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Abstract

Background: Low-dose acetylsalicylic acid (ASA) in patients with chronic subdural hematoma (cSDH) represents a
significant neurosurgical challenge. While continuation of ASA during the perioperative phase might increase recurrence
and bleeding rates, discontinuation increases the risk of thromboembolic events. The aim of this study is to compare the
postoperative recurrence and cardiovascular complication rates of patients undergoing burr-hole trepanation for cSDH
with and without discontinuation of ASA.

Methods: In this prospective randomized, placebo-controlled, double-blinded study we include all patients undergoing
burr-hole drainage of cSDH who are under ASA treatment. The patients are randomized into two groups, one receiving
ASA and the other placebo perioperatively. The study primarily seeks to compare the rate of recurrent events under ASA
to that under placebo treatment. Secondary objectives are thromboembolic event rate, perioperative blood loss, postoperative
anemia, intra- and postoperative blood transfusion rate, and clinical outcome.

Discussion: To date, there is no evidence-based consensus on how to manage patients undergoing burr-hole drainage for
cSDH who are under ASA treatment. Therefore, the decision to maintain or interrupt ASA treatment is based mostly on the
surgeons’ preference. A randomized placebo-controlled study for this frequent question is urgently needed in order to provide
class I evidence for the best possible treatment of this large group of patients.

Trial registration: ClinicalTrials.gov: NCT03120182. Initial Release: 19.04.2017. Study protocol: V2_23.02.2017
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Background
Acetylsalicylic acid (ASA) is a drug widely prescribed for
the primary and secondary prevention of coronary artery
disease [1, 2]. ASA reduces the risk of cardiovascular
death or subsequent attacks in patients with previous
myocardial infarction, unstable angina pectoris, stroke,
or transient ischemic attacks [3, 4]. Nearly 40% of pa-
tients who undergo non-cardiac surgery worldwide have
or are at risk of coronary artery disease; of these, 4% per
year develop a major intraoperative cardiovascular com-
plication, including cardiac death, non-fatal myocardial
infarction and cardiac arrest [5, 6]. In-hospital mortality
due to perioperative myocardial infarction ranges from

15% to 25% [6–8]. Moreover, perioperative myocardial
injury (PMI) after non-cardiac surgery, defined as tropo-
nin increase of ≥ 14 ng/L, was associated with substantial
short- and long-term mortality [9].
The incidence of chronic subdural hematoma (cSDH)

is estimated at 1.7–18 per 100,000 people and rises to 58
per 100,000 in people above the age of 65 [10]. Due to
the significantly higher prevalence among patients older
than 65 years (69%), 41% of these patients are under
platelet aggregation inhibitor or oral anticoagulant treat-
ment [11]. Antiplatelet therapy in patients with cSDH
presents a significant neurosurgical challenge. Although
patients seem to be at greater risk for cSDH while taking
these medications, it remains unclear how antiplatelet
therapy affects recurrence rates [10, 12–14]. Further-
more, in balancing the increased cardiovascular risk with
increasing prevalence of cSDH, a lack of guidelines and
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recommendations persists regarding the perioperative
management of patients with antiplatelet therapy. Some
retrospective studies showed a trend for higher recur-
rence rates when ASA is continued in the perioperative
phase after burr-hole drainage, without reaching signifi-
cance [15–17]. Most surgeons still prefer to discontinue
and/or revert antiplatelet therapy prior to surgery since
they fear the risk of recurrence or intracranial bleeding
[18, 19]. Although studies evaluating the bleeding risks
once ASA is continued during the perioperative period
exist (e.g., POISE, PEP trial, STRATAGEM) [6, 20–22],
they exclude neurosurgical patients and are therefore
not relevant with regards to neurosurgical patients. The
effect of continuous ASA treatment after burr-hole
drainage of cSDH remains uncertain and therefore a
prospective randomized study elucidating the effect of
ASA continuation on the recurrence rate and of discon-
tinuation on the thrombotic events rate is imperative.

Methods
Aim
The aim of this study is to undertake a randomized con-
trolled trial on the recurrence and cardiovascular com-
plication rates of patients undergoing burr-hole drainage
of cSDH with and without discontinuation of low-dose
ASA in the perioperative phase.

Study design
This will be a prospective, randomized, placebo-controlled,
double-blinded superiority trial performed at the Neuro-
surgical Department of the University Hospital of Basel
(Fig. 1 and Additional file 1).

Outcomes
Primary study outcome measures
The primary study outcome measure is recurrence of
cSDH requiring revision surgery within 6 months.

