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Abstract

AIM: To assess the presence of nerves in ventral facet
joint capsules as facet capsules are generally impli-
cated in neck pain.

METHODS: Twenty-four ventral cervical facet joint
capsules were harvested from 3 unembalmed cadavers.
Paraffin sections from these capsules were processed
to identify neurofilament and substance P immunoreac-
tive fibers. Nerve fiber presence was also verified by a
silver impregnation method.

RESULTS: Neurofilament reactive fibers were ob-
served in sections from 9 capsules. They were ob-
served in areas with collagen fibers and areas with
irregular connective tissue. Substance P reactive nerve
fibers were found in sections from 7 capsules in similar
areas. Silver impregnation also revealed the presence
of nerve fibers. The nerve fibers were also found as
bundles in the lateral margins of the capsule. A Pacin-
ian corpuscle-like ending was also observed in one
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specimen.

CONCLUSION: Nerve fibers revealed by neurofilament
immunoreactivity and silver staining support innerva-
tion of the ventral aspect of the facet joint capsule. The
presence of substance P reactive fibers supports the
potential role of these elements in mediating pain. The
presence of a Pacinian-like ending implicates a potential
role in joint movement.

© 2012 Baishideng. All rights reserved.

Key words: Cervical facet joint capsule; Whiplash;
Nerve fibers; Neurofilament; Substance P; Pain
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wjgnet.com/2218-5836/full/v3/i2/10.htm DOI: http://dx.doi.
org/10.5312/wjo.v3.i2.10

INTRODUCTION

According to a United Nations Transport division re-
port, the total annual cost of rear impact whiplash inju-
ries has been estimated to be approximately $ 2.7 billion
in the United States, with an estimated 272 464 annual
injuries. Whiplash associated disorders (WAD) to the
neck are common and can occur during frontal, side and

rear-end impacts, but most complaints occur after a reat-
end collision by another vehicle. Studies by Aprill and
Bogdukm, Barnsley ez al” and Lotd et al” provide clinical
evidence for the role of cervical facet joints in the etiol-
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ogy of neck pain with several other studies providing
biomechanical evidence”. Tt has been hypothesized that
in a rear impact, the facet joints slide with the posterior-
most regions of the joints undergoing compression
more than the anterior-most regions, resulting in a
pinching or capsular stretch mechanism that may be re-
lated to neck painﬁ’(ﬂ.

Additionally, the role of cervical osteoarthritis as a
contributing factor to neck pain and other upper ex-
tremity painful conditions related to arms and shoulders
can not be ignored. An analysis on the progression rates
of cervical osteoarthritis from a cohort of 707 subjects
showed that women were more likely to experience
worsening of their disease compared to men!”, while a
recent anatomical and epidemiological study of cadav-
eric spines revealed concurrent lumbar and cervical ar-
throsis as a common condition, suggesting an underlying
systemic component for spinal osteoarthritis™.

The cervical facet joint capsules (FJCs) are inner-
vated by medial branches of the dorsal ramus”. Igarashi
et al"” suggested that inflammatory cytokines produced
in degenerated facet joints may leak into the intra-spinal
space through the most lateral part of the ventral FJC.
Evidence for the presence of inflammatory cytokines
was demonstrated in homogenates of degenerated lum-
bar facet joint cartilage and synovial tissues harvested
from patients undergoing posterior lumbar surgery,
while evidence for leakage was shown by stained ventral
facet joint capsule and lateral ligamentum flavum follow-
ing methylene blue injection into the degenerated dorsal
facet joint. Therefore degenerative changes in the ventral
cervical facet joints capsule may lead to a painful sensa-
tion in the neck and surrounding areas.

Thus, previous research indicates that the ventral
aspect of the cervical FJC can undergo degenerative and
inflammatory changes which can lead to a sensation of
pain in the neck. However, studies focused on the inner-
vation of ventral areas of FJC have not been published
and the available studies are limited to innervation of
the dorsal aspect of the cervical FJC!""! or the synovial
fold"”. Hence, the purpose of this study was to charac-
terize the presence of nerve fibers in the ventral cervical
FJCs by immunocytochemical and silver impregnation
methods.

MATERIALS AND METHODS

A total of 24 ventral facet joint capsules from C1/
C2-C6/C7 were harvested from the cervical spines of 3
unembalmed cadavers. One (female; 73 years) was do-
nated as part of the Willed Body Program to the institu-
tion for other biomechanical studies and the other two (56
year old female and 44 old male) wete procured from the
National Disease Research Interchange (NDRI, Philadel-
phia, PA). All procedures were approved by the institu-
tional Human and Animal Investigation Committee. The
harvested capsules were fixed (4% paraformaldehyde)
and processed for paraffin infiltration and sectioning
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(10-15 um; Reichert Yung, Leica Microsystems Nussloch
GmbH, Nussloch). These sections were deparaffinized
and cleared in xylene and graded alcohol and washed
thoroughly in distilled water and processed for a silver
impregnation technique and avidin biotin peroxidase im-
munocytochemistry.

