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GENERAL COMMENTS I commend the authors for this interesting paper, impressing series 
and coordination efforts, as well as the neurosurgical skills required 
to carry out such a clinical trial. The authors report looking only at 
WFNS IV-V patients in this study, collecting different clinical 
parameters on admission and after said treatment. A few 
methodological issues and concepts do need some editing and 
addressing.  
1. How was the time of ictus determined in the hours precision 
needed for the definition of ultra-early? Many patients spend a 
substantial period of time at home, either alone until discovered, or 
in a slow worsening neurological state. Was the time of loss of 
consciousness used? There seem to be a serious definition issue 
here.  
2. The delayed treatment patients group within this study, groups 
together patients treated from 24 hours to 21 days after the ictus. 
This is a very wide range that differs prognostically tremendously, 
and thus cannot be grouped together. Vasospasm appears on day 
3, reaches a maximum on days 7-8 and subsides on day 12-13, only 
to be replaced by vessel irreversible inflammatory fibrotic changes. 
These periods carry very different prognosis in terms of treatment 
timing. How can the authors justify such grouping?  
The literature is full with papers describing the overall trend towards 
better outcome with early surgery, however, the advantage of early 
surgery (reduced rebleeding) is at least partially offset by the 
disadvantages of early surgery. Outcomes seem worse when 
surgery is performed between days 4-10 after SAH (the “vasospastic 
interval”) than if performed early or late.  
Several lines of evidence demonstrate that surgery within 3 days of 
SAH is associated with improved outcome among patients with 
ruptured anterior circulation aneurysms. The timing of aneurysm 
obliteration for posterior circulation aneurysms is less well defined.  
3. The WFNS is the vaguest of the aSAH clinical scales (relaying on 
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the Glasgow coma scale for consciousness, with 7-12 for grade Iv, 
and 3-6 for grade V). The authors should discuss the Hunt & Hess 
as well as the modified Hunt & Hess scales (both incorporate 
comorbidities like hypertension and diabetes) as a predictor of 
vasospasm (and indirectly of outcome).  
4. Comorbidities, anti-aggregant and anticoagulant treatment status 
(prior to aSAH) are missing as well as more specific SAH related 
complications such as cerebral salt-wasting syndrome, SIADH, 
cardiac complications (stunning), hydrocephalus requiring treatment 
etc.  
5. There is some reference to Fischer scale and to IVH, but no 
reference to the Columbia (Modified Fischer) scale combining the 
two, and shown to have a better predicting value.  
6. No posterior circulation aneurysms included in the study, a major 
bias which should be discussed.  
7. The Results chapter is confusing. The sentence: “Patients with 
WFNS grade V, brain herniation, ICH significantly underwent ultra-
early surgery. Patients with IVH significantly underwent delayed 
surgery. After adjustment for WFNS grade, brain herniation, ICH and 
IVH, WFNS grade V and brain herniation were independent factors 
for ultra-early surgery compared with delayed surgery.” This 
suggests the authors noticed a bias in sample collection which can 
be discussed. Patients in more difficult state (WFNS-V) were 
operated on earlier, while patients with IVH (less severe patients) 
were treated with other measures initially.  
Still, the authors conclude that “Patients with brain herniation, higher 
Fisher grade and IVH had a significantly worse outcome. Patients in 
the ultra-early surgery group had a worse outcome than those in 
delayed surgery group”.  
 
It seems the authors have over-read their data. Each of the 
parameters stated has been separately proven important and 
significant to prognosis (IVH, brain herniation, WFNS score, Fischer 
score). The sampling bias stated should be confused as if the timing 
is the element that affects prognosis.  
Stating that we treated the worse patients first, and then stating 
“ultra-early surgery and brain herniation were associated with poor-
outcomes” is a circular argument.  
8. The authors state that “Fifty-eight (49%) of 118 patients had a 
favorable outcome, and overall mortality was observed in 37 patients 
(31%).” These figures are substantially better than any other series. 
How can the authors explain or discuss these differences?  
9. The authors state that “Ultra-early surgery can reduce increased 
intracranial pressure (ICP) and increase cerebral perfusion to 
improve outcomes in patients with poor-grade aSAH.”  
This statement is not valid also for the delayed surgery?  
10. What is * in table 1?  
11. There is no reference or discussion on the patients who choose 
endovascular treatment. These patients tend to be treated at an 
earlier time than surgical patients for many reasons. What was the 
outcome in that patient sample? 
 