Secondary study outcome measures
Secondary outcome measures include the following:

– Thrombotic events, namely ST-segment elevation
myocardial infarction/non-ST-elevation myocardial
infarction/asymptomatic PMI (defined as troponin
increase of ≥ 14 ng/L compared to baseline troponin
levels), cerebral stroke, peripheral arterial occlusion

– Other bleeding events apart from recurrent cSDH,
namely acute subdural hematoma, acute epidural
hematoma, intraparenchymal bleeding or
subarachnoid hemorrhage managed operatively or
conservatively

– Intraoperative blood loss
– Amount of blood/fluid collected in the drain
– Postoperative anemia (hemoglobin < 80 mg/L)

– Operation time (skin-to-skin)
– Hospitalization time
– Intra- and postoperative blood transfusion rate
– Clinical outcome (modified Rankin scale (mRS),

Glasgow Outcome Scale (GOS), Markwalder score)

Inclusion criteria

– Informed consent as documented by signature
– Patients undergoing burr-hole drainage for cSDH

who are under low-dose ASA treatment (Aspirin
cardio® 100 mg once a day)

– ASA users under discontinued ASA treatment (e.g.,
conservatively managed for a period of time and
ASA was discontinued)

– Patients older than 18 years

Exclusion criteria

– Patients under the age of 18 years
– A recent (30 days before randomization) major

cardiac event (i.e., unstable angina, myocardial
infarction or coronary revascularization)

– A recent (30 days before randomization) active
bleeding event

– Patients with known bleeding disorder (e.g.,
hemophilia)

Randomization

– In case of emergency operation on the same day:
Randomization on the first postoperative day to
ASA or placebo group

– In case of operation 24 h after last ASA intake:
Preoperative randomization to ASA or placebo
group

– In case of elective surgery:
Preoperative randomization 5 days before surgery
to ASA or Placebo group

Surgical procedure
Burr-hole drainage and insertion of a drainage tube, by
creating two burr holes in the skull, opening the dura
mater, and relieving the fluid pressure caused by the
chronic subdural hematoma. Eventually, a subdural
(under the dura mater) or a subgaleal (over the skull
bone) temporary drain is placed to continue draining the
remaining fluid.

Drug used
Aspirin cardio® (ASA), 100 mg 1–0-0/d, administered for
12 days after randomization.
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Control intervention
The placebo therapy was administered using a com-
pound prepared by the Hospital Pharmacy of the Uni-
versity Hospital of Basel packed into similarly looking
blisters.

Study measurements
Preoperatively/at admission

� Cranial computed tomography (cCT): midline
shift (MLS), hematoma width, hematoma
characteristics (laminar/trabecular/septated/
homogenous)

� Patient characteristics (age, medical history, oral
anticoagulants/Clopidogrel/novel oral
anticoagulants, history of falls, history of burr-hole
drainage)

� Neurologic evaluation (NE), Glasgow Coma Scale
(GCS), mRS, GOS, Markwalder score

� 12-channel electrocardiogram (ECG)
� Blood pressure (BP), saturation (SAT), heart rate

(HR)
� Laboratory tests (hemoglobin, thrombocytes, quick,

international normalized ratio (INR), platelet
function assay bleeding time, troponin)

Intraoperatively

� Laboratory test 30 min to 1 h before surgery
(troponin), if operation > 6 h after admission

� Amount of packed red blood cells given
intraoperatively

� Intraoperative blood loss (in mL)

Fig. 1 Study flow chart

Kamenova et al. Trials           (2019) 20:70 Page 3 of 10



Postoperative Day 1

� NE, GCS, mRS, GOS, Markwalder score
� 12-channel ECG
� Vital parameters (BP, SAT, HR) four times daily
� Laboratory tests (hemoglobin, thrombocytes, quick,

INR, troponin)
� cCT scan (MLS, hematoma width, recurrence)

Postoperative Day 2

� NE, GCS, mRS, GOS, Markwalder score
� 12-channel ECG
� Vital Parameters (BP, SAT, HR) four times daily
� Laboratory tests (hemoglobin, thrombocytes, quick,

INR, troponin)
� Amount of fluid/blood collected in the drainage

Postoperative Day 7 or at discharge

� NE, GCS, mRS, GOS, Markwalder score
� Laboratory tests (hemoglobin, thrombocytes, quick,

INR, troponin)
� 12-channel ECG
� Vital parameters (BP, SAT, HR)
� Hospitalization time
� Amount of packed blood cells given during

hospitalization

Follow-up 1 (4–6 weeks postoperatively)

� NE, GCS, mRS, GOS, Markwalder score
� Vital parameters (BP, SAT, HR)
� cCT scan (MLS, hematoma width, recurrence)

Follow-up 2 (6 months postoperatively)

� NE, GCS, mRS, GOS, Markwalder score (Fig. 2)