Silver impregnation technique

A Palmgren silver impregnation technique was used to
visualize nerve fibers in the ventral FJC sections. The sec-
tions were incubated in a solution of 10% silver nitrate for
30 min at 37 C and then were transferred to 2% sodium
borate and then thoroughly washed. This was followed by
developing for 10 min in 0.05 g hydroquinone and 5.0 g
sodium sulphite dissolved in 100 mL of freshly prepared
solution of 2% sodium borate. The sections were then
rinsed in 50% alcohol, treated for 60 s to 70 s in 0.5% ox-
alic acid in 50% alcohol, rinsed in distilled water and then
fixed for 10 s in 5% sodium thiosulphate. Finally, the sec-
tions were rinsed in distilled water, dehydrated in graded
alcohol, xylene and cover-slipped.

Immunocytochemistry
The sections were incubated in 4% hydrogen perox-
ide to block endogenous peroxide activity, followed by
blocking in 2% normal goat serum (Vector Laboratories,
Burlingame, CA). The sections were then incubated
overnight in 1:500 diluted antisera to neurofilament
light chain (NF; AB9568, Millipore, CA), 1:200 diluted
antisera to substance P (SP, Millipore, CA) at 4 ‘C. This
was followed by incubation in biotinylated secondary
antibodies before being exposed to Vectastain Elite ABC
reagent (Vector Laboratories). After each step, the sec-
tions were rinsed three times in phosphate buffered sa-
line (PBS). The reaction product was then developed by
brief incubation in 3, 3’-diaminobenzidine and hydrogen
peroxide. The sections were then washed, counterstained
with hematoxylin and dehydrated through graded alco-
hol, cleared in xylene, and cover-slipped with permount.
A total of 90 slides were stained for immunocyto-
chemistry and 60 for silver staining, respectively. The sec-
tions were analyzed to determine the presence or absence
of nerve fibers but not for quantitative comparisons. All
the stained sections were observed under a light micro-
scope (Leica DMLB, Leica Microsystems Ltd., Heerburg,
Switzerland) attached to a digital camera system (Diag-
nostic Instruments Inc., Sterling Heights, MI).

RESULTS

Sections of the ventral facet joint capsule have parallel
bundles of collagen fibers and areas of irregular con-
nective tissue. Also found were areas with adipose-like
connective tissue. Neurofilament (NF) reactive fibers
were observed in sections from 9 capsules at levels
C2/C3-C5/C6. They were obsetrved as single fibers and
in groups of 2 or 3 fibers (Figure 1). The NF-reactive

fibers were observed to be in areas of joint capsule with
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Kallakuri S et a/. Ventral facet joint capsule innervation

"

oF “‘?-;’ ..'

Figure 1 A bundle of neurofilament reactive nerve fibers in a C3-C4 ven-
tral facet joint capsular tissue (scale bar = 50 ym).

Figure 3 A nerve fiber revealed by a silver impregnation technique in the
collagen fibers of a C4-C5 facet joint capsule (scale bar = 50 ym).

Figure 2 A series of substance P reactive fibers in a C2-C3 ventral facet
joint capsular tissue (scale bar = 50 ym).

collagen fibers as well as in areas with irregular connec-
tive tissue. Some of the NF reactive regions appeared as
a chain of beads with intermittent staining;

Substance P (SP) reactive nerve fibers were found in
areas with parallel bundles of collagen fibers as well as in
areas with irregular connective tissue from 7 capsules at
levels C2/3-C5/6. Additionally, SP reactive fibers were
observed to be both as single fibers (Figure 2) and in
bundles, similar to those found with NF reactivity.

Silver impregnation results

Silver impregnation also revealed the presence of short
and long nerve fibers in capsule sections with parallel
bundles of collagen fibers, as well as in areas with dense
irregular connective tissue (Figure 3). The nerve fibers
appeared to be running parallel to the collagen fibers
and occasionally showed profiles of dotted staining. The
nerve fibers were also found as bundles in the lateral
margins of the capsule. There also appeared to be a
nerve profile that resembled an encapsulated nerve end-
ing composed of groups of fibers surrounded by a ring-
like Pacinian-type end organ (Figure 4).

DISCUSSION

There is ample clinic

2,3,13,14] . . 1[1516 .
alt ! and biomechanical”™'? evi-

K

TR .
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Figure 4 A Pacinian-like end organ in the ventral facet joint capsular tis-
sue (scale bar = 50 ym).

dence of the role of cervical FJC in the etiology of neck
pain. Neurophysiological studies in goat cervical spine
showed activation of low threshold mechanoreceptors
at low strains and high threshold mechanoreceptors at
high strains'” on the dorsal aspect of the capsule. While
several studies showed innervation of the dorsal aspect
of cervical F]C[“’lz’ls’w] or to the synovial fold">""*", the
results of the current study provide histological evidence
to the presence of neural elements on the ventral aspect
of cervical FJC.

