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Abstract

The human nucleus accumbens (NA), a major part of
the ventral striatum, is the area of continuity between
the putamen and head of the caudate nucleus. It con-
sists of two parts, a shell laterally and a core medially.
The first is mainly connected to the limbic system and
the second to the extrapyramidal motor system. The
NA, a major pleasure center of the human brain, acts
as a limbic-motor interface and is involved in several
cognitive, emotional and psychomotor functions. It has
a modulating function in the amygdala-basal ganglia-
prefrontal cortex circuit. It is considered as the neural
interface between motivation and action. Further, it is a
principal modulator of the reward circuits and supplies
motor expression to emotional responses. Such a clini-
cal significance could easily explain the intense work
taking place in the respective field of basic research. Its
exceptional clinical importance justifies the title of the
“King of Neurosciences” for this nucleus. Purpose of
this editorial is to review the “informational paths” left
behind by the few researchers who tried to explore the
architecture (gross anatomy) of this ‘kingdom’. The first
anatomical study focused on this nucleus came from
Neto ef a/. The most extensive study of the NA gross,
imaging, stereotactic and neurosurgical anatomy so far,
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came from the research efforts of Mavridis et a/.

© 2013 Baishideng. All rights reserved.

Key words: Gross anatomy; Neurosciences; Neurosurgi-
cal anatomy; Nucleus accumbens; Stereotactic anatomy

Core tip: The human nucleus accumbens (NA), a major
pleasure center of the brain, is a limbic-motor interface
involved in several neurological and psychiatric disor-
ders. It became recently a deep brain stimulation target
for selected patients. Its exceptional clinical significance
justifies its title as the “King of Neurosciences”. Pur-
pose of this editorial is to review the few studies who
explored the NA gross anatomy. The first anatomical
study focused on this nucleus came from Neto et a/.
The most extensive study of the NA gross, imaging,
stereotactic and neurosurgical anatomy came from the
research of Mavridis et a/.

Mavridis IN. Anatomizing the “King of Neurosciences”. World J
Neurol 2013; 3(2): 4-6 Available from: URL: http://www.wjgnet.
com/2218-6212/full/v3/i2/4.htm DOI: http://dx.doi.org/10.5316/
wijn.v3.i2.4

THE HUMAN NUCLEUS ACCUMBENS

The human nucleus accumbens (NA), a major part of the
ventral striatum, is the area of continuity between the puta-
men and head of the caudate nucleus'. It consists of two
parts, a shell laterally and a core medially. The first is mainly
connected to the limbic system and the second to the ex-
trapyramidal motor system (Figure 1). NA’s afferent con-
nections include: hippocampus, frontal cortex, entorhinal
cortex, amygdala, cingulate gyrus and thalamus. Its efferent
connections include: striatum, globus pallidus, hypothala-
mus, prefrontal cortex, ventral tegmental area and substan-
tia nigra. The principal neurotransmitters in NA circuits are

June 28, 2013 | Volume 3 | Issue 2 |



e
e
e

o

—n D
— Globus pallidus

 —— Hypothalamus
— Prefrontal cortex

Cingulate gyrus )«
<—>( Ventral tegmental area
Coams D= |
Pa—
P— Substantia nigra

Figure 1 Nucleus accumbens connections. Schematic representation of the
nucleus accumbens afferent and efferent connections within the human brain
(modified from Mavridis®?).

Nucleus accumbens

glutamic acid, dopamine and y-aminobutyric acid (GABA) @,

The NA, a major pleasure center of the human brain®,
acts as a limbic-motor interface and is involved in several
cognitive, emotional and psychomotor functions'. Tt
has a modulating function in the amygdala-basal ganglia-
prefrontal cortex circuit. It is considered as the neural
interface between motivation and action. Further, it is a
principal modulator of the reward circuits and supplies
motor expression to emotional responses'”. The NA ana-
tomical architecture and pathways, as well as the effect of
different drugs on the NA have been studied on expeti-
mental animals.

"KING OF NEUROSCIENCES"

The human NA is involved in several neurological disot-
ders including epilepsy, Parkinson’s disease, Huntington’s
chorea, frontotemporal dementia, narcolepsy and spino-
cerebellar ataxia™. Given its great functional importance,
it is not surprising that this nucleus is also involved in
several psychiatric disorders such as obsessive-compul-
sive disorder, depression, Tourette syndrome, addic-
tion, schizophrenia, bipolar disorder, attention-deficit/
hyperactivity disorder, post-traumatic stress disorder
and apathym. Latest decade’s advancements in Stereo-
tactic Neurosurgery made the NA a deep brain stimula-
tion target for selected patients mainly suffering from
obsessive-compulsive disorder, depression and Tourette
syndrome”,

Such a clinical significance could easily explain the
intense work taking place in the respective field of basic
research. There are numerous neurochemical and neuro-
biological studies of the NA in the literature, usually fo-
cusing on neurons and neurotransmitters of this nucleus
and its crucial connections. Moreover, there are several
neuroimaging and some neuroanatomical studies of the
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human NA. The first are mainly magnetic resonance im-
aging (MRI) or functional MRI studies.

According to the above physiological and clinical data
which aimed to light just the peak of the amazing iceberg,
of the “Arctic Ocean of Neurosciences”, called “hu-
man NA”, I think that this exceptional nucleus rightfully
deserves the crown of the “King of Neurosciences”.
Purpose of this editorial is to review the ‘informational
paths’ left behind by the few researchers who tried to ex-
plore the architecture (gross anatomy) of this “kingdom”.

GROSS ANATOMICAL STUDIES

Several animal studies have investigated the anatomy
and physiology of the NA". There are some studies
that provided morphometric data of the human NA™7.
Methodologically, Yelnik ez al” and Bardinet e a/” used
post-mortem brain MRIs (as well as dissections with
cryomacrotome) for three-dimensional studying of the
human basal ganglia. Xia ez al” used T1-weighted high-
resolution MRIs for studying the caudate nucleus (includ-
ing findings about the NA). Ahsan ¢f al” also used high-
resolution MRIs for their volumetric study of the human
basal ganglia and thalamus. Brabec ez al™ used anatomical
dissections and MRIs for their volumetric study of the
striatum. Neto ez al” applied MRIs as well as coronal ana-
tomical slices into cadaveric brains for their NA-focused
study. Mavridis ez a/*"" used formalin-fixated cerebral
hemispheres for studying NA stereotactic anatomy and
morphometry and specific details of the NA deep brain
stimulation (DBS) operative technique. They also used
cerebral MRIs for studying NA stereotactic anatomy and
morphometry™”, as well as MRIs from patients with Par-
kinson’s disease!”