Statistical consideration
Number of participants with rationale
A systematic review by Almenawer et al. [23] re-
ported an overall recurrence rate of approximately
10.7% for cSDH in the normal population. According
to the literature, recurrence rates in the normal popu-
lation range from 5% to 30% [24]. Recurrence rates
have been described to reach 33% under antithrom-
botic therapy with ASA [12, 14]. In a retrospective
study we conducted in patients where ASA treatment
was continued, a recurrence rate of 22% was observed
[15]. Based on the available data from the literature,
we hypothesized that the recurrence rates after
burr-hole drainage of cSDH under ASA treatment
(πASA) and without ASA treatment (under placebo,

πPlacebo) are 28% and 10%, respectively. The sample
size was set to ensure at least 80% power (1 – β =
0.8), at a significance level of α = 5%. The sample size
was estimated using a resampling procedure in which
different sample sizes were each evaluated 999 times
by drawing random samples of events based on these
assumptions. This indicated that randomizing 142 pa-
tients should allow us to show the assumed difference
in event rates between the groups.
The primary analysis will be performed on the full

analysis set – consisting of all patients who are
randomized to the study, regardless of protocol viola-
tions – and based on the intention to treat principle.
The primary analysis is a comparison of incidence
rate. The difference in incidence rate will be tested
and a 95% confidence interval for the difference con-
structed. In case of many losses to follow-up, inverse
probability censoring weights will be used to deal
with missing outcome data. A sensitivity analysis will
be performed on the per protocol analysis set. In the
primary analyses, the type-I error rate for significance
will be taken as α = 0.05. As secondary analysis, a
time-to-event analysis will be performed comparing
the hazard of recurrence between treatment arms
using a Cox proportional hazards model. Secondary
outcomes will be analyzed using generalized linear re-
gression models with appropriate distribution family,
depending on the outcome (binomial for binary out-
come, Poisson for counts, Gaussian for continuous,
normally distributed, outcomes).

Randomization
Each eligible patient will be allocated to ASA or placebo
group either on the first postoperative day (in case of
emergency operation on the same day), or preopera-
tively (in case of emergency operation 24 h after last
ASA intake, or in case of elective surgery 5 days before
operation).
Randomization will be performed by an independent

individual using an unstratified block randomization
procedure as implemented in the electronic data capture
software SecuTrial. An allocation ratio of 1:1 and a block
size of 8 will ensure a balance in sample size across both
groups over time.

Methods of minimizing bias
Double-blind randomization in 1:1 allocation should re-
duce any bias due to patient or physician expectations.
Randomization will be performed using a computer sys-
tem (SecuTrial) through an independent individual. The
medication will be numerically labelled at the Pharmacy
of the University Hospital of Basel and will then be pro-
vided to the ward and applied to the patient. This will
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Study Periods

Screen-
ing/

Admis-
sion

Treatment, Intervention Period Follow-Up

Visit 1 2 3 4 5 6 7

Time (hour, day, week) 5 d 
preop./ 
Operatio
n d / 1.d 
postop.

Opera-
tion 
day 

1. d 
post-
op 
(12-
24h) 

2. d 
post-
op. 
(24-
48h) 

At dis-
charge
/ 7. d 
postop

12. d 
after 
rando-
miza-
tion

4-6 
weeks 
postop

6 
month
postop

Patient Information and 
Informed Consent

x

Randomization x1

Demographics (age, sex) x

Medical History 
(OAK/Plavix/NOAC)

x

Comorbidities x

History of falls x

History of burr-hole 
drainage

x

In- /Exclusion Criteria x

Neurologic Evaluation 
(NE, GCS, mRS, GOS, 
Markwalder Score)

x x x x x x

CT scan x x x

Vital Signs 

(BP, SAT, HR)
x x 4 x d 4 x d x x

12-Channel-ECG x x x x

Laboratory Tests
Hb, Tc, Quick, INR,
PFA Bleeding time
Troponin

x

x
x x

x

x

x

x

x

x

Amount of packed red 
blood cells (PRBC) 
given intraoperatively

x

Amount of Tc/ 
Cyclokapron given 
intraoperatively

x

Intraoperative blood loss x

Randomisation x

Hospitalization time (d) x

Record of blood 
collected in drainage x

Administeration of Study 
Medication x x x x x

Resumption of Aspirin in 
both groups

x

Primary Variables x x x x x

Study Periods

Screen-
ing/

Admis-
sion

Treatm
ent, 

Interve
ntion 

Period

Follow
-Up

Stud
y 

Perio
ds

Screen
-ing/

Admis-
sion

Treatm
ent, 

Interve
ntion 

Period

Follow
-Up

Study 
Period

s

Visit 1 2 3 Visit 1 2 3 Visit

Time (hour, day, week) 5 d 
preop./ 

Operatio
n d / 1.d 
postop.