In the current study, no systematic effort was made
to study the morphology of cervical FJC. Although the
samples were harvested from only 3 cadavers, nerve
fibers were identified in the ventral aspect of sections
from all three cadavers in a total of 10 facet joints. In the
present study, sections of the ventral aspect of the cervi-
cal facet joint capsule showed areas of parallel bundles
of collagen fibers and areas with irregular connective tis-
sue. This may be similar to the findings of Yamashita ef
al” who described an outer layer of densely packed par-
allel bundles of collagen fibers and inner layer with loose
connective tissue with irregularly oriented fibers”'. This
study also showed areas in some sections where collagen
fibers were associated with adipose-like tissue that may
be similar to fat filled intra-capsular folds present in the
lumbar facet joint capsulesm] or adipose plical tissue.

February 18, 2012 | Volume 3 | Issue 2 |



Bogduk ¢z a/” provided some of the most detailed
descriptions of the anatomy of the dorsal rami and their
supply of nerve fibers to the cervical FJC through the
medial branch and reports the space ventral to the joint
as being free of articular nerves in the cervical region.
Bogduk™ did not report any specific articular branches
to the ventral aspect of the lumbar zygapophyseal joint
but eludes to the findings of others. Whether these
findings from the lumbar region can be extended to the
cervical region remains to be investigated. However, our
present study provides strong evidence for the presence
of nerve fibers in the ventral FJC by the presence of NF
immunoreactive nerve fibers and bundles in various lay-
ers of the capsule. This was further supported by the sil-
ver stained nerve fibers. However, a clear neuroanatomi-
cal description on the origin of ventral articular fibers
still remains elusive.

Despite these limitations, innervation of the ventral
aspect of the capsule has clinical implications. If these
nerve fibers do not originate from the dorsal ramus,
dorsal ramus rhizotomy would be ineffective in the treat-
ment of pain from this area. In addition, facet injections
may not provide anesthesia to the ventral capsule. Fi-
nally, effectiveness of epidural steroids may be partially
related to its effects on the ventral capsule.

This study also shows SP reactive fibers in the ventral
cervical FJC, lending credence to its putative role as a
source of pain-related sensation. This may be important
in the context of inflammatory pain originating from
cervical FJC. In a recent study, Igarashi ez al™ showed
higher visual analog and Roland-Mortis disability ques-
tionnaire scores in patients with lumbar spinal canal
stenosis that co-related with high levels of IL1B. They
concluded that inflammatory cytokines produced in
a degenerated facet joint may leak into the intraspinal
space through the lateral part of the ventral FJC, based
on leakage of dorsally injected methylene blue dye that
stained the joint cartilage, ventral capsule and other sur-
rounding structures in cadavers.

In a recent study, Ivancic®™ showed that exposing
FJC in cervical spine preparations to elongations at a
rate of 1 mm/s in increments of 0.5 mm can lead to
increased laxity and indicated that this increased laxity
may be one of the components perpetuating chronic
pain clinical instability in whiplash patients. Biomechani-
cal evidence on ventral capsular kinematics comes from
Stemper ¢f al"” who subjected intact head and neck com-
plexes to whiplash accelerations and analyzed shear and
distraction motions in ventral and dorsal joint regions
from C4-C7 levels. They showed lower cervical facet
joints undergoing dorsally directed shear motion with
distraction in the ventral and compression in the dorsal
regions of the joint. Facet joint shear and distraction mo-
tion increased with impact severity. They suggested that
the ventral region responded with greater magnitudes
of stretch. Moreover, high levels of capsule stretch may
also be related to altered axonal morphological changes
(axonal swellings) similar to those reported in cervical
dorsal facet joint capsule™. Axonal swellings and retrac-
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tion balls are characteristic of diffuse axonal injury seen
in patients of TBI. Finally, a Pacinian-like end organ in
some layers of the ventral FJC was also found, which
may be similar to the findings of McLain" who also
reported encapsulated and simple or free nerve endings
in the human cervical FJC subsynovial loose areolar and
dense connective tissue. Presence of Pacinian-like end
organs may indicate that ventral FJC may be involved in
responding to high velocity changes in joint position.

Key message

Prominent NF and SP reactive fibers in the ventral cervi-
cal FJC suggest a nociceptive function and a putative role
for ventral FJC in the etiology of neck pain following
whiplash injury, inflammatory conditions and spondylosis.

COMMENTS

Background

Whiplash associated disorders to the neck are common and can occur during
frontal, side and rear-end impacts, but most complaints occur after a rear-end
collision by another vehicle. The role of cervical facet joint capsules (FJC) in
whiplash has been widely implicated by both clinical and biomechanical studies.
Although the presence of nerve fibers on the dorsal capsule has been reported
in several studies, histological evidence revealing their presence on the ventral
aspect is lacking.