Neto ef a/" studied the location, limits and size of the
human NA and found the right NA to be wider than the
left one. They reported that the precise limits of the NA
were only possible to delimitate in the anatomical study
and that the NA does not have a distinct signal intensity
imaging, as well as no evidence of NA width or height
variations along age and that this nucleus does not suffer
any age-related atrophy as other brain structures. Brabec
et al” reported absence of significant difference of the
absolute volume of the caudate-accumbens complex be-
tween sides and gender. In contrast, Ahsan e/ al” found
greater left NA.

Mavridis ez a/” found the definition of the NA limits
with the caudate nucleus and putamen easier by MRI
than by anatomical technique, specifically on T2-weighted
MRIs due to the slightly more intense MR signal (re-
markably similar to those of the cerebral cortex) that this
nucleus presents compared to the caudate nucleus and
putamen (and also compared to other nuclei such as the
red or subthalamic nucleus). They also agreed with Neto
et al" about the difficulty in establishing the rostral end
of the NA relative to the caudate nucleus and putamen
but found no such difficulty in transverse MRI sections.

They also found no statistically significant difference
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among side regarding the NA stercotactic coordinates
and dimensions"™” and that the human NA extended su-
petiotly above the intercommissural plane" and was par-
adoxically longer in the elderlym. Further, its maximum
transverse dimension was greater in individuals with puta-
men microcysts (dilated perivascular spaces)” and the
absolute value of its y' coordinate was greater in males™.
The NA was morphometrically correlated neither with
the striatum'”

they found significant correlations of the thickness of

nor with its cortical connections. However,

NA cortical connections, specifically: the orbitofrontal
with the entorhinal cortex, the cingulate with the orbit-
ofrontal cortex, the piriform with the orbitofrontal and
entorhinal cortices”.

In addition, Mavridis ¢# «/” found stereotactically
standard areas in the NA (e.g., G, H, M). Standard area M
(Mavridis’ area), based on a combined study of anatomic
specimens and MRIs, which is defined by coordinates x
=60mm, x' = 9.0mm,y =2.0mm,y =2.0mm,z=
-0.8 mm, z' = -2.0 mm and has a 3.6 mm” surface, always
consisted a NA part regardless of side (right-left) or gen-
der (male-female). They also found that the human NA
is smaller in patients with advanced Parkinson’s disease
(Mavridis’ atrophy). The mean percentage reduction of
its size was 11.77%!"%.

Finally, Mavridis ¢ /" studied anatomical details of the
NA DBS surgical technique on cadavers, they found that the
today used electrode target point for NA DBS missed the
tatget in 8% of cases' and they proposed a safe navigation
model (‘port’ model) for NA DBS" as well as new surgical
approaches and anatomic landmarks for NA surgery”.

CONCLUSION

In conclusion, the human NA, a major pleasure center of
the human brain, is a limbic-motor interface involved in
several neurological and psychiatric disorders. During the
last decade, this nucleus is also a DBS target for selected
patients. Its exceptional clinical significance justifies the
title of the “King of Neurosciences” for this nucleus.
There are few researchers who tried to explore the gross
anatomy of this nucleus. The first anatomical study fo-
cused on this nucleus came from Neto e a/”. The most
extensive study of the NA gross, imaging, stereotactic
and neurosurgical anatomy so far, came from the research
efforts of Mavridis ez al™* .
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Abstract

The nucleus accumbens (NA), a major pleasure center
of the human brain, is a limbic-motor interface involved
in several neurological and psychiatric disorders. During
the last decade, this nucleus is also a deep brain stimu-
lation target for selected patients. Purpose of this paper
is to comment on the article entitled “Stereotactic anat-
omy of the human nucleus accumbens: from applied
mathematics to microsurgical accuracy” which was re-
cently published in “Surgical and Radiologic Anatomy”
and is one of the latest articles on NA anatomy and
surgery. The described results included a probability-
based guide for /in vivo (side-depended) stereotactic
localization of the human NA and a standard for the
NA, specific stereotactic zone of the human brain (which
can be used in combination for an accurate stereotactic
NA targeting). Furthermore, two specific stereotactically
standard NA areas were found which could be used as
abundant stereotactic guides for targeting of the anteri-
or limb of the internal capsule, with electrode’s contact
0 (lowest) placed in the vicinity of the NA. However, the
most important finding of this paper was standard area
M (Mavridis’ area), which is the most reliable stereo-
tactically standard area of the human NA, regardless of
side or gender, useful for highly accurate stereotactic
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NA targeting.
© 2013 Baishideng. All rights reserved.

Key words: Mavridis' area; Deep brain stimulation; Neu-
ropsychiatric disorders; Nucleus accumbens; Stereotac-
tic surgery; Surgical accuracy

Core tip: Nucleus accumbens (NA), a major pleasure
center of the human brain, is a limbic-motor interface
involved in several neurological and psychiatric dis-
orders. It is also a deep brain stimulation target for
selected patients. Purpose of this paper is to comment
on the article entitled “Stereotactic anatomy of the hu-
man nucleus accumbens: from applied mathematics to
microsurgical accuracy” which was recently published in
“Surgical and Radiologic Anatomy”. Its most important
finding was standard area M (Mavridis’ area), which
is the most reliable stereotactically standard area of
the human NA, regardless of side or gender, useful for
highly accurate stereotactic NA targeting.

Mavridis IN. Nucleus accumbens stereotactic surgery: Achieving
accuracy through area M. World J Neurol 2013; 3(2): 7-9 Avail-
able from: URL: http://www.wjgnet.com/2218-6212/full/v3/i2/7.

htm DOI: http://dx.doi.org/10.5316/wjn.v3.i2.7

COMMENTARY ON HOT TOPICS

Purpose of this paper is to comment on the recent article
entitled “Stereotactic anatomy of the human nucleus
accumbens: from applied mathematics to microsurgical
accuracy”m. It is one of the latest articles on nucleus ac-
cumbens (NA) anatomy and surgery.