Opera-
tion 
day 

1. d 
post-
op 

(12-
24h) 

Time 
(hour
, day, 
week

)

5 d 
preop./ 
Operat
ion d / 

1.d 
postop

Opera-
tion 
day 

1. d 
post-
op 

(12-
24h) 

Time 
(hour, 
day, 

week)

Secondary Variables x x x x x x

Amount (PRBC) given 
during hospitalization

x x

Adverse Events x x x x x x x

Fig. 2 Study schedule
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allow a double-blinded randomization (patient and treat-
ing physician will be blinded to the treatment). The pla-
cebo and ASA medications will be put into blisters so
that they cannot be distinguished in their appearance.
Data will be checked for protocol violation by the moni-
toring institution.
Throughout the trial, case report form (CRF) informa-

tion will be inserted into a software especially designed
for clinical trials (SecuTrial), through which mistakes are
decreased to a minimum. At the end of the trial, the
CRF data input will be verified by two individuals.

Blinding procedures
The study medication (ASA or placebo) will be provided
as similar looking medication in blisters. The medication
will be packed by the Pharmacy of the University Hos-
pital of Basel and will be numerically labelled. The cor-
responding randomization list will be uploaded to the
electronic data capture (EDC) system by the responsible
Data Manager at the Clinical Trial Unit (CTU) Basel.

Unblinding procedures (Code break)
In case of problems that cannot be solved with ongoing
randomization (safety concerns, withdrawal of participa-
tion, etc.), the participant’s allocated intervention will be
revealed. Unblinding can be performed by authorized
persons using the EDC system or by contacting the
Pharmacy of the University Hospital of Basel. Each
unblinding is documented and reported to the principal
investigator. In case of a thrombotic event, ASA will be
resumed regardless of the study arm in which the patient
is allocated.

Compliance with study intervention
During hospitalization, compliance will be monitored by
study nurses. After hospital discharge, patients will be
instructed to continue taking medication until the 12th
postoperative day. Compliance during the ambulatory
phase of the trial will be controlled by patient or
caregiver interviews during the clinical follow-up after
6 weeks. The patients will be explicitly asked if they took
the study medication up to the 12th postoperative day
and the empty blister and the rest of the medication,
if there is one, will be collected. In case of non-compliance,
a note-to-file will be completed and taken into account in
the final statistical evaluation.

Data collection and follow-up for withdrawn participants
Withdrawn patients will be clinically followed up as
non-participants, 4–6 weeks postoperatively in our out-
patient clinic.

Trial-specific preventive measures
There are no specific restrictions associated with ASA/
placebo medication. All of the patients included in the
study are already under ASA treatment beforehand,
therefore no restrictions apply.

Concomitant interventions (treatments)
Not applicable.

Statistical analysis
Datasets to be analyzed, analysis populations
The full analysis set (FAS) will include all randomized
patients and will be analyzed based on the intention to
treat principle.
The per protocol set will include all patients of the

FAS who had complete follow-up and who did not have
serious protocol violations. Patients receiving the oppos-
ite treatment than that to which they were randomized
will be excluded from this set.

Primary analysis
The difference in recurrence rate (πAsp–πplacebo) will be
tested by calculating a two-sided 95% confidence interval
of the difference in proportions. Inverse probability cen-
soring weights will be used to prevent selection bias in
case of many losses to follow-up. The analysis will be
performed primarily on the FAS. Sensitivity analyses will
be performed on the per protocol set.

Secondary analyses
As a secondary analysis, a time-to-event approach will
be taken to analyze the primary endpoint by using
Cox-proportional hazards to estimate the difference in
rate and time to recurrence. This can detect differences
in time-to-event and incidence curves between the treat-
ments, which could also be of relevance.
Other endpoints will be analyzed according to the type

of variable, wherein binary endpoints will be analyzed
using logistic regressions for the odds of occurrence and
continuous endpoints (e.g., blood volume, operation
time) will be analyzed using linear regression models if
assumptions are not violated. For count data, Poisson or
negative binomial models will be considered.
Subgroup analyses will be performed for male and fe-

male patients (e.g., patients with concomitant blood
thinners). A test of interaction will be performed first,
followed by an analysis within each subgroup.
Additional sub-analyses will be performed on patients

taking Plavix/oral anticoagulants or novel oral anticoag-
ulants to analyze if this therapy leads to an increased
rate of bleeding.
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Safety analysis
Summaries of adverse events by type and group will be
prepared. Comparisons will be made between study
arms for the number and types of adverse events.

Deviation from the original statistical plan
If substantial deviations of the analysis as outlined in this
section are needed for whatever reason, the protocol will
be amended. All deviations of the analysis from the
protocol or from the detailed analysis plan will be listed
and justified in a separate section of the final statistical
report.

Handling of missing data and drop-outs
Missing data will be handled by the last observation per-
formed. Sub-analysis will be performed on patients
treated with concomitant blood thinners.

Monitoring
The electronic CRF (e-CRF) and source data will be
reviewed for completeness and accuracy through regular
monitoring provided by the study site. The study staff
will be available for the monitoring visits in order to give
access to the study files and provide any kind of support
needed. The service will be provided by the Monitoring
Department of CTU Basel.