Research frontiers

There is extensive clinical and biomechanical evidence on the role of cervical
FJC in the etiology of neck pain. Neurophysiological studies in goat cervical
spine showed activation of low threshold mechanoreceptors at low strains
and high threshold mechanoreceptors at high strains on the dorsal aspect of
the capsule. While several studies showed innervation of the dorsal aspect of
cervical FJC or to the synovial fold, studies related to the presence of nerve
fibers on the ventral aspect are lacking. It is possible that the ventral aspect of
the cervical FJC can undergo degenerative and inflammatory changes which
can lead to a sensation of pain in the neck.

Innovations and breakthroughs

Previous studies have shown innervation of dorsal facet capsule. This is the
first histological study to document ventral capsule innervation. The presence
of nerve fibers is supported by neurofilament immunoreactive fibers as well as
those shown by silver staining.

Applications

This study offers support for the potential role for ventral facet joint capsules in
the etiology of neck pain following whiplash injury, inflammatory conditions and
spondylosis.

Terminology

Whiplash: Rapid flexion and extension of the neck during frontal and rear-end
impacts. Substance P: A neuropeptide involved in pain signaling.

Peer review

This is a very interesting topic that has been focused on. It is a very well written
manuscript with a good educational point of view and will be a good contribution
for publication in the journal.
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Abstract

AIM: To measure the forces applied during distraction
of growing-rods in early onset scoliosis (EOS), aimed
at developing a motorized elongation device.

METHODS: A consecutive series of measurements
were carried out to analyze the forces applied by the
surgeon during distraction of single growing-rods in 10
patients affected by EOS (mean age 8.3 years; range 6
to 10 years) undergoing the first distraction 6 months
following implantation of the rods. For each measure-
ment, output from the transducer of a dedicated pair
of distraction calipers was recorded at zero load status
and at every 1 mm of distraction, up to a maximum of
12 mm for each of the two connected rods.
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RESULTS: Twenty measurements were obtained
showing a linear increase of the load with increasing
distraction, with a mean peak force of 485 N at 12 mm
distraction and a single reading over 500 N. We did not
observe bone fractures or ligament disruptions during
or after rod elongations. There was one case of super-
ficial wound infection in the cohort.

CONCLUSION: The safe peak force carrying capacity

of a motorized device for distraction of growing-rods is
500N.

© 2012 Baishideng. All rights reserved.
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INTRODUCTION

Early onset scoliosis (EOS) is a deformity of the grow-
ing spine, affecting children before the age of com-
plete lung maturation, i.e., 8 years to 10 years. Growing
children with progressive spinal deformity resistant to
casting and/or bracing have been treated for four de-
cades with “spinal instrumentation without fusion” or
growing-rods. The term encompasses a range of poste-
rior spinal instrumentation techniques — namely single
or dual growing rods and expandable ribs, pursuing the
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common goal of progressive deformity correction with-
out halting the growth of the spine and lungsm.

Paul Harrington[z] in 1962 described the use of a
single, threaded growing-rod on the concave side of the
deformity, reporting poor results due to spontaneous
fusion and a 11% incidence of rod failure. Marchetti
et al” later added end vertebrae fusion to limit rod dis-
placement without reporting definitive results. Luque
described the use of two rods with segmental wiring
without the necessity for any external supportw. For
this technique, which is still in use with modifications”
variable percentages of success and implant failure are
reported. Moe ez al” developed the use of a sub-cutane-
ous growing-rod in an attempt to limit the incidence of
implant failure and infection. They achieved good mean
curvature control and a 3.8 cm mean spinal growth (SG)
at follow-up, at the expense of a 50% rod failure and
15% infection rate. Klemme e# a/” reported on the use
of a sub-fascial rod and achieved 3.1 cm mean SG, with
an 8% rod failure and a 15% infection rate. Mineiro
et al® reported on the results of sub-cutaneous grow-
ing rods (with or without anterior apical fusion) and
achieved 2.0 cm mean SG, with 42% rod failure and 9%
infection rates. Finally, Akbarnia e# al” reported on the
use of two parallel growing-rods implanted sub-fascially
with a connector for periodic lengthening, achieving 4.6
cm mean SG, with a 22% rate of implant failure and a
9% rate of deep infection. With all growing-rods tech-
niques, the child needs to undergo repeated surgeries, at
intervals of 6 mo to 9 mo', and once maximum spinal
growth has been reached, definitive spinal fusion is per-
formed. It is arguable, from the review of the literature
and our own experience with the technique, that limit-
ing the number of open surgeries would decrease the
incidence of infection and limit the risks correlated with
repeated general anesthesia. To this end, Takaso ez al™
tested a motorized device for closed growing-rod dis-
traction on a canine model of induced scoliosis. Near-
complete correction was obtained in awake animals by
remote-controlled rod distraction at 3 wk intervals, with
a pre-tested distraction peak force of the device of 194 N.
If similar devices are to be designed and applied in clini-
cal use, it is necessary to measure the force pattern gen-
erated during surgical distraction of growing-rods. The
aim of this study was therefore to measure and analyze
the pattern of such forces in children affected by EOS.