The NA, a major pleasure center of the human brain
(Figure 1), is a limbic-motor interface involved in several
neurological and psychiatric disorders™. During the last
decade, this nucleus became also a deep brain stimulation

June 28, 2013 | Volume 3 | Issue 2 |
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Figure 1 Nucleus accumbens location. Schematic representation of the nucleus
accumbens contour on internal hemispheric surface (human brain, left hemisphere,
lines represent stereotactic reference system) (modified from Mavridis®).

(DBS) target for selected patients mainly suffering from
refractory major depressionm, obsessive-compulsive dis-
order' and Tourette syndromem.

According to the commended article, NA coordinates
were measured at five different neurosurgically important
three-dimensional levels, through two clinically oriented
stereotactic studies, a magnetic resonance imaging and a
gross anatomical (with totally 84 NAs studied). The study
offered a stereotactic anatomic guide for some common
targeting needs of the NA stereotactic surgery, resulted
from detailed analysis and careful combination of the
measured data.

The results included a probability-based guide for i
vivo (side-depended) stereotactic localization of the hu-
man NA and a standard for the NA, specific stereotactic
zone of the human brain (which can be used in combi-
nation for an accurate stereotactic NA targeting). Fur-
thermore, two specific stereotactically standard NA areas
were found which could be used as abundant stereotactic
guides for targeting of the anterior limb of the internal
capsule, with electrode’s contact 0 (lowest) placed in the
vicinity of the NA'".

However, the most important finding of this paper
was standard area M (Mavridis’ area), which is the most
reliable stereotactically standard area of the human NA,
regardless of side or gender, useful for highly accurate
stereotactic NA targeting. Standard area M is defined by
coordinates (X, X', Y, Y', Z,7Z") = (6,9, 2, 2, -0.8, -2)
and represents the most reliable standard part of the NA
(of those revealed by the coordinates’ analysis) within the
human brain, regardless of side or gender. The surface
of this area is 3.6 mm™". Area M consists a revolutionary
finding because it is expected to be applicable in every
adult human hemisphere. Additionally it offers a compass
for neurosurgeons given the relative variety of NA target
coordinates used in the past by several authors"™ .

It is clear that the described study offered a necessary
(considering the expanding dynamics of NA DBS) deep
insight into the stereotactic anatomy of the human NA,
missing from the literature. Clinical research, more dif-
ficult of course, always requires a stable ground of basic
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research in order to bring successful treatment strategies
as a result. Now that a safe anatomical basis for achieving
surgical accuracy exists, problems that remain to be re-
solved are mainly related to NA DBS clinical application.
Consequently, future research directions should focus
on microelectrode recordings interpretation, establishing
guidelines for stimulation parameters, minimizing com-
plications and safely expanding respective therapeutic in-
dications, if possible. Such efforts should always be made
by multidisciplinary teams of experienced clinicians.
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tomatic ACoA aneurysm associated with duplicated

hypoplastic A1 segment of the right ACA, observed

in a 70-year-old female. Furthermore, the aneurysm,
Abstract practically substituting the ACoA, caused a remarkable
depression on the internal surface of the right frontal
lobe, antero-inferior to the anterior commissure and an-
terior to the optic chiasm. A literature review of similar
cases and underlying mechanisms of such anomalies is
presented.

Variations of the anterior cerebral artery (ACA)-anterior
communicating artery (ACoA) complex are commonly
observed when associated with a symptomatic intra-
cranial aneurysm. We report an asymptomatic ACoA
aneurysm associated with duplicated hypoplastic Al
segment of the right ACA, observed in a 70-year-old

female cadaver. Furthermorer the aneurysm, praCtica”y Mavridis IN, Anagnostopoulou S. Anterior communicating ar-
substituting the ACoA, caused a remarkable depression tery aneurysm associated with duplicated hypoplastic right Al
on the internal surface of the right frontal lobe, anterior segment. World J Neurol 2013; 3(2): 10-13 Available from:
to the optic chiasm. Aneurysms and other anomalies of URL: http://www.wjgnet.com/2218-6212/full/v3/i2/10.htm
the ACA and ACoA are common and their microvascu- DO http://dx.doi.org/10.5316/wjn.v3.i2.10

lar surgical management requires sound knowledge of
the normal and variant vascular anatomy. Persistence
of some embryonic vessels that normally disappear,
disappearance of vessels that would normally persist or INTRODUCTION
sprouting of new vessels due to hemodynamic and ge-
netic factors are the usual causes for such anomalies.
The high incidence of coexisting vascular anomalies and ) ) s
aneurysm suggests that such abnormalities predispose observed thhr]l associated with a sympto@atlc intracra-
to aneurysm formation due to changes in the regional ~ nial ancurysm™. We report an asymptomatic ACoA aneu-
blood flow. Al segment duplication has been reported ~ fysm associated with duplicated hypoplastic Al segment
to occur in 4% of subjects in cadaveric studies and in ~ of the right ACA and causing a remarkable depression
up to 0.5%-9.7% of cases of ACoA aneurysm surgery. on the internal surface of the right frontal lobe. These
Angiographic hypoplasias and aplasias of the Al seg- anterior Willis circle anomalies wete found during routine

Variations of the anterior cerebral artery (ACA)-anterior
communicating artery (ACoA) complex are commonly
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Figure 1 Duplicated hypoplastic A1 segment of the right anterior cerebral
artery. 1: Right internal carotid artery (ICA); 2: Duplicated hypoplastic A1 seg-
ment of the right anterior cerebral artery (ACA); 3: A2 segment of the right ACA;
4: Anterior communicating artery (aneurysm); 5: A1 segment of the left ACA; 6:
A2 segment of the left ACA; 7: Left ICA; 8: Optic chiasm; 9: Basilar artery.

Figure 2 Duplicated hypoplastic A1 segment of the right anterior cerebral
artery and anterior communicating artery aneurysm. 1: Anterior communicating
artery aneurysm; 2: Right internal carotid artery (ICA); 3: Left ICA; 4: Duplicated
hypoplastic A1 segment of the right anterior cerebral artery (ACA); 5: A1 segment of
the left ACA; 6: A2 segment of the right ACA; 7: A2 segment of the left ACA; 8: Right
middle cerebral artery (MCA); 9: Left MCA; 10: Optic chiasm; 11: Right optic nerve;
12: Left optic nerve; 13: Basilar artery.

dissection by chance. They were observed in a formalin-
embalmed cadaver of a 70-yeat-old female who had died
from heart disease. The details of this case as well as a
relative literature-based discussion are presented below:.