Audits and inspections
Inspections by regulatory authorities during the study or
following study completion are performed to ensure
proper study conduct and data handling procedures ac-
cording to International Conference on Harmonisation
Good Clinical Practice guidelines and regulatory require-
ments. Inspections may include verification of all source
documents, e-CRF, site files, and a visual inspection of
the study site. Direct access to all documents and sites
involved in the study will be provided by the study staff
members. In case of an announced inspection, immedi-
ate notification of the other party is necessary.

Confidentiality, data protection
Direct access to source documents will be permitted for
purposes of monitoring. The participants name or other
personal identifiable data are not recorded in the CRF or
the e-CRF. Subject confidentiality will be ensured by util-
izing unique identification numbers for the corresponding
data. Each participant will be coded by a number during
the screening. After electronic enrolment to the study, the
participant will be assigned with a unique personal study
number (patient ID). All data collected for the study will
be entered under the patient ID only.
The relation between the patient ID and participant’s

name, address, date of birth and screening number will be
documented in a written register (‘patient identification

list’). The patient identification list will be stored in the re-
search study office of the department of Neurosurgery,
University Hospital of Basel. The Sponsor, Principal Inves-
tigator, Co-Investigator and study nurses will have access
to the protocol and dataset, while the CTU statistician will
have access to the statistical codes during and after the
study.
Study data entered into the EDC system is only access-

ible by authorized persons. Once the data of all subjects
is transferred to the EDC system, the database will be
locked and closed for further data entry. The complete
study dataset is exported, encrypted and transferred to
the principal investigator through a secured channel by
the responsible Data Manager at CTU Basel.

Follow-up of (serious) adverse events
Patients with reported serious adverse events during
hospitalization will stay in hospital until the matter is re-
solved. If an intracranial bleeding has been diagnosed
(and in some cases operated on), patients will be
followed up in our outpatient clinic. NE (GCS, GOS,
mRS and Markwalder score) as well as CT scan findings
will be documented at 4–6 weeks and at 6 months post-
operatively. Events other than those of a neurosurgical
nature (thrombotic, etc.) will be followed up in a depart-
ment in our hospital (e.g., cardiology) for as long as
needed.

Data entry/coding/security and storage
Case report forms
For each subject included in this study, a CRF will be
completed, dated and signed by the study investigator.
Each CRF will be kept current to reflect the participant
status at each phase during the course of the study. All
participants receive a unique identification number (pa-
tient ID) and no person-identifying data, such as name
or initials, are collected in the CRF.

Specification of source documents
The investigator will maintain source documents for
each patient included in the study, consisting of the
paper CRF forms, case and visit notes (hospital or clin-
ical medical records) containing demographic and med-
ical information, laboratory data, electrocardiograms,
and the results of any other tests or assessments.

Record keeping/archiving
All study data, including CRFs, Trial Master Files, and
informed consent forms, will be archived for a minimum
of 10 years after study termination or premature termin-
ation of the clinical trial. The study data will be archived
in the research office of the Department of Neurosurgery
University Hospital of Basel.
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Data management
The study data recorded in the CRF will be transferred
to a corresponding e-CRF by authorized persons (see
Staff List).

Data management system
The e-CRF will be implemented by the responsible Data
Manager at CTU Basel using the EDC software Secu-
Trial. The EDC software runs on a server maintained by
the IT-department at University Hospital Basel.

Electronic and central data validation
Data entered into the e-CRF will be validated for com-
pleteness and discrepancies automatically. The data will
be reviewed by the responsible investigator as well as by
an independent monitor. The monitor will raise queries
using the query management system implemented in
SecuTrial. Designated investigators have to respond to
the query and confirm or correct the corresponding
data. Thereafter, the monitor can close the query.

Monitoring
The e-CRF and source data will be reviewed for com-
pleteness and accuracy through regular monitoring pro-
vided by the study site. The study staff will be available
for the monitoring visits in order to allow access to the
study files and provide any kind of support needed. The
service will be provided by the Monitoring Department
of CTU Basel.

Confidentiality, data protection
The Sponsor, Principal Investigator, Co-Investigator and
study nurses will have access to the protocol and dataset.
While the CTU statistician will have access to the statis-
tical codes during and after the study.
Study data entered into the EDC system is only

accessible by authorized persons. Once the data of all
subjects is transferred to the EDC system, the data-
base will be locked and closed for further data entry.
The complete study dataset is exported, encrypted
and transferred to the principal investigator through a
secured channel by the responsible Data Manager at
CTU Basel.

Ethical conduct of the study
The study will be performed in accordance to the proto-
col and with principles enunciated in the current version
of the Declaration of Helsinki, the guidelines of Good
Clinical Practice issued by the International Conference
on Harmonisation and the Swiss Law and Swiss regula-
tory authority’s requirements.

