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Abstract: Background and aim: Malignant middle cerebral artery infarction (MMCALI) usually leads to
brain edema that may result in transtentorial herniation and brainstem compression. The prognosis
of MMCALI is generally poor. The aim of this study was to discuss our experience with surgical
decompression for MMCAI, and determine the association between timing of craniectomy and
neurological outcomes. Methods: We identified consecutive patients diagnosed with MMCAI who
underwent decompressive craniectomy (DC). Clinical and demographic data were obtained from
electronic medical records, including: age, sex, preoperative Glasgow Coma Scale (GCS) score, surgery
timing, postoperative GCS scores, and modified Rankin Scale (mRS) scores. Results: This study
included 27 stroke patients (aged 38-80 years) operated within 72 h of the onset of neurological
symptoms. Sixteen, five, and six patients underwent DC within 24 h, between 24 and 48 h, and after
48 h after onset of symptoms, respectively. Five patients died after the surgery. Patients who
underwent DC within 24 h and 2448 h had better mean GCS scores than those who underwent
DC after 48 h (p = 0.000, p = 0.015). In addition, patients who underwent DC within 24 h had better
mean postoperative mRS scores (p = 0.000) than other patients. Patients older than 60 years had
significantly lower GCS scores (p = 0.027) and higher mRS scores (p = 0.033) than younger patients.
Conclusion: Our findings support that DC had satisfying outcomes in patients who underwent DC
within 24 h. Older age and lower Glasgow Coma Scale scores among DC patients with MMCALI are
associated with high morbidity and mortality.

Keywords: acute cerebral ischemia; decompressive craniectomy; malignant middle cerebral artery
infarction; outcomes

1. Introduction

Malignant middle cerebral artery infarction (MMCALI) is the term used to describe rapid
neurological deterioration due to the effects of space-occupying cerebral edema, between 24 hand 72 h
following acute middle cerebral artery ischemic stroke [1]. The prognosis of MMCAI is generally poor.
In a prospective case series, 78% died from herniation despite maximum conservative treatment [2].
Decompressive craniectomy (DC) is one of the surgical options to treat brain edema, and lessens the
risk of brain herniations and death. DC is a surgical treatment strategy that may address the vicious
cycle between infraction and cerebral edema, which causes more occlusion due to insufficient space and
high intracranial pressure. It has been reported that early DC is related to lower neurological deficits,
and an earlier return to activities of daily life [3]. DC includes the temporary removal of some bone
fragments (e.g., frontal, temporal, and parietal), followed by a duraplasty procedure to provide space
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for the brain. In the 1890s, Annandale first described the procedure for decompression. In 1905, Kocher
and Cushing suggested performing DC to decrease high intracranial pressure, but the procedure
was not performed due to aesthetic concerns [4]. It has been suggested that the prognostic factors of
DC patients with MMCAI vary, including age of patient, brain herniation degree, and preoperative
neurological status. Patients younger than 60 years undergoing surgery as early as possible have more
satisfactory results [5]. A prospective, randomized trial provided evidence that DC is a life-saving
procedure, increasing the chances of survival from 29% to 78% [3]. The timing of decompressive
surgery and appropriate patient selection based on age require careful clinical judgement. However,
there are a limited number of studies evaluating the relationship between the timing of surgery and
its outcomes. It has been reported that the timing of intervention was not associated with in-hospital
mortality, but delayed surgery was associated with a poor outcome [6]. The aim of this study was
to discuss our experience with DC for MMCAI, and determine the association between craniectomy
timing and neurological outcomes.

2. Materials and Methods

2.1. Participants

This retrospective, cross-sectional study was approved by the ethics committee of the University of
Health Sciences, Sisli Hamidiye Etfal Training and Research Hospital, and was performed in accordance
with the Declaration of Helsinki. We reviewed the records of 27 patients who had undergone surgical
intervention for MMCAI and who were admitted within 72 h of acute ischemic infarction during
a 24-month period from 2015 to 2017 in our neurosurgery department.

Relevant clinical and demographic data were obtained from the electronic medical records,
including: age, sex, preoperative Glasgow Coma Scale (GCS) scores, surgery timing, infarction side,
hemiparesis or hemiplegia side, early-term postoperative GCS scores, and modified Rankin Scale
(mRS) score.