MATERIALS AND METHODS

Ten children affected by EOS resistant to conservative
treatment underwent scheduled surgical distractions of

single growing-rods, 6 mo after first implantation and
distraction. The sample group consisted of 4 males and
6 females aged on average 8.3 years (range 6 years to
10 years) at the time of surgery. Etiologies of deformi-
ties included idiopathic scoliosis in 4 cases, syndromic
scoliosis in 3 cases, post-surgical scoliosis in 2 cases and
arthrogyposis multiplex congenital (AMC) in 1 case. Sur-
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geries were consecutively performed at a single center for
spinal diseases by a team of spinal deformity surgeons.
All patients’ were skeletally immature at the time of sur-
gery, as demonstrated by spinal posteroanterior X-rays
(absence of ossification of both the iliac apophyses and
the triradiate cartilages). Prior to the present surgery,
growing rods had been implanted in sub-fascial position
on the concavity of the coronal curvature ", Stainless
steel 4.5 mm diameter pediatric Cotrel-Dobousset rods
(Medtronic Sofamor Danek, Inc., Memphis TN, United
States) had been used in all patients. Laminar hooks
and/or pedicle screws had been used at the bottom end
vertebrae and laminar plus pedicle hooks at the top ones,
in a claw-like configuration (Figure 1). End vertebrae
had been decorticated and no bone graft was added lo-
cally to enhance fusion. Following the first implantation,
patients had been kept on molded plastic braces until the
scheduled distraction. Local fusion performed at the end
vertebrae was assessed by postero-anterior and lateral
full spine radiographs prior to the scheduled distraction.
No patient had had an anterior growth-arrest procedure.

A special pair of distraction calipers similar to those
commercially available was manufactured, incorporat-
ing a load transducer to allow the measurement of force
applied at the tip of the calipers. Included in the design
was a millimeter scaled ruler (Figure 2). The calipers
were load tested and calibrated to demonstrate repeat-
ability, with accuracy of less than 1% of the full scale de-
flection. The accuracy of the displacement measurement
using a ruler in a surgical environment was considered
to be £ 0.25 mm. Output from the transducer was re-
corded by dedicated software and represented as a load-
displacement (distraction) plot (Figure 3).

For the distraction of growing-rods, patients were
positioned prone under general anesthesia and moni-
toring of somatosensory spinal evoked potentials. The
rod connector and 50 mm of each rod were exposed
through a centered skin incision and opening of the fas-
cia. This was followed by serial loosening of the connec-
tor locking nuts and placement of the distraction calipers
against a firm rod-holder. As the first rod started to be
distracted, output from the transducer was recorded at
zero load and at every Imm increment up to the great-
est distraction achievable until the limit of 12 mm"”'". A
10 s sample interval was observed in order to allow for
the visco-elastic properties of the spinal soft tissues to
act”. This process was repeated for the second rod,
measuring the output from the transducer. After the
elongation was completed, new nuts were tightened to
the rod connector and wound closure was performed in
layers. Patients were mobilized in their braces as soon as
tolerated and discharged without exception on the day
following surgery.

RESULTS

A total of 20 force measurements were performed dur-
ing rod distraction on the ten patients. Table 1 displays
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Figure 1 Lateral and postero-anterior spinal films after implantation of
growing-rods.

Figure 2 Distraction calipers.

features of pre and post-distraction spinal deformities
as mean T SD values. The mean 19.2 mm total distrac-
tion was the result of the elongation of both rods until
a maximum of 12 mm per rod. The elongation of each
rod stopped when the surgeon reached 12 mm and/or
maximum effort had been transferred to the elongation.
Minimal corrections were obtained in Cobb angles, indi-
cating that first distractions mainly re-tension implants
on a growing spine' >**, Table 2 displays the minimum,
mean and maximum forces per millimeter of rod dis-
traction. Tension forces ranged from a mean of 133 N at
1 mm distraction to a mean of 485 N at 12 mm distrac-
tion. The tension force reached a maximum of 552 N at
6mm distraction of one of the two rods in the patient
affected by AMC.

Figure 3 shows how the minimum, mean and maxi-
mum forces steadily increased with distraction of the
rods up to the above reported peak. The graph also indi-
cates that there was a pre-load on the rod that needed to
be overcome before any elongation could be achieved.
Once the pre-load was overcome, there appeared to be
a linear relationship between the load and elongation.
Notably, the surgeon needed to apply mean forces of
similar magnitude to achieve 10 mm and 12 mm of dis-
traction. In 7 out of 10 measurements, the upper limit
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Figure 3 Forcel/distraction plot: maximum (top curve), mean (middle
curve) and minimum (bottom curve) values.

of distraction for a single rod was 10 mm.

These experimental data corresponded clinically to a
small improvement in both the coronal and sagittal mean
spinal deformity angles (3.6° and 4.4° respectively, P <
0.05, Student’s paired ¢ test), and to a satisfactory 19.2
mm mean lengthening of the implants obtained with
surgery (Table 1).