The reviewer also provided a marked copy with detailed comments. 
Please contact the publisher for full information about it. 

 

REVIEWER Judy Huang 
Johns Hopkins University School of Medicine  
USA 

REVIEW RETURNED 18-Feb-2015 
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GENERAL COMMENTS The authors present their outcomes in a retrospective review of poor 
grade aneurysmal subarachnoid patients ages 18-74 who were 
managed with ultra-early surgery performed within 24 hours of the 
subarachnoid hemorrhage compared with those undergoing surgery 
after 24 hours. They achieved commendable results notable for 49% 
of patients with mRS of 0-3 and mortality of only 31%, with a 
minimum of 6 month follow-up. Surgery within 24 hours was more 
likely to occur in patients presenting in WFNS grade V condition, 
with ICH, and with herniation. Despite the worse clinical status at 
presentation, ultra-early surgery did not lead to higher mortality or 
poor outcome, leading the authors to conclude that poor grade 
patients with herniation and ICH should be considered for ultra-early 
surgery.  
While the presented results and conclusions are very interesting, the 
manuscript would be significantly enhanced with more clinical detail, 
as the value of such retrospective information is to help in 
suggesting factors that are potentially helpful in patient selection for 
the studied treatment. This paper addresses an important clinical 
question of how to manage critically ill patients with ruptured 
aneurysms and as the authors state, in an era with readily available 
endovascular strategies. It would be valuable to include additional 
detail on how these particular poor grade patients were selected for 
surgical rather than endovascular treatment - i.e. volume of ICH, 
family preference, or aneurysm morphology. As a surgical outcomes 
study, one of the potential shortcomings is variability across centers. 
While acknowledging that the included centers all manage more 
than 150 cases annually, a description of how many centers 
participated in total and how many patients were contributed by each 
center to the 118 in the multicenter cohort would be instructive in 
addressing this limitation. As there were patients in both "ultra-early" 
and "delayed" groups with grade IV, grade V, ICH and herniation, 
what were the factors that affected if the patients were selected for 
ultra-early surgery or not? While "ultra-early" is an appropriate term 
to describe those receiving surgery in less than 24 hours, "delayed" 
seems misleading if it includes all patients who undergo surgery in 
more than 24 hours, because presumably this means that those 
receiving surgery at 25 hours were classified together with those at 
20 days. More detail regarding the range in the interval to treatment 
in those that comprised the "delayed" group would be helpful. As 
poor outcomes after SAH are influenced by vasospasm and 
hydrocephalus, the incidence of these problems in the cohorts would 
be enlightening.  
Minor points:  
page 7, lines 6-8: 47 + 70 patients = 117 patients, not 118  
spelling errors - intraventricular, range  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Or Cohen-Inbar, MD PhD  

Institution and Country Department of Neurological Surgery and Gamma-Knife Center,  

University of Virginia Health Care Center, USA.  

Department of Neurological Surgery, Rambam Health Care Center.  

Technion Israel Institute of Technology  

Please state any competing interests or state ‘None declared’: No Competing Interests  

Please leave your comments for the authors below  

I commend the authors for this interesting paper, impressing series and coordination efforts, as well 
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as the neurosurgical skills required to carry out such a clinical trial. The authors report looking only at 

WFNS IV-V patients in this study, collecting different clinical parameters on admission and after said 

treatment. A few methodological issues and concepts do need some editing and addressing.  

Comment:  

“1. How was the time of ictus determined in the hours precision needed for the definition of ultra-

early? Many patients spend a substantial period of time at home, either alone until discovered, or in a 

slow worsening neurological state. Was the time of loss of consciousness used? There seem to be a 

serious definition issue here.”  

Response:  

We appreciate the Reviewer’ suggestion. We added the definition in the Methods section. In our 

study, the time of ictus was defined the time of loss of consciousness (poor-grade clinical condition).  

Comment:  

“2. The delayed treatment patients group within this study, groups together patients treated from 24 

hours to 21 days after the ictus. This is a very wide range that differs prognostically tremendously, 

and thus cannot be grouped together. Vasospasm appears on day 3, reaches a maximum on days 7-

8 and subsides on day 12-13, only to be replaced by vessel irreversible inflammatory fibrotic changes. 