Patients were grouped based on surgery timing. The first, second, and third groups included
patients who underwent surgery within 24 h, between 24 and 48 h, and 48 h after the onset of symptom:s,
respectively. During follow-up, the mRS scores were recorded.

2.2. Surgical Procedure

All procedures were performed in our neurosurgery department. The surgical procedure included
a wide fronto-temporo-parietal skin flap (Figure 1A). The eligibility criteria for patients undergoing
decompressive craniectomy in the current study included: meeting clinical and radiological criteria of
MMCAL, radiologically-proven diffuse edema, at least a 0.5 cm midline shift, and rapid neurological
deterioration despite medical treatment. Patients with multiple and bilateral infarctions and patients
with massive intraventricular and/or intracerebral hemorrhage were excluded from DC. The burr
holes were opened and cut towards each other using a drill, followed by removing a 15 cm x 15 cm free
bone flap on the infarction side. The dura was incised, followed by duraplasty using a dura graft that
was usually excised from the galea. No lobectomy or intracortical procedure was performed. After the
duraplasty, the temporal muscle was sutured loosely above the dura. All anatomical structures
were closed properly, and the procedures were completed without any perioperative complications
(Figure 1B). The cranioplasty was performed approximately 12 weeks after DC.

2.3. Statistical Analysis

Data were presented as the mean =+ standard deviation (SD), whereas categorical variables were
presented as numbers and percentages. Wilcoxon signed-rank tests and Pearson’s chi-square tests were
used to compare variables. Correlations among the scales were evaluated using the Spearman’s rank
correlation analysis. All statistical analyses were performed using the Statistical Package for the Social
Sciences (SPSS) 23.0 (SPSS Inc., Chicago, IL, USA, 2005), with a level of significance set at p < 0.05.
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Figure 1. Surgical procedure of decompressive craniectomy (DC) for malignant middle cerebral
artery infarction.

3. Results

In total, 27 patients (18 male and 9 female) underwent DC for MMCAIL The mean age of
the patients was 54.4 & 13.1 years (range 38-80 years). Twelve patients were 60 years or older,
whereas 15 patients were younger than 60 years. Seventeen and 10 patients had right- and left-sided
infarctions, respectively. Thirteen patients had dominant hemisphere lesions, and 14 had nondominant
hemisphere lesions. Twenty-one patients (78%) had at least one of the following: coronary artery
disease, hypertension, or diabetes mellitus. Coronary artery disease (1 = 11) and hypertension (n = 9)
were the two most prevalent stroke etiologies. Before surgery, the mean GCS score of all patients was
10.03 £ 2.03 (range 7-13). Five patients died postoperatively in the neurosurgical intensive care unit
(NICU). Six patients had an mRS score of 4-5 during discharge, whereas the other patients had mRS
scores of 0-3.

Table 1 shows the preoperative and postoperative mean GCS and mRS scores, and the number
of patients who died after DC among groups who underwent surgery within 24 h, between 24 and
48 h, and 48 h after the onset of neurological deterioration, respectively. Patients who underwent DC
within 24 h (Group 1) and 2448 h (Group 2) had better mean GCS scores than those who underwent
DC after 48 h (Group 3) (p = 0.000, p = 0.015). Group 1 had better mean postoperative mRS scores
(p = 0.000). However, no statistically significant difference was found in the postoperative mean mRS
scores among Groups 2 and 3.

Table 1. The preoperative and postoperative clinical outcomes of patients after DC due to timing.

T;mmg of  Numberof Mean GCS Scores p Value Mean mRS Scores p Value
urgery Deaths Preop.  Postop. Preop.  Postop.
Groupl 16 <24h 2 8.7 14.5 0.000 42 2.3 0.000
Group2 5 24-48h 1 7.02 9 0.015 4.8 4.5 0.823
Group3 6 >48 h 2 11.38 12.75 0.330 5.6 5.5 0.970

GCS—Glasgow Coma Scale, mRS—modified Rankin Scale.

Patients with preoperative GCS scores between 10 and 14 were discharged with a better mRS
(mean = 2) score, whereas those with GCS scores <9 had a higher incidence of poor outcomes and
were discharged with a higher mRS (mean = 5.5) score.

