing thrombotic potential. In patients 
with thrombotic thrombocytopenic purpera (TTP) an ADAMTS13 deficiency results in 
microthrombotic complications. Since microthrombosis might play an important role in the 
pathogenesis of DCI, the presence of an ADAMTS13 deficiency was investigated in patients 
with DCI.

Part 2. Treatment options for delayed cerebral ischemia
The second part of this thesis focuses on nimodipine (chapter 5 and 6) and statin treatment 
(chapter 7 and 8). Previously it was observed that nimodipine increases fibrinolytic activity 
in patients with aneurysmal SAH.16 In Chapter 6 the results of a systematic review of the 
literature is described in which it was studied whether all calcium antagonists increase 
fibrinolytic activity. The purpose of Chapter 7 was to investigate the effect of nimodipine in 
patients with traumatic SAH by a systematic review of the literature and search for previously 
unpublished data. Despite several randomized controlled trials, there was still much debate 
whether nimodipine improves outcome in this group of patients, mostly because the results 
of the largest and most recent study, which was funded by a pharmaceutical company, were 
only partly presented. In Chapter 8 the biological effects of treatment with simvastatin in 
patients with aneurysmal SAH are studied. Previously, two randomized, placebo-controlled 
phase II studies showed impressive clinical effects of statin treatment on the incidence of 
radiologically demonstrated vasospasm, DCI, and outcome in patients with aneurysmal 
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SAH. This was remarkable since these studies were not designed and not powered to find 
clinical effects. To confirm these results, the effects of simvastatin are presently investigated 
in a large phase III study. In case this phase III study will show a beneficial effect, it will 
remain unknown whether this effect will be cholesterol-dependent or result from previously 
reported pleiotropic effects. Therefore we conducted an exploratory study investigating 
the acute effects of simvastatin on cholesterol and parameters of coagulation, fibrinolysis, 
inflammation, and endothelium function in patients with aneurysmal SAH. In Chapter 9 
the focus is broadened by investigating possible pleiotropic effects of statins in patients with a 
history cerebrovascular disease. In this chapter the results of a systematic review are reported 
on the incidence of hemorrhagic stroke in patients with a history of cerebrovascular disease 
treated with statins. 

The thesis concludes with a general discussion (Chapter 10), an English summary, and a 
Dutch summary.

vergouwen.indb   14 16-4-2009   10:53:01



15

Introduction

References
 1. Roos YB, de Haan RJ, Beenen LF, Groen RJ, Albrecht KW, Vermeulen M. Complications and outcome in 

patients with aneurysmal subarachnoid haemorrhage: a prospective hospital based cohort study in the 
Netherlands. J Neurol Neurosurg Psychiatry 2000;68:337-341.

 2. Hijdra A, Van Gijn J, Stefanko S, Van Dongen KJ, Vermeulen M, Van Crevel H. Delayed cerebral ischemia 
after aneurysmal subarachnoid hemorrhage: clinicoanatomic correlations. Neurology 1986;36:329-333.

 3. Rabinstein AA, Friedman JA, Weigand SD, McClelland RL, Fulgham JR, Manno EM, Atkinson 
JL, Wijdicks EF. Predictors of cerebral infarction in aneurysmal subarachnoid hemorrhage. Stroke 
2004;35:1862-1866.

 4. Schultz A. Zur Lehre von der Blutbewegung im Innern des Schädels. St Petersburger Med Zeitschr 
1866;11:122.

 5. Florey HW. Microscopical observations on the circulation of the blood in the cerebral cortex. Brain 
1925;48:43-64.

 6. Gruber CM, Roberts SJ. The effect of adrenalin and other vaso-motor drugs upon the cerebral blood 
vessels. J Pharmacol Exp Ther 1926;27:335-348.

 7. Echlin FA. Vasospasm and focal cerebral ischemia: an experimental study. Arch Neurol Psychiatry 
1942;47:77-96.

 8. Robertson EG. Cerebral lesions due to intracranial aneurysms. Brain 1949;72:150-185.

 9. Ecker A, Riemenschneider PA. Arteriographic demonstration of spasm of the intracranial arteries, with 
special reference to saccular arterial aneurysms. J Neurosurg 1951;8:660-667.

 10. Fisher CM, Roberson GH, Ojemann RG. Cerebral vasospasm with ruptured saccular aneurysm - the 
clinical manifestations. Neurosurgery 1977;1:245-248.

 11. Fergusen S, Macdonald RL. Predictors of cerebral infarction in patients with aneurysmal subarachnoid 
hemorrhage. Neurosurgery 2007;60:658-667.