These periods carry very different prognosis in terms of treatment timing. How can the authors justify 

such grouping? The literature is full with papers describing the overall trend towards better outcome 

with early surgery, however, the advantage of early surgery (reduced rebleeding) is at least partially 

offset by the disadvantages of early surgery. Outcomes seem worse when surgery is performed 

between days 4-10 after SAH (the “vasospastic interval”) than if performed early or late. Several lines 

of evidence demonstrate that surgery within 3 days of SAH is associated with improved outcome 

among patients with ruptured anterior circulation aneurysms. The timing of aneurysm obliteration for 

posterior circulation aneurysms is less well defined.”  

Response:  

We agree with the Reviewer’s comment. There is very wide range of timing of surgery (24 hours to 21 

days). There is also little information on the timing of aneurysm obliteration for posterior circulation 

aneurysms. Current studies and guidelines for aSAH[1, 2] recommend ruptured aneurysms should be 

treated as early as possible to reduce the risk of rebleeeding. In most centers, early surgical or 

endovascular treatment of the majority of good-grade aSAH has been adopted to avoid the 

vasospastic interval between 4 and 10 days. A few patients may undergo surgery between 4-10 days. 

Likewise, early surgery (within 72 hours) have been proposed to improve selected poor-grade 

patients. Although early surgery was recommend in each center in our study, many factors such as 

delayed referral, logistical factors and family decision making may probably affect the timing of 

surgery.  

Current database provided details on timing of surgery. We found a very small number of patients 

underwent surgery between 4 and 10 days. If a small numbers of patients could be grouped into each 

timing groups, apparent selection bias may occur in this study. Like previous studies defining delayed 

surgery as surgery performed after 24 hours of SAH [3, 4], our study focused on whether ultra-early 

surgery could affect the outcome in poor-grade aSAH. However, unlike most studies, our study 

evaluated variation of patient characteristics between ultra-early surgery and delayed surgery groups. 

In addition, it is very difficult and impossible to perform a randomized study on the timing of surgery. 

We also acknowledge the limitation in the Discussion section.  

1. Steiner T, Juvela S, Unterberg A, Jung C, Forsting M, Rinkel G: European Stroke Organization 

guidelines for the management of intracranial aneurysms and subarachnoid haemorrhage. 

Cerebrovasc Dis 2013, 35(2):93-112.  

2. Connolly ES, Jr., Rabinstein AA, Carhuapoma JR, Derdeyn CP, Dion J, Higashida RT, Hoh BL, 

Kirkness CJ, Naidech AM, Ogilvy CS et al: Guidelines for the management of aneurysmal 

subarachnoid hemorrhage: a guideline for healthcare professionals from the American Heart 

Association/american Stroke Association. Stroke 2012, 43(6):1711-1737.  

3. Wong GK, Boet R, Ng SC, Chan M, Gin T, Zee B, Poon WS: Ultra-early (within 24 hours) aneurysm 

treatment after subarachnoid hemorrhage. World Neurosurg 2012, 77(2):311-315.  
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4. Phillips TJ, Dowling RJ, Yan B, Laidlaw JD, Mitchell PJ: Does treatment of ruptured intracranial 

aneurysms within 24 hours improve clinical outcome? Stroke 2011, 42(7):1936-1945.  

Comment:  

“3. The WFNS is the vaguest of the aSAH clinical scales (relaying on the Glasgow coma scale for 

consciousness, with 7-12 for grade Iv, and 3-6 for grade V). The authors should discuss the Hunt & 

Hess as well as the modified Hunt & Hess scales (both incorporate comorbidities like hypertension 

and diabetes) as a predictor of vasospasm (and indirectly of outcome). ”  

Response:  

Several grading systems including Glasgow coma scale (GCS), WFNS grade (World Federation of 

Neurological Societies), Hunt & Hess scale or modified Hunt & Hess scale, have been often used as 

initial assessment of aSAH. Although WFNS grade is vague of clinical scale based on the GCS for 

consciousness, WFNS, early study has shown Hunt & Hess scale is neither reliable nor valid[1, 2]. 

Then, WFNS proposes WFNS grade as a grading scale of aSAH. This scale has better inter- and 

intraobserver reliability than Hunt & Hess scale and makes it more appropriate in different centers [3]. 

The largest International Subarachnoid Aneurysm Trial (ISAT) also used WFNS grade as initial 

grading scale. Therefore, in designing our study, we also defined poor-grade aSAH as WFNS grade 

IV and grade V. We added the issue in the Discussion section.  