Patients older than 60 years had significantly lower GCS scores (p = 0.027) and higher mRS scores
(p = 0.033) compared to younger patients. Gender, hemisphere dominancy, and infarction side were
not associated with GCS and mRS scores, nor associated with mortality (Table 2).
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Table 2. The Glasgow Coma Scale (GCS) and modified Rankin Scale (mRS) scores and number of

deaths after DC.
n GCS Scores mRS Deaths
Mean £SD  pValue Mean=+SD p Value n p Value
Age S0 1w mwiiz 0% agiay 008 5 osa
Gk L5 BRI gy 3 a1 g
e Nondominant 14 Let1sm 0% Zoiizes 0706, 05
Infarction side Il;;ﬁt 1(7) 13%3 i %gg 0.326 356 :ti 1%;;7 0.581 ; 0.675

Illustrative Cases

Figure 2 demonstrates a 37-year-old female patient with left-sided MMCAI (A). Preoperative GCS
score was 11. Decompressive surgery was performed within 24 h, and a computed tomography (CT)
scan was taken 1 day after surgery (B). She had a GCS score of 12 in the early postoperative period.
A postoperative CT in the third week showed excellent results without a midline shift (C), and the
patient had a GCS score of 15.

Figure 2. Computed tomography (CT) scans of a 37-year-old female patient with left-sided MMCAI
(malignant middle cerebral artery infarction) (A). Postoperative 1st day CT (B). Postoperative third
week CT showed no midline shift (C).

Figure 3 demonstrates a 69-year-old male patient with right-sided MMCAI (A). Preoperative GCS
score was 12, and the decompression surgery was performed within 24 h. Postoperative CT shows the
wide craniectomy region (B). After two months, CT showed favorable results without midline shift
(C,D), and the patient’s GCS score was 15.

Figure 3. Computed tomography (CT) scans of a 69-year-old male patient with right-sided MMCAI
(A). Postoperative CT shows the wide craniectomy region (B). After two months, CT showed favorable
results without midline shift (C,D).
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4. Discussion

Acute ischemia involving the entire region of the middle cerebral artery of a hemisphere may
cause space-occupying cerebral edema, leading to rapid neurological deterioration with symptoms
such as hemiparesis, gaze deviation following by headache, vomiting, and changes in level of
consciousness [7,8]. As a result of infarction, brain edema and brain herniation can result in an 80%
mortality rate. Surgical intervention for MMCAI should be considered when CT imaging indicates
an ischemic lesion occupying >50% of the middle cerebral artery territory [9]. In patients with
MMCALI, clinical worsening often occurs in the first 24-48 h. The timing of decompressive surgery is
very important to prevent permanent neurological deterioration. This study aimed to demonstrate
the clinical outcomes of DC for MMCALI to assess the importance of surgery timing. Our results
demonstrated that older age and lower GSC scores were related to higher morbidity. Although
the operation methods have not been clearly established, there are limited studies investigating
the outcome of procedure types. Decompressive surgery that includes only bone removal reduces
intracranial pressure by approximately 15%, but this reduction can be increased up to 70% if the dura
is opened [9]. In our study, all patients underwent surgery with duraplasty. Many authors suggest
the removal of at least 14 cm x 10 cm of the fronto-temporo-parietal bone flap [10]. In our study,
we removed a 15 cm x 15 cm bone flap. Although a craniectomy measuring 8-10 cm can provide
sufficient space for an additional 25 mL of volume, removing >10 cm of bone provides 80-90 mL of
additional volume. According to our results, gender, hemisphere dominancy, and infarction side were
not associated with the GCS and mRS scores and mortality. In the literature, some studies suggested
surgical treatment in the non-dominant hemisphere for improved outcomes. However, other studies
showed that no difference was found in outcomes dependent on the hemisphere [11-13]. Our findings
support that DC in the dominant hemisphere was not associated with worse outcomes.