There were no instances of fracture of the poste-
rior vertebral elements or implant failure during or after
distraction. One out of the 10 cases had delayed wound
healing that required one week of oral antibiotic treat-
ment after S. Epidermidis was grown from the wound
culture. There were no instances of neurological deficits
or medical complications after surgery in the cohort.

DISCUSSION

Infection and implant failure are the two main limita-
tions of the current growing-rod techniques“'g]. It is easy
to understand how the first issue might greatly benefit
from limiting the number of open surgeries that patients
need to undergo in order to achieve progressive cot-
rection and spinal growth. Implant failure, seemingly a
function of the length of treatment with growing rods,
may be due to rod loosening or indirectly to fracture of
the posterior elements, mainly the laminae™”. Possibly,
this problem could be also addressed by distracting the
growing-rod system non-surgically at closer intervals
than the 6 mo to 9 mo routine™"”. Developing a closed
distraction mechanism ready for clinical use, as it was the
case with extendible endoprostheses in limb tumor sut-
gery', could be one of the steps towards better results
of spinal instrumentation without fusion in the treat-
ment of early onset scoliosis. To do so, it was necessary
to measure the magnitude of the forces generated 7 vivo
by a surgeon distracting a growing-rod system.

No data have been reported prior to this study on the
magnitude of the forces generated during distraction of
growing-rods in children. It is known however that the
load to failure of a thoracic lamina instrumented with a
hook is around 670 N in the adolescent'” and that rec-
ommended values of distraction force with Harrington
instrumentation did not exceed 400 N, In our patients,
growing-rods were positioned on the concavity of the
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Table 1 Spinal deformity angles

Mean sD P value (¢ - test)
Pre-distraction PA cobb 53.8 19.9
Post-distraction PA cobb 50.2 20 0.003
Pre-distraction Lat cobb 46.2 13.7
Post-distraction Lat cobb 41.8 13.5 0.006
Rods distraction (mm) 19.2 44

Table 2 Force/distraction values

Distraction (mm) Min. load (N) Mean load (N) Max. load (N)

1 (min) -32 (min) 133 (min) 311 (min)

2 30 203 394

3 141 247 447

4 167 282 465

5 172 308 447

6 201 354 552 (max)
7 246 364 428

8 222 354 440

9 303 402 461

10 342 430 497

11 370 404 445
12 (max) 472 (max) 485 (max) 498

scoliotic curve like Harrington rods, and the attachment
to bone was iz pedicle screws or laminar hooks at the
bottom levels, lower thoracic or lumbar, and viz laminar
and pedicle hooks at the upper thoracic levels. There-
fore, it is possible to compare our mean peak distrac-
tion force of 485 N with that of the above studies. As
described above, the recorded peak force exceeded the
500 N threshold in a single patient with the likely reason
that soft tissues in patients affected by AMC have pecu-
liar mechanical properties'”. Also, a negative force of —
32 N was recorded at minimum distraction in a single
case. This could be due to the fact that very little load is
normally applied in a confined space like that occupied
by the distraction tool. These factors might limit the sig-
nificance of the results of the study.

Despite applying forces of this magnitude, in our
series there was no failure of the bone-implant interface
and good maintenance of deformity with satisfactory
spinal elongation. Not surprisingly, small improvements
in deformity angles have been observed with distractions
in this study, because the main correction normally takes
place at the time of the first implantation'”.

Transferring the experimental data described in the
study to the development of a motorized device for
closed distraction would take into account several fac-
tors: firstly, the position of the rods with respect to the
concavity of the curve; and secondly, the load transfers
from the rods to the vertebral bone and the presence
of friction within the device itself. The device would be
made of two rods connected via a central gear housing
an electrical motor to replicate the force vector obtained
with positioning of the single growing-rods. The bone-
implant interface will replicate the pedicle screws and
claw-like hooks design described above (Figure 1). Fi-
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nally, we estimate that the magnitude of the forces mea-
sured during growing-rods distraction certainly includes
any frictional losses in the locking mechanisms that will
be taken up by the motorized system. Therefore, we
would recommend the peak force carrying capacity of a
motorized device for growing-rod extension not to ex-
ceed the mean level of 485 N measured in this study.

COMMENTS

Background

The treatment of early onset scoliosis is surgical when resistant to casts and
braces and progressive. Growing-rods are often used but need repeated open
surgeries to achieve their effect.

Research frontiers

Growing-rods are normally elongated every 6-8 mo according to spinal growth.
Closed elongation procedures are not applied today because (1) no data
existed on the forces involved in vivo before the present study was undertaken;
and (2) technology of closed elongation had only been applied to mammals in
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Innovations and breakthroughs

It is now known that the forces applied in elongation of growing rods in children
affected by early onset scoliosis reach a maximum level of 500 N, with a pattern
that reproduces the visco-elastic features of the human spine.
Applications

Data retrieved by this study can be applied to the development of a closed,
motorized elongation growing-rod system to save children affected by early
onset scoliosis from repeated surgeries.