Declaration of interest
There is no conflict of interest (independence, intellec-
tual, financial, proprietary, etc.)

Patient information and informed consent
The investigators will explain to each participant the na-
ture of the study, its purpose, the procedures involved, the
expected duration, the potential risks and benefits, and
any discomfort it may entail. All participants eligible for
the study will be provided a participant information sheet
and a consent form describing the study and providing
sufficient information for them to make an informed deci-
sion about their participation in the study. The study
population includes vulnerable participants. If patients are
not capable of judgement (e.g., dementia/neurologic state)
an informed consent of the next-of-keen and an inde-
pendent physician will be obtained. If, in case of emer-
gency, the next-of-keen is not available, informed consent
will be obtained from an independent physician on site.

Participant privacy and confidentiality
The investigator affirms and upholds the principle of the
participant’s right to privacy and that they shall comply with
applicable privacy laws. Especially, anonymity of the partici-
pants shall be guaranteed when presenting the data at sci-
entific meetings or publishing them in scientific journals.
Individual subject medical information obtained as a re-

sult of this study is considered confidential and disclosure
to third parties is prohibited. Subject confidentiality will
be further ensured by utilizing subject identification code
numbers to correspond to treatment data in the computer
files. For data verification purposes, authorized representa-
tives of the Sponsor-Investigator, a competent authority
(e.g., Swissmedic), or an ethics committee may require dir-
ect access to parts of the medical records relevant to the
study, including participants’ medical history.

Early termination of the study
The Sponsor-Investigator may terminate the study prema-
turely according to certain circumstances, for example,
ethical concerns, insufficient participant recruitment,
when the safety of the participants is doubtful or at risk,
alterations in accepted clinical practice that make the con-
tinuation of a clinical trial unwise, or early evidence of
benefit or harm of the experimental intervention.

Protocol amendments
Substantial amendments are only implemented after the
respective approvals of the competent ethics commitée
(CEC) and competent authority (CA). Under emergency
circumstances, deviations from the protocol to protect
the rights, safety and well-being of human subjects may
proceed without prior approval of the sponsor and the
CEC/CA. Such deviations shall be documented and
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reported to the sponsor and the CEC/CA as soon as
possible. All non-substantial amendments are communi-
cated to the CA as soon as possible if applicable and to
the CEC within the Annual Safety Report.

Discussion
The continuation of ASA treatment during intracranial sur-
gery might lead to perioperative bleeding complications such
as higher perioperative blood loss, intracerebral bleeding, re-
current hematoma with or without neurologic deficits, or
anemia. However, the risk of bleeding whilst operated under
ASA is not well researched or documented in neurosurgical
patients. On the other hand, discontinuation of ASA can
lead to perioperative thromboembolic complications such as
myocardial infarction, stroke, transient ischemic attack, PMI,
embolic arterial occlusion of an extremity, or deep vein
thrombosis. Data analyzing the rates of thromboembolic
complications due to discontinuation of ASA treatment in
the perioperative period are equally sparse.
To date, there is still no evidence-based consensus on

how to treat patients undergoing burr-hole drainage of
cSDH who are under ASA treatment. Therefore, this
study will be of very high value for patients and physicians
and will significantly improve our knowledge on the topic.

Limitations
Although this is a randomized, double-blinded, placebo-
controlled study, it has some limitations. Since burr-hole
drainage is preformed either as an emergency or elective
procedure, pre- and postoperative discontinuation time
of ASA differs between the patients. By assuring that all
patients under placebo will discontinue ASA at least 7
days after surgery, this bias should be minimal. Patients
are often discharged before the study medication is sus-
tained, and therefore compliance of the intake cannot be
guaranteed in all patients. In order to minimize this bias,
we will collect the empty medication boxes at the first
follow-up visit. We expect the study to be multicentric
by the first quartal of 2019, which will definitely lead to
an improvement in the study quality.

Trial status
Version 2, 23.02.2017.
Recruitment beginning: 03/2018.
Recruitment end: 03/2022.
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Additional file 1: SPIRIT 2013 Checklist: recommended items to address
in a clinical trial protocol and related documents. (DOC 134 kb)

Abbreviations
ASA: acetylsalicylic acid; BP: blood pressure; CA: competent authority;
cCT: cranial computer tomography; CEC: competent ethics commitée;
CTU: Clinical Trial Unit; CRF: case report form; cSDH: chronic subdural

hematoma; ECG: electrocardiogram; e-CRF: electronic case report form;
EDC: electronic data capture; FAS: full analysis set; GCS : Glasgow Coma
Score; GOS : Glasgow Outcome Scale; HR: heart rate; INR: international
normalized ratio; MLS: midline shift; mRS: modified Rankin scale;
NE: neurologic evaluation; PMI: perioperative myocardial injury; SAT: oxygen
saturation

Acknowledgements
We thank Marianne Schulz for administrative support.