Two randomized, controlled trials of early decompressive craniectomy in MMCAI reported
that early DC (performed within 24 h after onset of symptoms) significantly reduced mortality,
and improved outcomes 6 and 12 months after stroke [12,14]. In the DECIMAL study, the outcomes of
surgery and conservative treatment were compared four weeks after surgery. The surgery group had
a 16% mortality rate and the conservative group had a 33% mortality rate [12]. The mortality rate was
found to be 18% in this study. In the HAMLET study, another randomized trial, it has been reported
that surgical decompression reduces poor outcomes in patients with infarctions treated within 48 h of
stroke onset. Moreover, it has been suggested that there is no evidence that DC improves functional
outcome when it is delayed for up to 96 h after stroke onset [11]. According to our experience,
performing an early surgical operation in patients with space-occupying ischemic infarctions may
contribute to reduced case fatalities and better outcomes.

In our retrospective study, 60% of patients had a statistically significant reduced mRS score
after DC. Similar to our results, a previous study showed that DC provided favorable mRS scores
(0-3) in 22% of patients, compared with the conservative treatment group [15]. Another important
prognostic factor for patients with MMCALI is postoperative GCS scores. Some studies demonstrated
that postoperative GCS scores can affect follow-up outcomes [2,12,16]. In the current study, better mRS
scores were found in patients with high postoperative GCS scores.

Because of the risks of this procedure, the exact criteria of DC for patients with MMCAI still remain
unclear. DC is associated with preventing brain damage by reducing intracranial pressure and cerebral
herniation, though it is not always associated with a good clinical course [17]. Surgical complications
such as insufficient decompression, infections, hydrocephalus, hemorrhage, and subdural collections,
can worsen the clinical outcome of these patients [18,19]. Recently, seizures and epilepsy after DC
for MMCAI was demonstrated by Brondani et al. [20]. They found that seizures occurred in 61.1%
of 36 patients with MMCALI after the surgical procedure. In this retrospective study, researchers
analyzed the incidence of, and the risk factors for, seizure or epilepsy development in these patients.
They reported that although epilepsy was very frequent, they did not detect any particular variable
as a risk factor for the development of epilepsy. We did not observe any convulsive seizures (partial
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or generalized tonic-clonic seizures) following the DC; however, the diagnosis of nonconvulsive
status epilepticus cannot be eliminated. The importance of nonconvulsive status epilepticus is that
nonconvulsive/subclinical seizures may contribute to lower postoperative GCS scores. Further
electrophysiological studies are needed to confirm the diagnosis of nonconvulsive status epilepticus to
highlight the contribution of nonconvulsive seizures to clinical deterioration.

This study had some limitations. First, because it was a retrospective study, only eligible data in
charts were evaluated. Second, the study was performed at a single center. However, patients were
grouped according to the onset of their symptoms and timing of operation, so that their clinical survey
was compared with their neurological status.

5. Conclusions

In conclusion, our findings support the evidence that DC for MMCAI can decrease morbidity and
mortality rates. Early decompressive surgery reduced mortality in those patients younger than 60 years,
and contributed to improved functional outcomes (mRS score < 3). The timing of decompression, age,
and preoperative and postoperative neurological status are prognostic factors that affect the clinical
outcomes of patients.

Author Contributions: Conceptualization, D.H.E.; Data curation, M.K. and B.O.; Formal analysis, D.H.E. and
B.O.; Investigation, M.K.; Methodology, M.K., D.H.E. and B.O.; Project administration, M.K.; Resources, M.K. and
B.O.; Supervision, M.K. and D.H.E.; Writing—Original draft, D.H.E. and B.O.; Writing—Review and editing,
D.H.E.

Funding: This research received no external funding.
Acknowledgments: The authors thank Mustafa Cem Ertem for his assistance with statistical analysis.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Treadwell, S.D.; Thanvi, B. Malignant middle cerebral artery (MCA) infarction: Pathophysiology, diagnosis
and management. Postgrad. Med. ]. 2010, 86, 235-242. [CrossRef] [PubMed]

2. Hacke, W.; Schwab, S.; Horn, M.; Spranger, M.; De Georgia, M.; Von Kummer, R. ‘Malignant’ middle cerebral
artery territory infarction: Clinical course and prognostic signs. Arch. Neurol. 1996, 53, 309-315. [CrossRef]
[PubMed]