Terminology

Early onset scoliosis is a spinal deformity that develops before the age of lung
maturation (8 years to 10 years) and that can impair lung development for the
rest of life. Growing-rods are a particular form of spinal instrumentation that al-
lows correction of spinal deformity while allowing lung and spinal growth.
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articles and publish commentary articles. We will put peer review-
ers’ names and affiliations along with the article they reviewed in
the journal to acknowledge their contribution; (2) Maximization of
the benefits of authors: Since I7JO is an open-access journal, read-
ers around the wotld can immediately download and read, free of
charge, high-quality, peer-reviewed articles from WJ]O official web-
site, thereby realizing the goals and significance of the communica-
tion between authors and peers as well as public reading; (3) Maxi-
mization of the benefits of readers: Readers can read or use, free of
charge, high-quality peer-reviewed articles without any limits, and
cite the arguments, viewpoints, concepts, theoties, methods, results,
conclusion or facts and data of pertinent literature so as to vali-
date the innovativeness, scientific and practical values of their own
research achievements, thus ensuring that their articles have novel
arguments or viewpoints, solid evidence and correct conclusion;
and (4) Maximization of the benefits of employees: It is an iron law
that a first-class journal is unable to exist without first-class editors,
and only first-class editors can create a first-class academic journal.
We insist on strengthening our team cultivation and construction so
that every employee, in an open, fair and transparent environment,
could contribute their wisdom to edit and publish high-quality ar-
ticles, thereby realizing the maximization of the personal benefits
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of editorial board members, authors and readers, and yielding the
greatest social and economic benefits.

Aims and scope
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thropathy, bone tumors and osteoporosis, minimally invasive therapy,
traditional medicine, and integrated Chinese and Western medicine.
The journal also publishes original articles and reviews that report
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problems, and provide strategies on how to solve the questions;
(5) Guidelines for Basic Research: To provide Guidelines for basic
research; (6) Guidelines for Clinical Practice: To provide guidelines
for clinical diagnosis and treatment; (7) Review: To review systemi-
cally progress and unresolved problems in the field, comment on
the state of current research, and make suggestions for future work;
(8) Original Articles: To report innovative and original findings in
orthopedics; (9) Brief Articles: To briefly report the novel and inno-
vative findings in orthopedics; (10) Case Report: To report a rate ot
typical case; (11) Letters to the Editor: To discuss and make reply to
the contributions published in WJO, or to introduce and comment
on a controversial issue of general interest; (12) Book Reviews: To
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(13) Guidelines: To introduce consensuses and guidelines reached
by international and national academic authotities wotldwide on the
research orthopedics.
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Biostatistical editing

Statisital review is performed after peer review. We invite an expert
in Biomedical Statistics from 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 statistical techniques are suitable or correct; (3) Only homoge-
neous data can be averaged. Standard deviations are preferred to
standard errors. Give the number of observations and subjects ().
Losses in observations, such as drop-outs from the study should be
reported; (4) Values such as ED50, LD50, IC50 should have their
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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 clearly 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
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cines Research Council Guidelines for Good Clinical Practice in
Clinical Trials) and/or the World Medical Association Declaration
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conducted in accordance with the above standards, the authors
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the institutional review body explicitly approved the doubtful as-
pects of the study.

Before submitting, authors should make their study approved by
the relevant research ethics committee or institutional teview boatd.
If human participants were involved, manuscripts must be accompa-
nied by a statement that the experiments were undertaken with the
understanding and appropriate informed consent of each. Any pet-
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 (expetimental procedutes) 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, Ab-
stract, Introduction, Materials and Methods, Results, Discussion,
Acknowledgements, References, Tables, Figures, and Figure Leg-
ends. Neither the editors nor the publisher are responsible for the
opinions expressed by contributors. Manuscripts formally accepted
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Publishing Group Co., Limited, and may not be reproduced by any
means, in whole or in part, without the written permission of both
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lish papers on clinical trial results if the trial was not recorded in a
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age all potential contributors to register with it. However, in the case
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be provided with the contributed article to ensure the privacy and
secrecy of research is protected.
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Running title: A short running title of less than 6 words should be
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Authorship: Authorship credit should be in accordance with the
standard proposed by International Committee of Medical Journal
Editors, based on (1) substantial contributions 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 version to be published. Au-
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Institution: Author names should be given first, then the com-
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kis, 2nd Surgical Department, Korgialenio-Benakio Red Cross
Hospital, Athens 15451, Greece
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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
reseatch; Xue JZ and Lu JR conttibuted new teagents/analytic tools;
Wang CL, Liang I 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, e.g. Supported by National
Natural Science Foundation of China, No. 30224801

Correspondence to: Only one corresponding address should be
provided. Author names should be given first, then author title,
affiliation, 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, University
of California, Box 0538, San Francisco, CA 94143, United States.
montgomery.bissell@ucsf.edu

Telephone and fax: Telephone and fax should consist of +,
country number, district number and telephone or fax number, e.g.
Telephone: +86-10-59080039 Fax: +86-10-85381893