1. Steiner T, Juvela S, Unterberg A, Jung C, Forsting M, Rinkel G: European Stroke Organization 

guidelines for the management of intracranial aneurysms and subarachnoid haemorrhage. 

Cerebrovasc Dis 2013, 35(2):93-112.  

2. Lindsay KW, Teasdale G, Knill-Jones RP, Murray L: Observer variability in grading patients with 

subarachnoid hemorrhage. J Neurosurg 1982, 56(5):628-633.  

3. Shirao S, Yoneda H, Kunitsugu I, Ishihara H, Koizumi H, Suehiro E, Nomura S, Kato S, Fujisawa H, 

Suzuki M: Preoperative prediction of outcome in 283 poor-grade patients with subarachnoid 

hemorrhage: a project of the Chugoku-Shikoku Division of the Japan Neurosurgical Society. 

Cerebrovasc Dis 2010, 30(2):105-113.  

Comment:  

“4. Comorbidities, anti-aggregant and anticoagulant treatment status (prior to aSAH) are missing as 

well as more specific SAH related complications such as cerebral salt-wasting syndrome, SIADH, 

cardiac complications (stunning), hydrocephalus requiring treatment etc. ”  

Response:  

We have added major complications including vasospasm, hydrocephalus, cerebral infarction and 

pneumonia to the manuscript. Current database only recorded the major comorbidities such as 

hypertension, diabetes mellitus and stroke in poor-grade patients. In our clinical practice, it is difficult 

to diagnose as cerebral salt-wasting syndrome and SIADH in patients with hyponatremia. These 

complications like SIADH and cerebral salt-wasting syndrome were not required and provided in each 

center.  

Comment:  

“5. There is some reference to Fischer scale and to IVH, but no reference to the Columbia (Modified 

Fischer) scale combining the two, and shown to have a better predicting value. ”  

Response:  

Although the modified Fisher grade may have a better predicting value on cerebral vasospasm after 

aSAH, the association between outcome and modified Fisher grade is still controversial. Current 

database have data on the modified Fisher grade (Claassen grade). However, like previous studies 

reporting Fisher grade in patients with aSAH or poor-grade aSAH, our study also used Fisher grade to 

classify the appearance of hemorrhage on CT scan.  

Comment:  

“6. No posterior circulation aneurysms included in the study, a major bias which should be discussed. 

”  

Response:  

Endovascular treatment provides an alternative to surgery of aSAH. Current studies and guidelines [1, 

2] recommend patients with posterior circulation aneurysms may be considered for endovascular 
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treatment. Therefore, our study also recommended poor-grade patients with posterior circulation 

aneurysms were considered for endovascular treatment. If the aneurysm cannot be suitable for 

coiling, patients with posterior circulation aneurysms may also considered for delayed surgery. There 

is a high risk of surgical treatment in poor-grade posterior circulation aneurysms.  

1. Steiner T, Juvela S, Unterberg A, Jung C, Forsting M, Rinkel G: European Stroke Organization 

guidelines for the management of intracranial aneurysms and subarachnoid haemorrhage. 

Cerebrovasc Dis 2013, 35(2):93-112.  

2. Connolly ES, Jr., Rabinstein AA, Carhuapoma JR, Derdeyn CP, Dion J, Higashida RT, Hoh BL, 

Kirkness CJ, Naidech AM, Ogilvy CS et al: Guidelines for the management of aneurysmal 

subarachnoid hemorrhage: a guideline for healthcare professionals from the American Heart 

Association/american Stroke Association. Stroke 2012, 43(6):1711-1737.  

Comment:  

“7. The Results chapter is confusing. The sentence: “Patients with WFNS grade V, brain herniation, 

ICH significantly underwent ultra-early surgery. Patients with IVH significantly underwent delayed 

surgery. After adjustment for WFNS grade, brain herniation, ICH and IVH, WFNS grade V and brain 

herniation were independent factors for ultra-early surgery compared with delayed surgery.” This 

suggests the authors noticed a bias in sample collection which can be discussed. Patients in more 

difficult state (WFNS-V) were operated on earlier, while patients with IVH (less severe patients) were 

treated with other measures initially. ” “Still, the authors conclude that “Patients with brain herniation, 

higher Fisher grade and IVH had a significantly worse outcome. Patients in the ultra-early surgery 

group had a worse outcome than those in delayed surgery group”. It seems the authors have over-

read their data. Each of the parameters stated has been separately proven important and significant 

to prognosis (IVH, brain herniation, WFNS score, Fischer score). The sampling bias stated should be 

confused as if the timing is the element that affects prognosis. Stating that we treated the worse 

patients first, and then stating “ultra-early surgery and brain herniation were associated with poor-

outcomes” is a circular argument. ”  