CASE REPORT

Dissecting the Willis circle arteries of this case’s brain, it
was observed no normal Al (precommunicating) segment
of the right ACA. Specifically, this segment was substi-
tuted by two hypoplastic branches (of about 1 mm in
diameter) connecting the right internal carotid artery (ICA)
with the A2 (postcommunicating) segment of the right
ACA (Figures 1 and 2). Furthermore, an ACoA aneurysm
(of about 10 mm in diameter), practically substituting the
ACoA, was observed. Interestingly, it caused a remark-
able depression on the internal surface of the right frontal
lobe, antero-inferior to the anterior commissure and ante-

rior (and slightly supetior) to the optic chiasm (Figure 3).

(49

TR
Roishideng®

WIN | www.wjgnet.com

11

Figure 3 The depression on the internal surface of the right frontal lobe
caused by anterior communicating artery aneurysm. 1: Cortical surface
depression caused by aneurysm; 2: Optic chiasm; 3: Anterior commissure; 4:
Gyrus rectus; 5: Right anterior cerebral artery; 6: Right lateral ventricle; 7: Right
Monro foramen; 8: Massa intermedia; 9: Basilar artery; 10: Corpus callosum
(splenium); 11: Pineal gland; 12: Pons (pontine nuclei); 13: Fourth ventricle.

DISCUSSION

Cases

More than half a century ago, Schuermann® discussed on
unilateral ACA aplasia and surgical indication of ACoA
aneurysm whereas Burmester ¢/ a/” reported two cases of
unilateral aplasia of the ICA in simultancous aneurysm
formation in the anterior area of the circle of Willis.

Matsumura ¢ al! reported two patients with ruptured
ACoA aneurysms associated with fenestration of the
ACA. According to these authors, only few angiographic
demonstrations of fenestration of the ACA have been
reported in the literature. All fenestrations were limited to
the distal half of the Al portion, and approximately half
of them were associated with aneurysms. The high inci-
dence of coexisting fenestration and aneurysm suggests
that congenital factors may play a role in the pathogenesis
of cerebral aneurysm.

Kawakita e a/”' reported a case of a 25-year-old man
with a ruptured saccular aneurysm in hypoplastic proxi-
mal ACA. He suffered a sudden onset of severe headache
and vomiting due to subarachnoid hemorrhage. Cerebral
angiography revealed this aneurysm in the hypoplastic Al
portion of the right ACA and no branch was present at
the site of the aneurysmal neck.

Kim et al” reported a case of a 64-year-old female
diagnosed with aneurysms of the proximal ACA and
ACoA associated with middle cerebral artery (MCA)
aplasia.

Weil ez al” described a misleading case of a 70-year-
old man with partially occluded Al segment duplication
that mimicked an ACoA aneurysm on computed tomog-
raphy angiography and conventional angiography and led
to surgical intervention. According to these authors, the
location of such an anomaly at the ACoA on the side of
least hemodynamic stress may provide a clue to recogniz-
ing this variant.

Anomalies of the ACA-ACoA-recurrent artery com-
plex are frequently encountered, especially during ACoA
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aneurysm surgery. Among these anatomic variations,
duplication of the Al segment of the ACA is infrequent.
It has been reported to occur in 4% of subjects in cadav-
eric studies and in up to 0.5%-9.7% of cases of ACoA
aneurysm surgery. Although Al segment duplication can
be identified on angiography, superimposition of ves-
sels may render its identification difficult. Most clinically
reported cases of Al duplication are angiographically
occult variations later identified during ACoA aneurysm
surgery usually without consequences. Weil ez al” con-
cluded that Al segment duplication with one arm oc-
cluded, can mimic an ACoA aneurysm on angiography
and that the location of the anomaly at the ACoA on the
side of least hemodynamic stress may provide a clue to
suspect this variant.

Series

Kitami ez a/* analyzed angiographic features of the ACA
and related vascular anomalies in a series of 704 aneu-
rysm patients (mean age: 53 years). The total number of
aneurysms was 306 with site distribution: ACoA 27%,
MCA 31%, ICA 38%, ACA 6%, vertebrobasilar 5% and
other arteries. More than one aneurysm was found out
in 137 cases. Cases were divided into two groups, namely
one who had the ACoA aneurysm and the othet who had
not. Angiographic calibers of Al portion were compared
statistically between these two groups. The ACoA aneu-
rysm group showed significant asymmetry of Al (P <
0.005) compared to the other cases. The left Al portions
were significantly dominant (P < 0.05) to the right in the
ACoA aneurysm group. Angiographic hypoplasias and
aplasias of Al were found in the ACoA aneurysm group
more frequently than in the other.

Karazincir ez al” investigated the sites of intracranial an-
eurysms and incidence of associated congenital vatiations
or anomalies. They retrospectively evaluated 190 cerebral
angiography examinations that were positive for aneurysm.
Fourteen cases with vasospasm were excluded and the
remaining 176 patients were assessed for the location of
the aneurysm and co-incidental vascular variations and/or
anomalies. The most frequent locations of aneurysms were
the supraclinoid ICA (32%), ACoA (30%) and MCA bifur-
cation (23%). Twenty-eight (17%) patients had multiple an-
eurysms. Ninety-one (52%) patients had a vascular anomaly
or variation. Hypoplasia or agenesis of the Al segment
was found in 48 patients and an azygous ACA in one. The
authors concluded that due to an increased hemodynamic
stress, congenital anomalies of the intracranial arteries pre-
dispose to the formation of saccular aneurysms. Anomalies
such as Al hypoplasia or agenesis, azygous ACA, accessory
MCA and persistent trigeminal artery are detected more
frequently in patients with cerebral aneurysms compared to
the normal population.