 12. Vermeulen M, Lindsay KW, Murray GD, Cheah F, Hijdra A, Muizelaar JP, Schannong M, Teasdale 
GM, van Crevel H, van Gijn J. Antifibrinolytic treatment in subarachnoid hemorrhage. N Engl J Med 
1984;311:432-437.

 13. Roos Y. Antifibrinolytic treatment in subarachnoid hemorrhage: a randomized placebo-controlled trial. 
STAR Study Group. Neurology 2000;54:77-82.

 14. Rinkel GJ, Feigin VL, Algra A, van den Bergh WM, Vermeulen M, van Gijn J. Calcium antagonists for 
aneurysmal subarachnoid haemorrhage. Cochrane Database Syst Rev 2005;(1):CD000277. 

 15. Feigin VL, Rinkel GJ, Algra A, Vermeulen M, van Gijn J. Calcium antagonists in patients with aneurysmal 
subarachnoid hemorrhage: a systematic review. Neurology 1998;50:876-883.

 16. Roos YB, Levi M, Carroll TA, Beenen LF, Vermeulen M. Nimodipine increases fibrinolytic activity in 
patients with aneurysmal subarachnoid hemorrhage. Stroke 2001;32:1860-1862.

 17. Macdonald RL, Kassell NF, Mayer S, Ruefenacht D, Schmiedek P, Weidauer S, Frey A, Roux S, Pasqualin 
A; on behalf of the CONSCIOUS-1 Investigators. Clazosentan to Overcome Neurological Ischemia and 
Infarction Occurring After Subarachnoid Hemorrhage (CONSCIOUS-1). Randomized, Double-Blind, 
Placebo-Controlled Phase 2 Dose-Finding Trial. Stroke 2008;39:3015-3021.

 18. Macdonald RL, Pluta RM, Zhang JH. Cerebral vasospasm after subarachnoid hemorrhage: the emerging 
revolution. Nat Clin Pract Neurol 2007;3:256-263. 

 19. Vergouwen M, Vermeulen M, Roos YB. Delayed cerebral ischemia after aneurysmal subarachnoid 
hemorrhage: is angiographic vasospasm an epiphenomenon? Stroke 2009;40:e39.

vergouwen.indb   15 16-4-2009   10:53:01



16

Chapter 1

 20. Dreier JP, Woitzik J, Fabricius M, Bhatia R, Major S, Drenckhahn C, Lehmann TN, Sarrafzadeh A, 
Willumsen L, Hartings JA, Sakowitz OW, Seemann JH, Thieme A, Lauritzen M, Strong AJ. Delayed 
ischaemic neurological deficits after subarachnoid haemorrhage are associated with clusters of 
spreading depolarizations. Brain 2006;129:3224-3237. 

 21. Uhl E, Lehmberg J, Steiger HJ, Messmer K. Intraoperative detection of early microvasospasm in patients 
with subarachnoid hemorrhage by using orthogonal polarization spectral imaging. Neurosurgery 
2003;52:1307-1315.

 22. Suzuki S, Suzuki M, Iwabuchi T, Kamata Y. Role of multiple cerebral microthrombosis in symptomatic 
cerebral vasospasm: with a case report. Neurosurgery 1983;13:199-203.

 23. Suzuki S, Kimura M, Souma M, Ohkima H, Shimizu T, Iwabuchi T. Cerebral microthrombosis in 
symptomatic cerebral vasospasm - a quantitative histological study in autopsy cases. Neurol Med Chir 
(Tokyo) 1990;30:309-316.

 24. Mangos GJ, Walker BR, Kelly JJ, Lawson JA, Webb DJ, Whitworth JA. Cortisol inhibits cholinergic 
vasodilation in the human forearm. Am J Hypertens 2000;13:1155-1160.

 25. Kruyt ND, Roos YW, Dorhout Mees SM, van den Bergh WM, Algra A, Rinkel GJ, Biessels GJ. High 
mean fasting glucose levels independently predict poor outcome and delayed cerebral ischemia after 
aneurysmal subarachnoid haemorrhage. J Neurol Neurosurg Psychiatry 2008;79:1382-1385.

 26. Juvela S, Siironen J, Kuhmonen J. Hyperglycemia, excess weight, and history of hypertension as risk 
factors for poor outcome and cerebral infarction after aneurysmal subarachnoid hemorrhage. J 
Neurosurg 2005;102:998-1003.

vergouwen.indb   16 16-4-2009   10:53:01