Response:  

We appreciate the meticulous review and suggestions. Therefore, we re-wrote this paragraph in the 

Results to clarify our point. Patients with IVH might undergo initial ventriculostomy and then 

underwent surgical clipping. However, unfortunately current database cannot identify the definitive 

reasons. We should be careful about drawing our conclusions from an observational study. We also 

acknowledge this limitation of retrospective analysis.  

Comment:  

“8. The authors state that “Fifty-eight (49%) of 118 patients had a favorable outcome, and overall 

mortality was observed in 37 patients (31%).” These figures are substantially better than any other 

series. How can the authors explain or discuss these differences? ”  

Response:  

We added the inclusion criteria to the manuscript. Current databases included patients who survived 

after aggressive resuscitation in the emergency room. It was difficult to collected data for patients who 

died in the emergency room. In addition, surgical decision was based on multidisciplinary team 

consultation. Selected patients underwent surgery and were more likely to have a favorable outcome. 

Exclusion of untreated patients and patient selection of surgery may lead to a better outcome. We 

also acknowledge this limitation of retrospective analysis. We also have refocused on our 

conclusions.  

Comment:  

“9. The authors state that “Ultra-early surgery can reduce increased intracranial pressure (ICP) and 

increase cerebral perfusion to improve outcomes in patients with poor-grade aSAH.”  

This statement is not valid also for the delayed surgery? ”  

Response:  

We acknowledge surgical treatment including ultra-early and delayed surgery can reduce intracranial 

pressure (ICP) and increase cerebral perfusion. Ultra-early surgery can significantly reduce increased 

ICP especially in patients with brain herniation and with intracerebral hematoma. These patients often 
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experience brain stem compression. Ultra-early surgery may help to save these patients.  

Comment:  

“10. What is * in table 1? ”  

Response:  

Thanks for the Reviewer’s meticulous review. We identified this input error in Table 1. We added * 

“Data on location of anterior circulation aneurysm was missing in one patient”  

Comment:  

11. There is no reference or discussion on the patients who choose endovascular treatment. These 

patients tend to be treated at an earlier time than surgical patients for many reasons. What was the 

outcome in that patient sample?  

Response:  

We appreciate the Reviewer’s excellent suggestions. As endovascular treatment has provided an 

available alternative to surgery, an increasing number of poor-grade patients undergo endovascular 

treatment. Now multidisciplinary management of aSAH has been a standard practice. Based on this 

change, our study focused on the surgical selection in the modern endovascular era. We did not 

confound the analysis in different treatment modalities. We also did not compare outcomes between 

surgical and endovascular treatment groups. However, in the near future, we will further analyze 

outcomes between the two treatment groups.  

 

 

Reviewer Name Judy Huang, MD, FAANS  

Institution and Country Johns Hopkins University School of Medicine  

USA  

Please state any competing interests or state ‘None declared’: none declared  

Please leave your comments for the authors below  

Comment:  

“The authors present their outcomes in a retrospective review of poor grade aneurysmal 

subarachnoid patients ages 18-74 who were managed with ultra-early surgery performed within 24 

hours of the subarachnoid hemorrhage compared with those undergoing surgery after 24 hours. They 

achieved commendable results notable for 49% of patients with mRS of 0-3 and mortality of only 

31%, with a minimum of 6 month follow-up. Surgery within 24 hours was more likely to occur in 

patients presenting in WFNS grade V condition, with ICH, and with herniation. Despite the worse 

clinical status at presentation, ultra-early surgery did not lead to higher mortality or poor outcome, 

leading the authors to conclude that poor grade patients with herniation and ICH should be 

considered for ultra-early surgery.”  