Funding
This study was be funded by the Gottfried und Julia Bangerter-Rhyner-
Stiftung and the Research Foundation University Hospital of Basel.

Availability of data and materials
Not applicable, as this is a study protocol.

Authors’ contributions
MK contributed substantially to conception, design, acquisition of data, and
drafting of the manuscript. CM contributed substantially to conception and
design of the study. MC was responsible for the statistical analysis of the
data. RG contributed substantially to conception and design of the
manuscript. LM is the sponsor investigator, and contributed to the
conception and design of the study, as well as critically revising the
manuscript. JS substantial contribution to conception and design of the
study, as well as in manuscript revision. All authors read and approved the
final manuscript.

Ethics approval and consent to participate
Ethics approval was obtained by EKNZ (Ethikkomission Nordwest- und
Zentralschweiz). Informed consent to participate in the study will be
obtained from participants (or from their closest relatives/legal assistants).

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details
1Department of Neurosurgery, University Hospital of Basel, Spitalstrasse 21,
4053 CH Basel, Switzerland. 2Department of Cardiology, University Hospital of
Basel, Petersgraben 4, 4031 CH Basel, Switzerland. 3Clinical Trial Unit
University Hospital of Basel, Spitalstrasse 12, 4031 CH Basel, Switzerland.

Received: 19 September 2018 Accepted: 20 November 2018

References
1. Hall R, Mazer CD. Antiplatelet drugs: a review of their pharmacology and

management in the perioperative period. Anesth Analg. 2011;112(2):292–
318.

2. Mollmann H, Nef HM, Hamm CW. Clinical pharmacology: antiplatelet
therapy during surgery. Heart. 2010;96(12):986–91.

3. Hennekens CH, Dyken ML, Fuster V. Aspirin as a therapeutic agent in
cardiovascular disease: a statement for healthcare professionals from the
American Heart Association. Circulation. 1997;96(8):2751–3.

4. Nielsen JD, Holm-Nielsen A, Jespersen J, Vinther CC, Settgast IW, Gram J.
The effect of low-dose acetylsalicylic acid on bleeding after transurethral
prostatectomy--a prospective, randomized, double-blind, placebo-controlled
study. Scand J Urol Nephrol. 2000;34(3):194–8.

5. Mangano DT. Perioperative cardiac morbidity. Anesthesiology. 1990;72(1):
153–84.

6. Oscarsson A, Gupta A, Fredrikson M, Jarhult J, Nystrom M, Pettersson E, et al.
To continue or discontinue aspirin in the perioperative period: a
randomized, controlled clinical trial. Br J Anaesth. 2010;104(3):305–12.

Kamenova et al. Trials           (2019) 20:70 Page 9 of 10

https://doi.org/10.1186/s13063-018-3064-y


7. Gerstein NS, Schulman PM, Gerstein WH, Petersen TR, Tawil I. Should more
patients continue aspirin therapy perioperatively?: clinical impact of aspirin
withdrawal syndrome. Ann Surg. 2012;255(5):811–9.

8. Kumar R, McKinney WP, Raj G, Heudebert GR, Heller HJ, Koetting M, et al.
Adverse cardiac events after surgery: assessing risk in a veteran population.
J Gen Intern Med. 2001;16(8):507–18.

9. Puelacher C, Lurati Buse G, Seeberger D, Sazgary L, Marbot S, Lampart A,
Espinola J, Kindler C, Hammerer A, Seeberger E, Strebel I, Wildi K,
Twerenbold R, du Fay de Lavallaz J, Steiner L, Gurke L, Breidthardt T,
Rentsch K, Buser A, Gualandro DM, Osswald S, Mueller C, BASEL-PMI
Investigators. Perioperative myocardial injury after noncardiac surgery:
incidence, mortality, and characterization. Circulation. 2018;137(12):1221–32.

10. Ducruet AF, Grobelny BT, Zacharia BE, Hickman ZL, DeRosa PL, Anderson K,
et al. The surgical management of chronic subdural hematoma. Neurosurg
Rev. 2012;35(2):155–69 discussion 69.

11. Baechli H, Nordmann A, Bucher HC, Gratzl O. Demographics and prevalent
risk factors of chronic subdural haematoma: results of a large single-center
cohort study. Neurosurg Rev. 2004;27(4):263–6.

12. Forster MT, Mathe AK, Senft C, Scharrer I, Seifert V, Gerlach R. The influence
of preoperative anticoagulation on outcome and quality of life after surgical
treatment of chronic subdural hematoma. J Clin Neurosci. 2010;17(8):975–9.