Aneurysms of the ACA and ACoA are common
and their microvascular surgical management requires
sound knowledge of the normal and variant vascular
anatomy[ml. Saidi et al'", from Kenya, evaluated ACA
and ACoA variant anatomy by dissecting 36 adult brains.
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The ACA was observed to originate from the ipsilateral
ICA in all cases. Unique variations observed include an
accessory ACA from the ACoA, “bihemispheric perical-
losal arteries”, intertwining course of the A2 segments of
the ACAs and crossing branches from one hemisphere
to another. Variations of the ACoA were also observed
including fenestration (26%) and duplication (13%). The
majority of ACA bifurcations, in their study, were supra-
callosal suggesting the need for exploration of the inter-
hemispheric fissure during surgical corrections of distal
ACA aneurysms. ACoA fenestration was the most com-
mon variation raising concern as this has been shown to
compromise collateral flow and predispose to aneurysm
formation.

Kapoor ez al' studied variations of the Willis circle
using brains from 1000 medicolegal autopsy subjects of
varying ages (Indian population). Out of 1000 specimens
examined, 452 (45.2%) conformed to the typical pattern.
In the rest of the specimens (54.8%) there were varia-
tions in the circulus arteriosus. The circle was deficient
in 32 (3.2%). The ACA was absent in 0.4%, hypoplastic
in 1.7%, duplicated in 2.6%, triple in 2.3% and single in
0.9%. The ACoA was absent in 1.8%, duplicate in 10%,
triplicate in 1.2% and plexiform in 0.4%. Seventy-four
brains (7.4%) had multiple variations. Intracranial saccu-
lar aneurysm was present in 10 (1%). Persistence of some
embryonic vessel that normally disappeat, disappearance
of vessels that would normally persist or sprouting of
new vessels due to hemodynamic and genetic factors are
the usual causes for such anomalies.

Further, these authors reported that in four speci-
mens (three male, one female) the proximal part of the
ACA was absent on one side and larger than normal on
the other side. Hypoplasticity of the proximal part of
the ACA was present in 15 male specimens (10 right, 5
left) and two female specimens (one right, one left). But
the distal part was normal in size. Loop formation in the
proximal segment of the ACA was seen in 12 male speci-
mens (seven right, five left) and 14 female specimens
(six right, seven left, one on both sides). In each case the
ACA divided into two components approximately 1 cm
beyond its origin and rejoined to form a single artery. A
loop was thus formed; no structure passed through this
loop. The inside anteroposterior length of the loop var-
ied from 2 to 12 mm. In one instance the loop extended
0.5 cm beyond ACoA, which joined the inner of the two
constituent vessels of the loop. In 14 instances both the
constituent vessels were apparently equal in caliber. In
the remaining 12 instances one or the other artery of the
loop was larger"".

Finally, Kapoor ez al"" mentioned that hypoplasticity
of the proximal part of the ACA is often described in the
literature although a wide variation in the incidence, rang-
ing from 4% to 44.3%, has been reported. Their study
found hypoplasticity in only 17 specimens (1.70%). The
wide variations in the incidence may be due to the fact
that some workers have studied pathological or infarcted
brains, while others based their studies on brains ob-
tained from persons with mental disorder. Such structural
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defects would resist the collateral blood flow. Duplication
of a part of the ACA has been described by various au-
thors under different names such as ‘splitting’ and ‘island
or loop formation’.

In conclusion, aneurysms and other anomalies of the
ACA and ACoA are common and their microvascular
surgical management requires sound knowledge of the
normal and variant vascular anatomy. However, a case
combining hypoplastic duplicated Al segment, asymp-
tomatic ACoA aneurysm and remarkable cortical surface
depression is quite unusual. Persistence of some embry-
onic vessels that normally disappear, disappearance of
vessels that would normally persist or sprouting of new
vessels due to hemodynamic and genetic factors are the
usual causes for such anomalies. The high incidence of
coexisting vascular anomalies and aneurysms suggests
that such abnormalities predispose to aneurysm forma-
tion due to changes in the regional blood flow:
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Name of journal
World Journal of Neurology

ISSN
ISSN 2218-6212 (online)

June 28, 2013 | Volume 3 | Issue 2 |



Instructions to authors

Launch date
December 28, 2011

Frequency
Quarterly

Editors-in-Chief

Felipe Fregni, MD, PhD, MPH, Associate Professor, Depart-
ment of Physical Medicine and Rehabilitation, Spaulding Rehabilita-
tion Hospital, Harvard Medical School, Room 725, 125 Nashua St.
Boston, MA 02114, United States

Vincenzo Solfrizzi, MD, PhD, Professor, Department of In-
ternal Medicine, Immunology and Infectious Diseases, Section
of Geriatric Medicine-Memory Unit, University of Bari, Pzza G.
Cesare, 11, 70124 Bari, Italy

Editorial office

Jin-Lei Wang, Director

Xiu-Xia Song, Vice Director

World Journal of Nenrology

Room 903, Building D, Ocean International Center,
No. 62 Dongsihuan Zhonglu, Chaoyang District,
Beijing 100025, China

Telephone: +86-10-85381891

Fax: +86-10-85381893

E-mail: wjneurol@wjgnet.com

http:/ /www.wjgnet.com

Publisher

Baishideng Publishing Group Co., Limited

Flat C, 23/F, Lucky Plaza, 315-321 Lockhart Road,
Wan Chai, Hong Kong, China

Telephone: +852-58042046

Fax: +852-31158812

E-mail: bpgoffice@wignet.com

http:/ /www.wjgnet.com

Production center

Beijing Baishideng BioMed Scientific Co., Limited
Room 903, Building D, Ocean International Center,
No. 62 Dongsihuan Zhonglu, Chaoyang District,
Beijing 100025, China

Telephone: +86-10-85381892

Fax: +86-10-85381893

Representative office

USA Office

8226 Regency Drive,

Pleasanton, CA 94588-3144, United States

Instructions to authors
Full instructions are available online at http://www.wjgnet.com/
2218-6212/g_info_20100722173918.htm.

Indexed and Abstracted in
Digital Object Identifier.

SPECIAL STATEMENT

All articles published in this journal represent the viewpoints of the
authors except where indicated otherwise.