Response:  

We appreciate the Reviewer’s excellent comments on our study. Many previous studies have shown 

almost all patients with brain herniation caused by ICH or brain swelling did not undergo surgery and 

died because of continuously increased intracranial pressure and aneurysm rebleeding. Indeed, in our 

clinical practice, these patients often undergo ultra-early surgery including aneurysm clipping, 

hematoma evacuation or/and decompressive craniecotmy. In current study, although ultra-early 

surgery was more often performed in patients with presenting with WFNS V, with ICH and brain 

herniation, the outcomes were similar in two groups. Our study also directly reflected our surgical 

practice in poor-grade patients. In addition, postoperative multidisciplinary intensive care may also 

help to improve these patients’ outcome.  

Comment:  

“While the presented results and conclusions are very interesting, the manuscript would be 

significantly enhanced with more clinical detail, as the value of such retrospective information is to 

help in suggesting factors that are potentially helpful in patient selection for the studied treatment. 

This paper addresses an important clinical question of how to manage critically ill patients with 

ruptured aneurysms and as the authors state, in an era with readily available endovascular strategies. 

It would be valuable to include additional detail on how these particular poor grade patients were 
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selected for surgical rather than endovascular treatment - i.e. volume of ICH, family preference, or 

aneurysm morphology. ”  

Response:  

We also appreciate the Reviewer’s excellent comments. Our management protocol for poor-grade 

aSAH has been reported in BMC Neurology (2014 Apr 17; 14:86). We added additional details in the 

Methods section. Patients with brain herniation, a large intracerebral hematoma (more than 30 ml of 

volume), and middle cerebral artery aneurysm are recommend for surgical treatment. Although poor-

grade patients were often assessed by a multidisciplinary team which included vascular 

neurosurgeons, interventional neuroradiologists, selection for surgical or endovascular treatment is 

very complex in clinical practice. In general, treatment options were discussed with patient's family or 

near relatives. Many factors, including family preference, medical expense, medical insurance, 

aneurysm morphology, and treatment risk, may affect the final decision.  

Comment:  

“As a surgical outcomes study, one of the potential shortcomings is variability across centers. While 

acknowledging that the included centers all manage more than 150 cases annually, a description of 

how many centers participated in total and how many patients were contributed by each center to the 

118 in the multicenter cohort would be instructive in addressing this limitation. ”  

Response:  

We agree with the Reviewer’s comments. We acknowledge the limitation in the Discussion section. 

The study protocol, including how many centers and how many patients were included in this study, 

has been published in BMC Neurology (2014 Apr 17; 14:86). In current study, we performed a pooled 

analysis and focused on variation of patient characteristics and outcomes between ultra-early and 

delayed surgery groups.  

Comment:  

“As there were patients in both "ultra-early" and "delayed" groups with grade IV, grade V, ICH and 

herniation, what were the factors that affected if the patients were selected30 for ultra-early surgery or 

not? ”  

Response:  

In our study, all treatment centers are tertiary referral medical centers. Delayed referral, logistical 

factors at treatment center and family decision making are the important factors that affected the 

timing of surgery.  

Comment:  

“While "ultra-early" is an appropriate term to describe those receiving surgery in less than 24 hours, 

"delayed" seems misleading if it includes all patients who undergo surgery in more than 24 hours, 

because presumably this means that those receiving surgery at 25 hours were classified together with 

those at 20 days. More detail regarding the range in the interval to treatment in those that comprised 

the "delayed" group would be helpful. ”  

Response:  

We appreciate the Reviewer’s suggestion. Although early surgery as possible was recommend in 

each center, many factors such as delayed referral, logistical factors and family decision making may 

probably affect the timing of surgery. Unfortunately, a very small number of patients underwent 

surgery between 4 and 10 days. If a small numbers of patients was grouped into each timing groups, 

apparent selection bias may occur. Like previous studies defining delayed surgery as surgery 

performed after 24 hours of SAH [1, 2], our study focused on whether ultra-early surgery could affect 

the outcome in poor-grade aSAH. Our study also evaluated variation of patient characteristics 

between ultra-early and delayed surgery groups.  

1. Wong GK, Boet R, Ng SC, Chan M, Gin T, Zee B, Poon WS: Ultra-early (within 24 hours) aneurysm 

treatment after subarachnoid hemorrhage. World Neurosurg 2012, 77(2):311-315.  

2. Phillips TJ, Dowling RJ, Yan B, Laidlaw JD, Mitchell PJ: Does treatment of ruptured intracranial 

aneurysms within 24 hours improve clinical outcome? Stroke 2011, 42(7):1936-1945.  