13. Lindvall P, Koskinen LO. Anticoagulants and antiplatelet agents and the risk
of development and recurrence of chronic subdural haematomas. J Clin
Neurosci. 2009;16(10):1287–90.

14. Rust T, Kiemer N, Erasmus A. Chronic subdural haematomas and
anticoagulation or anti-thrombotic therapy. J Clin Neurosci. 2006;13(8):823–7.

15. Kamenova M, Lutz K, Schaedelin S, Fandino J, Mariani L, Soleman J. Does
early resumption of low dose aspirin after evacuation of chronic subdural
hematoma with burr-hole trepanation lead to higher recurrence rates?
Neurosurgery. 2016;79(5):715–21.

16. Guha D, Coyne S, Macdonald RL. Timing of the resumption of
antithrombotic agents following surgical evacuation of chronic subdural
hematomas: a retrospective cohort study. J Neurosurg. 2016;124(3):750–9.

17. Kamenova M, Nevzati E, Lutz K, Dolp A, Fandino J, Mariani L, Soleman J.
Burr-hole drainage for chronic subdural hematoma under low-dose
acetylsalicylic acid: a comparative risk analysis study. World Neurosurg. 2017;
100:594–600.

18. Korinth MC. Low-dose aspirin before intracranial surgery--results of a survey
among neurosurgeons in Germany. Acta Neurochir. 2006;148(11):1189–96
discussion 96.

19. Soleman J, Kamenova M, Guzman R, Mariani L. The management of
patients with chronic subdural hematoma treated with low-dose
acetylsalicylic acid: an international survey of practice. World Neurosurg.
2017;107:778–88.

20. Prevention of pulmonary embolism and deep vein thrombosis with low
dose aspirin: Pulmonary Embolism Prevention (PEP) trial. Lancet. 2000;
355(9212):1295–302.

21. Devereaux PJ, Mrkobrada M, Sessler DI, Leslie K, Alonso-Coello P, Kurz A, et
al. Aspirin in patients undergoing noncardiac surgery. N Engl J Med. 2014;
370(16):1494–503.

22. Mantz J, Samama CM, Tubach F, Devereaux PJ, Collet JP, Albaladejo P, et al.
Impact of preoperative maintenance or interruption of aspirin on
thrombotic and bleeding events after elective non-cardiac surgery: the
multicentre, randomized, blinded, placebo-controlled, STRATAGEM trial. Br J
Anaesth. 2011;107(6):899–910.

23. Almenawer SA1, Farrokhyar F, Hong C, Alhazzani W, Manoranjan B,
Yarascavitch B, Arjmand P, Baronia B, Reddy K, Murty N, Singh S. Chronic
subdural hematoma management: a systematic review and meta-analysis of
34,829 patients. Ann Surg. 2014;259(3):449–57.

24. Santarius T, Kirkpatrick PJ, Ganesan D, Chia HL, Jalloh I, Smielewski P,
Richards HK, Marcus H, Parker RA, Price SJ, Kirollos RW, Pickard JD,
Hutchinson PJ. Use of drains versus no drains after burr-hole evacuation of
chronic subdural haematoma: a randomised controlled trial. Lancet. 2009;
374(9695):1067–73.

Kamenova et al. Trials           (2019) 20:70 Page 10 of 10


	Abstract
	Background
	Methods
	Discussion
	Trial registration

	Background
	Methods
	Aim
	Study design
	Outcomes
	Primary study outcome measures
	Secondary study outcome measures

	Inclusion criteria
	Exclusion criteria
	Randomization
	Surgical procedure
	Drug used
	Control intervention
	Study measurements
	Preoperatively/at admission
	Intraoperatively
	Postoperative Day 1
	Postoperative Day 2
	Postoperative Day 7 or at discharge
	Follow-up 1 (4–6 weeks postoperatively)
	Follow-up 2 (6 months postoperatively)

	Statistical consideration
	Number of participants with rationale
	Randomization
	Methods of minimizing bias
	Blinding procedures
	Unblinding procedures (Code break)
	Compliance with study intervention
	Data collection and follow-up for withdrawn participants
	Trial-specific preventive measures
	Concomitant interventions (treatments)

	Statistical analysis
	Datasets to be analyzed, analysis populations
	Primary analysis
	Secondary analyses
	Safety analysis
	Deviation from the original statistical plan
	Handling of missing data and drop-outs
	Monitoring
	Audits and inspections
	Confidentiality, data protection
	Follow-up of (serious) adverse events

	Data entry/coding/security and storage
	Case report forms
	Specification of source documents
	Record keeping/archiving
	Data management
	Data management system
	Electronic and central data validation
	Monitoring
	Confidentiality, data protection
	Ethical conduct of the study
	Declaration of interest
	Patient information and informed consent
	Participant privacy and confidentiality
	Early termination of the study
	Protocol amendments


	Discussion
	Limitations
	Trial status


	Additional file
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