Biostatistical editing

Statistical review is performed after peer review. We invite an ex-
pert in Biomedical Statistics to evaluate the statistical method used
in the paper, including ~test (group or paired comparisons), chi-
squared test, Ridit, probit, logit, regression (linear, curvilinear, or
stepwise), correlation, analysis of variance, analysis of covariance,
ete. The reviewing points include: (1) Statistical methods should be
described when they are used to verify the results; (2) Whether the

(49

TR
Jaishideng®

WIN | www.wjgnet.com 1T

statistical techniques are suitable or correct; (3) Only homogeneous
data can be averaged. Standard deviations are preferred to standard
errors. Give the number of observations and subjects (7). Losses
in observations, such as drop-outs from the study should be re-
ported; (4) Values such as ED50, LD50, IC50 should have their
95% confidence limits calculated and compared by weighted probit
analysis (Bliss and Finney); and (5) The word ‘significantly’ should
be replaced by its synonyms (if it indicates extent) or the P value (if
it indicates statistical significance).

Conflict-of-interest statement

In the interests of transparency and to help reviewers assess any po-
tential bias, IWJIN requires authors of all papers to declare any compet-
ing commercial, personal, political, intellectual, or religious interests
in relation to the submitted work. Referees are also asked to indi-
cate any potential conflict they might have reviewing a particular
papet. Before submitting, authors are suggested to read “Uniform
Requirements for Manuscripts Submitted to Biomedical Journals:
Ethical Considerations in the Conduct and Reporting of Research:
Conflicts of Interest” from International Committee of Medical
Journal Editors ICMJE), which is available at: http://www.icmje.
org/ethical_4conflicts.html.

Sample wording: [Name of individual| has received fees for serv-
ing as a speaker, a consultant and an advisory board member for [names
of organizations], and has received research funding from [names of
organization|. [Name of individual] is an employee of [name of or-
ganization]. [Name of individual] owns stocks and shares in [name of
organization|. [Name of individual] owns patent [patent identification
and brief description].

Statement of informed consent

Manuscripts should contain a statement to the effect that all human
studies have been reviewed by the appropriate ethics committee or it
should be stated cleatly in the text that all persons gave their informed
consent prior to their inclusion in the study. Details that might disclose
the identity of the subjects under study should be omitted. Authors
should also draw attention to the Code of Ethics of the World Med-
ical Association (Declaration of Helsinki, 1964, as revised in 2004).

Statement of human and animal rights
When reporting the results from experiments, authors should follow
the highest standards and the trial should conform to Good Clinical
Practice (for example, US Food and Drug Administration Good
Clinical Practice in FDA-Regulated Clinical Trials; UK Medicines
Research Council Guidelines for Good Clinical Practice in Clinical
Ttials) and/or the Wotld Medical Association Declaration of Hel-
sinki. Generally, we suggest authors follow the lead investigator’s na-
tional standard. If doubt exists whether the research was conducted
in accordance with the above standards, the authors must explain the
rationale for their approach and demonstrate that the institutional
review body explicitly approved the doubtful aspects of the study.
Before submitting, authors should make their study approved by
the relevant research ethics committee or institutional review board.
If human participants were involved, manuscripts must be accom-
panied by a statement that the experiments were undertaken with the
understanding and appropriate informed consent of each. Any per-
sonal item or information will not be published without explicit con-
sents from the involved patients. If experimental animals were used,
the materials and methods (experimental procedures) section must
clearly indicate that appropriate measures were taken to minimize
pain or discomfort, and details of animal care should be provided.

SUBMISSION OF MANUSCRIPTS

Manuscripts should be typed in 1.5 line spacing and 12 pt. Book
Antiqua with ample margins. Number all pages consecutively, and
start each of the following sections on a new page: Title Page,
Abstract, Introduction, Materials and Methods, Results, Discus-
sion, Acknowledgements, References, Tables, Figures, and Figure
Legends. Neither the editors nor the publisher are responsible for
the opinions expressed by contributors. Manuscripts formally ac-
cepted for publication become the permanent property of Baish-

June 28, 2013 | Volume 3 | Issue 2 |



ideng Publishing Group Co., Limited, and may not be reproduced
by any means, in whole or in part, without the written permission
of both the authors and the publisher. We reserve the right to copy-
edit and put onto our website accepted manuscripts. Authors should
follow the relevant guidelines for the care and use of laboratory ani-
mals of their institution or national animal welfare committee. For
the sake of transparency in regard to the performance and report-
ing of clinical trials, we endorse the policy of the ICMJE to refuse
to publish papers on clinical trial results if the trial was not recorded
in a publicly-accessible registry at its outset. The only register now
available, to our knowledge, is http://www.clinicalttials.gov spon-
sored by the United States National Library of Medicine and we en-
courage all potential contributors to register with it. However, in the
case that other registers become available you will be duly notified.
A letter of recommendation from each author’s organization should
be provided with the contributed article to ensure the privacy and
secrecy of research is protected.

Authors should retain one copy of the text, tables, photo-
graphs and illustrations because rejected manuscripts will not be
returned to the author(s) and the editors will not be responsible
for loss or damage to photographs and illustrations sustained dur-
ing mailing,

Online submissions

Manuscripts should be submitted through the Online Submission
System at: http:/ /www.wignet.com/esps/. Authots ate highly recom-
mended to consult the ONLINE INSTRUCTIONS TO AUTHORS
(http:/ /www.wignet.com/2218-6212/¢_info_20100722173918.htm)
before attempting to submit online. For assistance, authors encoun-
tering problems with the Online Submission System may send an
email describing the problem to wjneurol@wijgnet.com, ot by tele-
phone: +86-10-85381892. If you submit your manuscript online, do
not make a postal contribution. Repeated online submission for the
same manusctipt is strictly prohibited.

MANUSCRIPT PREPARATION

All contributions should be written in English. All articles must be
submitted using word-processing software. All submissions must be
typed in 1.5 line spacing and 12 pt. Book Antiqua with ample mar-
gins. Style should conform to our house format. Required informa-
tion for each of the manusctipt sections is as follows:

Title page
Title: Title should be less than 12 words.

Running title: A short running title of less than 6 words should be
provided.

Authorship: Authorship credit should be in accordance with the
standard proposed by ICMJE, based on (1) substantial contribu-
tions to conception and design, acquisition of data, or analysis and
interpretation of data; (2) drafting the article or revising it critically
for important intellectual content; and (3) final approval of the ver-
sion to be published. Authors should meet conditions 1, 2, and 3.