3. Vahedi, K.; Hofmeijer, J.; Juettler, E.; Vicaut, E.; George, B.; Algra, A.; Amelink, G.J.; Schmiedeck, P;
Schwab, S.; Rothwell, PM.; et al. Early decompressive surgery in malignant infarction of the middle cerebral
artery: A pooledanalysis of three randomised controlled trials. Lancet Neurol. 2007, 6, 215-222. [CrossRef]

4. Balan, C.; Alliez, B. Decompressive craniectomy: From option to standard—~Part I. Rom Neurosurg. 2009, 16,
20-26.

5. Chen, C.C.; Cho, D.Y,; Tsai, S.C. Outcome of and prognostic factors for decompressive hemicraniectomy in
malignant middle cerebral artery infarction. J. Clin. Neurosci. 2007, 14, 317-321. [CrossRef] [PubMed]

6. Dasenbrock, H.H.; Robertson, E.C.; Vaitkevicius, H.; Aziz-Sultan, M.A.; Guttieres, D.; Dunn, L.E;; Du, R.;
Gormley, W.B. Timing of decompressive hemicraniectomy for stroke: A nationwide inpatient sample analysis.
Stroke 2017, 48, 704-711. [CrossRef] [PubMed]

7. Wartenberg, K.E. Malignant middle cerebral artery infarction. Curr. Opin. Crit. Care 2012, 18, 152-163.
[CrossRef] [PubMed]

8. Heiss, W.D. Malignant MCA Infarction: Pathophysiology and Imaging for Early Diagnosis and Management
Decisions. Cerebrovasc. Dis. 2016, 41, 1-7. [CrossRef] [PubMed]

9. Bansal, H.; Chaudhary, A.; Singh, A.; Paul, B.; Garg, R. Decompressive craniectomy in malignant middle
cerebral artery infarct: An institutional experience. Asian J. Neurosurg. 2015, 10, 203-206. [CrossRef]
[PubMed]

10. Yoo, B.R; Yoo, C.J.; Kim, M.J.; Kim, W.K.; Choi, D.H. Analysis of the outcome and prognostic factors of
decompressive craniectomy between young and elderly patients for acute middle cerebral artery infarction.
J. Cerebrovasc. Endovasc. Neurosurg. 2016, 18, 175-184. [CrossRef] [PubMed]


http://dx.doi.org/10.1136/pgmj.2009.094292
http://www.ncbi.nlm.nih.gov/pubmed/20354047
http://dx.doi.org/10.1001/archneur.1996.00550040037012
http://www.ncbi.nlm.nih.gov/pubmed/8929152
http://dx.doi.org/10.1016/S1474-4422(07)70036-4
http://dx.doi.org/10.1016/j.jocn.2005.05.024
http://www.ncbi.nlm.nih.gov/pubmed/17275311
http://dx.doi.org/10.1161/STROKEAHA.116.014727
http://www.ncbi.nlm.nih.gov/pubmed/28108618
http://dx.doi.org/10.1097/MCC.0b013e32835075c5
http://www.ncbi.nlm.nih.gov/pubmed/22322256
http://dx.doi.org/10.1159/000441627
http://www.ncbi.nlm.nih.gov/pubmed/26581023
http://dx.doi.org/10.4103/1793-5482.161191
http://www.ncbi.nlm.nih.gov/pubmed/26396607
http://dx.doi.org/10.7461/jcen.2016.18.3.175
http://www.ncbi.nlm.nih.gov/pubmed/27847759

Medicina 2019, 55, 31 7of7

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Hofmeijer, J.; Kappelle, L.].; Algra, A.; Amelink, G.J.; van Gijn, J.; van der Worp, H.B. Surgical decompression
for space-occupying cerebral infarction (the Hemicraniectomy After Middle Cerebral Artery infarction with
Life-threatening Edema Trial (HAMLET)): A multicentre, open, randomised trial. Lancet Neurol. 2009, 8,
326-333. [CrossRef]

Vahedi, K.; Vicaut, E.; Mateo, J.; Kurtz, A.; Orabi, M.; Guichard, J.P,; Boutron, C.; Couvreur, G.; Rouanet, F,;
Touzé, E.; et al. Sequential-design, multicenter, randomized, controlled trial of early decompressive
craniectomy in malignant middle cerebral artery infarction (DECIMAL Trial). Stroke 2007, 38, 2506-2517.
[CrossRef] [PubMed]