Comment:  

“As poor outcomes after SAH are influenced by vasospasm and hydrocephalus, the incidence of 
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these problems in the cohorts would be enlightening. “  

Response:  

We appreciate the Reviewer’s suggestion. We added major postoperative complications including 

vasospasm, hydrocephalus, cerebral infarction and pneumonia to the manuscript. We also further 

compare complications between the two groups.  

Comment:  

“Minor points: page 7, lines 6-8: 47 + 70 patients = 117 patients, not 118  

spelling errors - intraventricular, range”  

Response:  

We appreciate the reviewer’s meticulous review. We identified these errors and corrected them 

accordingly. 

VERSION 2 – REVIEW 

REVIEWER Or Cohen-Inbar 
University of Virginia Health Care Campus, Charlottesville Virginia 
USA.  
Technion, Israel Institute of Technology 

REVIEW RETURNED 09-Mar-2015 

 

GENERAL COMMENTS I thank the authors for revising the original manuscript. This version 
reads much better. A few points (mentioned in my original review) 
deserve a wider recognition in the text:  
 
1. With regards to my comment #2 about the wide control group 
(>24 hours - 21 days). the authors should re stratify their data on this 
group and present it separated to several subgroups, as they 
themselves suggest in their response and associated references. 
groups should be >4-24 hours, 1-7 days, 8-12 days and 13-21 days. 
the analysis should be modified as well to present these groups 
separately. for their point to be valid, the authors should show better 
outcome as compared to these groups.  
 
2. With regards to my comment #6 about the lack of posterior 
circulation data, i accept the authors response, but suggest they 
change the title of the paper to indicate its focus on anterior 
circulation.  
 
3. With regards to my comment #7, i accept the authors response 
but suggest it will be better clarified in the discussion as well as a 
limitation.  
 
4. With regards to my comment #8, i accept the authors response 
but suggest it will be better clarified in the discussion as well as a 
limitation.   

 

REVIEWER Judy Huang 
Johns Hopkins University School of Medicine  
Baltimore, MD  
USA 

REVIEW RETURNED 02-Mar-2015 

 

GENERAL COMMENTS The revision is improved.  
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VERSION 2 – AUTHOR RESPONSE 

Reviewer Name Or Cohen-Inbar, MD PhD  

Institution and Country University of Virginia Health Care Campus, Charlottesville Virginia USA.  

Technion, Israel Institute of Technology  

Please state any competing interests or state ‘None declared’: None Declared  

Please leave your comments for the authors below  

I thank the authors for revising the original manuscript. This version reads much better. A few points 

(mentioned in my original review) deserve a wider recognition in the text:  

Comment:  

“1. With regards to my comment #2 about the wide control group (>24 hours - 21 days). The authors 

should re stratify their data on this group and present it separated to several subgroups, as they 

themselves suggest in their response and associated references. Groups should be >4-24 hours, 1-7 

days, 8-12 days and 13-21 days. The analysis should be modified as well to present these groups 

separately. For their point to be valid, the authors should show better outcome as compared to these 

groups”  

Response:  

We appreciate the Reviewer’ suggestion. We presented outcomes in different timing groups 

separately, including <24 hours, 1-7days, 8-12days and 13-21 days. These outcomes were presented 

in Table 4. We also added the results in Results Section.  

Comment:  

“2. With regards to my comment #6 about the lack of posterior circulation data, i accept the authors 

response, but suggest they change the title of the paper to indicate its focus on anterior circulation. ”  

Response:  

We appreciate the Reviewer’ suggestion. Although the majority of patients presented with anterior 

circulation aneurysms in our manuscript, there were three patients with posterior circulation 

aneurysms. All three patients with posterior circulation aneurysms underwent delayed surgery. This is 

a variation of patient characteristics between the two groups. The primary title of the paper seems to 

be accepted.  

Comment:  

“3. With regards to my comment #7, I accept the authors response but suggest it will be better 

clarified in the discussion as well as a limitation. ”  

Response:  

We added this limitation in the Discussion section.  

“4. With regards to my comment #8, I accept the authors response but suggest it will be better 

clarified in the discussion as well as a limitation. ”  

Response:  

We added this limitation in the Discussion section.  

 

Reviewer Name Judy Huang, MD, FAANS  

Institution and Country Johns Hopkins University School of Medicine  

USA  

Please state any competing interests or state ‘None declared’: none declared  

Please leave your comments for the authors below.  

Comment: “The revision is improved.”  

Response: We appreciated the excellent comment on our study. 
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