Institution: Author names should be given first, then the complete
name of institution, city, province and postcode. For example, Xu-
Chen Zhang, Li-Xin Mei, Department of Pathology, Chengde Med-
ical College, Chengde 067000, Hebei Province, China. One author
may be represented from two institutions, for example, George
Sgourakis, Department of General, Visceral, and Transplantation
Surgery, Essen 45122, Germany; George Sgourakis, 2nd Surgical
Department, Korgialenio-Benakio Red Cross Hospital, Athens
15451, Greece

Author contributions: The format of this section should be:
Author contributions: Wang CL and Liang L. contributed equally
to this work; Wang CL, Liang L, Fu JE Zou CC, Hong F and Wu
XM designed the research; Wang CL, Zou CC, Hong F and Wu
XM performed the research; Xue JZ and Lu JR contributed new

(49

TR
Jaishideng®

WIN | www.wjgnet.com

1

Instructions to authors

reagents/analytic tools; Wang CL, Liang L and Fu JF analyzed the
data; and Wang CL, Liang L. and Fu JF wrote the paper.

Supportive foundations: The complete name and number of sup-
portive foundations should be provided, ¢g., Supported by National
Natural Science Foundation of China, No. 30224801

Correspondence to: Only one cortesponding address should be
provided. Author names should be given first, then author title, af-
filiation, the complete name of institution, city, postcode, province,
country, and email. All the letters in the email should be in lower
case. A space interval should be inserted between country name and
email address. For example, Montgomery Bissell, MD, Professor
of Medicine, Chief, Liver Center, Gastroenterology Division, Uni-
versity of California, Box 0538, San Francisco, CA 94143, United
States. montgomery.bissell@ucsf.edu

Telephone and fax: Telephone and fax should consist of +, coun-
try number, district number and telephone or fax numbert, e.g., Tele-
phone: +86-10-85381892 Fax: +86-10-85381893

Peer reviewers: All articles received are subject to peer review.
Normally, three experts are invited for each article. Decision on
acceptance is made only when at least two experts recommend
publication of an article. All peer-reviewers are acknowledged on
Express Submission and Peer-review System website.

Abstract

There are unstructured abstracts (no less than 200 words) and struc-
tured abstracts. The specific requirements for structured abstracts
are as follows:

An informative, structured abstract should accompany each
manuscript. Abstracts of original contributions should be struc-
tured into the following sections: AIM (no more than 20 words;
Only the purpose of the study should be included. Please write the
Aim in the form of “To investigate/study/...”), METHODS (no
less than 140 words for Original Articles; and no less than 80 words
for Brief Articles), RESULTS (no less than 150 words for Original
Articles and no less than 120 words for Brief Articles; You should
present P values where appropriate and must provide relevant data
to illustrate how they were obtained, eg., 6.92 £ 3.86 »s 3.61 £ 1.67,
P <0.001), and CONCLUSION (no mote than 26 words).

Key words
Please list 5-10 key words, selected mainly from Index Medicus, which
reflect the content of the study.

Core tip

Please write a summary of less than 100 wotds to outline the
most innovative and important arguments and core contents in
yout paper to attract readers.

Text

For articles of these sections, original articles and brief articles, the
main text should be structured into the following sections: INTRO-
DUCTION, MATERIALS AND METHODS, RESULTS and
DISCUSSION, and should include appropriate Figures and Tables.
Data should be presented in the main text or in Figures and Tables,
but not in both.

Illustrations

Figutes should be numbeted as 1, 2, 3, ¢#., and mentioned cleatly in
the main text. Provide a brief title for each figure on a separate page.
Detailed legends should not be provided under the figures. This part
should be added into the text whete the figures are applicable. Keep-
ing all elements compiled is necessary in line-art image. Scale bars
should be used rather than magnification factors, with the length of
the bar defined in the legend rather than on the bar itself. File names
should identify the figure and panel. Avoid layering type directly over
shaded or textured areas. Please use uniform legends for the same
subjects. For example: Figure 1 Pathological changes in atrophic gas-

June 28, 2013 | Volume 3 | Issue 2 |



Instructions to authors

tritis after treatment. A: ...; B: .; C: ;D Ee L Fr GrLLlere Ttis
our principle to publish high resolution-figures for the E-versions.

Tables

Three-line tables should be numbered 1, 2, 3, e¢#., and mentioned
clearly in the main text. Provide a brief title for each table. Detailed
legends should not be included under tables, but rather added into
the text where applicable. The information should complement,
but not duplicate the text. Use one horizontal line under the title, a
second under column heads, and a third below the Table, above any
footnotes. Vertical and italic lines should be omitted.

Notes in tables and illustrations

Data that ate not statistically significant should not be noted. ‘P < 0.05,
"P < 0.01 should be noted (P > 0.05 should not be noted). If there
are other seties of P values, ‘P < 0.05 and P < 0.01 are used. A third
series of P values can be expressed as “P < 0.05 and ‘P < 0.01. Other
notes in tables or under illustrations should be expressed as 'E’E°F;
or sometimes as other symbols with a superscript (Arabic numer-
als) in the upper left corner. In a multi-curve illustration, each curve
should be labeled with ®, 0, m, 0, A, /\, ez, in a certain sequence.

Acknowledgments

Brief acknowledgments of persons who have made genuine con-
tributions to the manuscript and who endorse the data and conclu-
sions should be included. Authors are responsible for obtaining
written permission to use any copyrighted text and/or illustrations.

REFERENCES

Coding system

The author should number the references in Arabic numerals ac-
cording to the citation order in the text. Put reference numbers in
square brackets in superscript at the end of citation content or after
the cited authot’s name. For citation content which is part of the
narration, the coding number and square brackets should be typeset
normally. For example, “Crohn’s disease (CD) is associated with
increased intestinal permeability™”, Tf references are cited directly
in the text, they should be put together within the text, for example,
“From references""”**", we know that...”

When the authors write the references, please ensure that the
order in text is the same as in the references section, and also ensure
the spelling accuracy of the first authot’s name. Do not list the same
citation twice.

PMID and DOI

Pleased provide PubMed citation numbers to the reference list, e,g., PMID
and DOJ, which can be found at http://wwwacbinlm.nih.gov/sites/
entrez’db=pubmed and http://www.crosstef.org/SimpleTextQuety/,
respectively. The numbers will be used in E-version of this journal.