Gupta, R.; Connolly, E.S.; Mayer, S.; Elkind, M.S. Hemicraniectomy for massive middle cerebral artery
territory infarction: A systematic review. Stroke 2004, 35, 539-543. [CrossRef] [PubMed]

Juttler, E.; Schwab, S.; Schmiedek, P.; Unterberg, A.; Hennerici, M.; Woitzik, J.; Witte, S.; Jenetzky, E.; Hacke, W.
Decompressive surgery for the treatment of malignant infarction of the middle cerebral artery (DESTINY):
A randomized, controlled trial. Stroke 2007, 38, 2518-2525. [CrossRef] [PubMed]

Yu, JW,; Choi, ]. H.; Kim, D.H.; Cha, J.K.; Huh, J.T. Outcome following decompressive craniectomy for
malignant middle cerebral artery infarction in patients older than 70 years old. J. Cerebrovasc. Endovasc. 2012,
14, 65-74. [CrossRef] [PubMed]

Frank, J.I; Schumm, L.P; Wroblewski, K.; Chyatte, D.; Rosengart, A.].; Kordeck, C.; Thisted, R.A,;
HeADDFIRST, T.; Bernardini, G.; Andrefsky, ]. Hemicraniectomy and durotomy upon deterioration from
infarction-related swelling trial: Randomized pilot clinical trial. Stroke 2014, 45, 781-787. [CrossRef]
[PubMed]

Montano, N.; Bianchi, F.; D’Alessandris, Q.G.; D’Ercole, M.; Lauretti, L. Decompressive hemicraniectomy:
Dissociation between clinical and radiological findings. Acta Neurol. Belg. 2012, 112, 225-227. [CrossRef]
[PubMed]

Chang, V.; Hartzfeld, P.; Langlois, M.; Mahmood, A.; Seyfried, D. Outcomes of cranial repair after craniectomy.
J. Neurosurg. 2010, 112, 1120-1124. [CrossRef] [PubMed]

Waziri, A.; Fusco, D.; Mayer, S.A.; McKhann, G.M.LL; Connolly, E.S., Jr. Postoperative hydrocephalus in
patients undergoing decompressive hemicraniectomy for ischemic or hemorrhagic stroke. Neurosurgery 2007,
61, 489-493. [CrossRef] [PubMed]

Brondani, R.; Garcia de Almeida, A.; Cherubini, P.; Mota, S.M.; de Alencastro, L.C.; Antunes, A.C.M,;
Muxfeldt, M.B. High Risk of Seizures and Epilepsy after Decompressive Hemicraniectomy for Malignant
Middle Cerebral Artery Stroke. Cerebrovasc. Dis. Extra 2017, 7, 51-61. [CrossRef] [PubMed]

@ © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http:/ /creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1016/S1474-4422(09)70047-X
http://dx.doi.org/10.1161/STROKEAHA.107.485235
http://www.ncbi.nlm.nih.gov/pubmed/17690311
http://dx.doi.org/10.1161/01.STR.0000109772.64650.18
http://www.ncbi.nlm.nih.gov/pubmed/14707232
http://dx.doi.org/10.1161/STROKEAHA.107.485649
http://www.ncbi.nlm.nih.gov/pubmed/17690310
http://dx.doi.org/10.7461/jcen.2012.14.2.65
http://www.ncbi.nlm.nih.gov/pubmed/23210030
http://dx.doi.org/10.1161/STROKEAHA.113.003200
http://www.ncbi.nlm.nih.gov/pubmed/24425122
http://dx.doi.org/10.1007/s13760-012-0039-8
http://www.ncbi.nlm.nih.gov/pubmed/22426670
http://dx.doi.org/10.3171/2009.6.JNS09133
http://www.ncbi.nlm.nih.gov/pubmed/19612971
http://dx.doi.org/10.1227/01.NEU.0000290894.85072.37
http://www.ncbi.nlm.nih.gov/pubmed/17881960
http://dx.doi.org/10.1159/000458730
http://www.ncbi.nlm.nih.gov/pubmed/28359069
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Participants 
	Surgical Procedure 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