Style for journal references

Authors: the name of the first author should be typed in bold-faced
letters. The family name of all authors should be typed with the in-
itial letter capitalized, followed by their abbreviated first and middle
initials. (For example, Lian-Sheng Ma is abbreviated as Ma LS, Bo-
Rong Pan as Pan BR). The title of the cited article and italicized
journal title (journal title should be in its abbreviated form as shown
in PubMed), publication date, volume number (in black), start page,
and end page [PMID: 11819634 DOI: 10.3748/wjg.13.5390].

Style for book references

Authors: the name of the first author should be typed in bold-faced
letters. The surname of all authors should be typed with the initial
letter capitalized, followed by their abbreviated middle and first
initials. (For example, Lian-Sheng Ma is abbreviated as Ma LS, Bo-
Rong Pan as Pan BR) Book title. Publication number. Publication
place: Publication press, Year: start page and end page.

Format
Journals
English journal article (list all authors and include the PMID where applicable)

(49

TR
Jaishideng®

WIN | www.wjgnet.com

v

1 Jung EM, Clevert DA, Schreyer AG, Schmitt S, Rennert J,
Kubale R, Feuerbach S, Jung F. Evaluation of quantitative con-
trast harmonic imaging to assess malignancy of liver tumors:
A prospective controlled two-center study. Workd | Gastroenterol
2007; 13: 6356-6364 [PMID: 18081224 DOI: 10.3748/wjg.13.
63506]

Chinese journal article (list all authors and include the PMID where applicable)

2 Lin GZ, Wang XZ, Wang P, Lin J, Yang FD. Immunologic
effect of Jianpi Yishen decoction in treatment of Pixu-diar-
thoea. Shijie Huaren Xiaohna Zazhi 1999; T: 285-287

In press

3 Tian D, Araki H, Stahl E, Bergelson J, Kreitman M. Signature
of balancing selection in Arabidopsis. Proc Nat/ Acad Sci USA
2006; In press

Organization as anthor

4  Diabetes Prevention Program Research Group. Hyperten-
sion, insulin, and proinsulin in participants with impaired glu-
cose tolerance. Hypertension 2002; 40: 679-686 [PMID: 12411462
PMCID:2516377 DOI:10.1161/01.HYP.0000035706.28494.
09]

Both personal anthors and an organization as anthor

5  Vallancien G, Emberton M, Harving N, van Moorselaar RJ;
Alf-One Study Group. Sexual dysfunction in 1, 274 European
men suffering from lower urinary tract symptoms. | Uro/
2003; 169: 2257-2261 [PMID: 12771764 DOI1:10.1097/01.ju.
0000067940.76090.73]

No author given

6 21st century heart solution may have a sting in the tail. BMJ
2002; 325: 184 [PMID: 12142303 DOI:10.1136/bm;j.325.
7357.184]

Volume with supplement

7 Geraud G, Spierings EL, Keywood C. Tolerability and safety
of frovatriptan with short- and long-term use for treatment
of migraine and in comparison with sumatriptan. Headache
2002; 42 Suppl 2: $93-99 [PMID: 12028325 DOI:10.1046/
j.1526-4610.42.52.7 X]

Issue with no volume

8  Banit DM, Kaufer H, Hartford JM. Intraoperative frozen
section analysis in revision total joint arthroplasty. Clin Orthop
Relat Res 2002; (401): 230-238 [PMID: 12151900 DOI:10.10
97,/00003086-200208000-00026]

No volume or issue

9 Outreach: Bringing HIV-positive individuals into care. HRSA
Careaction 2002; 1-6 [PMID: 12154804|

Books

Personal anthor(s)

10  Sherlock S, Dooley J. Discases of the liver and billiary system.
9th ed. Oxford: Blackwell Sci Pub, 1993: 258-296

Chapter in a book (list all anthors)

11  Lam SK. Academic investigator’s perspectives of medical
treatment for peptic ulcer. In: Swabb EA, Azabo S. Ulcer
disease: investigation and basis for therapy. New York: Marcel
Dekker, 1991: 431-450

Author(s) and editor(s)

12 Breedlove GK, Schorfheide AM. Adolescent pregnancy.
2nd ed. Wieczorek RR, editor. White Plains (NY): March of
Dimes Education Services, 2001: 20-34

Conference proceedings

13 Harnden P, Joffe JK, Jones WG, editors. Germ cell tumours V.
Proceedings of the 5th Germ cell tumours Conference; 2001
Sep 13-15; Leeds, UK. New York: Springer, 2002: 30-56

Conference paper

14 Christensen S, Oppacher F. An analysis of Koza's computa-
tional effort statistic for genetic programming. In: Foster JA,
Lutton E, Miller J, Ryan C, Tettamanzi AG, editors. Genetic
programming, EuroGP 2002: Proceedings of the 5th Euro-
pean Conference on Genetic Programming; 2002 Apr 3-5;
Kinsdale, Ireland. Berlin: Springer, 2002: 182-191

Electronic journal (list all authors)

June 28, 2013 | Volume 3 | Issue 2 |



15 Morse SS. Factors in the emergence of infectious diseases.
Emerg Infect Dis serial online, 1995-01-03, cited 1996-06-05;
1(1): 24 screens. Available from: URL: http://www.cdc.gov/
ncidod/eid/index.htm

Patent (list all authors)

16 Pagedas AC, inventor; Ancel Surgical R&D Inc., assignee.
Flexible endoscopic grasping and cutting device and position-
ing tool assembly. United States patent US 20020103498.
2002 Aug 1

Statistical data
Write as mean £ SD or mean * SE.

Statistical expression

Express test as #(in italics), F test as F (in italics), chi square test as
(in Greek), related coefficient as r (in italics), degree of freedom as v (in
Greek), sample number as # (in italics), and probability as P (in italics).

Units
Use SI units. For example: body mass, m (B) = 78 kg; blood pres-
sure, p (B) = 16.2/12.3 kPa; incubation time, t (incubation) = 96 h,
blood glucose concentration, ¢ (glucose) 6.4 £ 2.1 mmol/L; blood
CEA mass concentration, p (CEA) = 8.6 24.5 ug/L; CO, volume
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