Peer reviewers: All articles received are subject to peer review.
Normally, three experts are invited for each article. Decision for
acceptance is made only when at least two experts recommend
an article for publication. Reviewers for accepted manuscripts are
acknowledged in each manuscript, and reviewers of articles which
were not accepted will be acknowledged at the end of each issue.
To ensure the quality of the articles published in W]O, reviewers
of accepted manuscripts will be announced by publishing the
name, title/position and institution of the reviewer in the footnote
accompanying the printed article. For example, reviewers: Professor
Jing-Yuan Fang, Shanghai Institute of Digestive Disease, Shanghai,
Affiliated Renji Hospital, Medical Faculty, Shanghai Jiaotong
University, Shanghai, China; Professor Xin-Wei Han, Department
of Radiology, The First Affiliated Hospital, Zhengzhou University,
Zhengzhou, Henan Province, China; and Professor Anren Kuang,
Department of Nuclear Medicine, Huaxi Hospital, Sichuan
University, Chengdu, Sichuan Province, China.
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Abstract

There are unstructured abstracts (no less than 256 words) and
structured abstracts (no less than 480). The specific requirements
for structured abstracts ate as follows:

An informative, structured abstracts of no less than 480 words
should accompany each manuscript. Abstracts for original contri-
butions should be structured into the following sections. AIM (no
more than 20 words): Only the purpose should be included. Please
write the aim as the form of “To investigate/study/...”; MATERI-
ALS AND METHODS (no less than 140 words); RESULTS (no
less than 294 words): You should present P values where appropri-
ate and must provide relevant data to illustrate how they were ob-
tained, e.g. 6.92 + 3.86 »s 3.61 £ 1.67, P < 0.001; CONCLUSION (no
more than 26 words).

Key words

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

Text

For articles of these sections, original articles and brief articles,
the main text should be structured into the following sections: IN-
TRODUCTION, 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. The main text format of these sec-
tions, editorial, topic highlight, case report, letters to the editors,
can be found at: http://www.wjgnet.com/2218-5836/¢_info_list.
htm.

Illustrations

Figures should be numbered as 1, 2, 3, ¢#., and mentioned cleatly
in the main text. Provide a brief title for each figure on a sepa-
rate page. Detailed legends should not be provided under the
figures. This part should be added into the text where the figures
are applicable. Figures should be either Photoshop or Illustra-
tor files (in tiff, eps, jpeg formats) at high-resolution. Examples
can be found at: http://www.wjgnet.com/1007-9327/13/4520.
pdf; http://www.wjgnet.com/1007-9327/13/4554.pdf; http://
www.wignet.com/1007-9327/13/4891.pdf; http://www.
wijgnet.com/1007-9327/13/4986.pdf; http://www.wjgnet.
com/1007-9327/13/4498.pdf. Keeping 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 gastritis
after treatment. A: ...; B: .; C: .; D: s Eo L B Gr et Tt s
our principle to publish high resolution-figures for the printed and
E-versions.

Tables

Three-line tables should be numbered 1, 2, 3, ¢#., 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 hotizontal 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 are 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 series 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 'F, °F, °F; or sometimes as other symbols with a
superscript (Arabic numerals) in the upper left corner. In a multi-
curve illustration, each curve should be labeled with ®, o, m, 0, A,
A\, etz in a certain sequence.
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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
according 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 author’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!™”, If 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 DOI, which can be found at http://www.ncbi.
nlm.nih.gov/sites/entrez?db=pubmed and http://www.ctossref.
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 initial 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.13.5396].

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 anthors and include the PMID where applicable)

1 Jung EM, Clevert DA, Schreyer AG, Schmitt S, Rennert J,
Kubale R, Feuerbach §, Jung E Evaluation of quantitative con-
trast harmonic imaging to assess malignancy of liver tumors:
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2007; 13: 6356-6364 [PMID: 18081224 DOI: 10.3748/wjg13.
6350]

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-
rthoea. Shijie Huaren Xiaohua Zazhi 1999; 7: 285-287

In press

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

Organization as author

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.
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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 DO1:10.1097/01.ju.
0000067940.76090.73]

No anthor given

6 2lst century heart solution may have a sting in the tail. BM]
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 DOI1:10.1046/
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 Orthep
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. Diseases 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 E An analysis of Koza's computa-
tional effort statistic for genetic programming, In: Foster JA,
Lutton E, Miller ], 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)

15  Morse SS. Factors in the emergence of infectious diseases.
Emerg Infect Dis setial 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 positioning
tool assembly. United States patent US 20020103498. 2002 Aug 1

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

Statistical expression

Express 7 test as 7 (in italics), I test as F (in italics), chi square test as
y* (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-
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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 pg/L; CO, volume
fraction, 50 mL/L CO,, not 5% CO,; likewise for 40 g/L formal-
dehyde, not 10% formalin; and mass fraction, 8 ng/g, efe. Arabic
numerals such as 23, 243, 641 should be read 23243 641.

The format for how to accurately write common units and
quantums can be found at: http://www.wijgnet.com/2218-5836/
g info_20100724204625.htm.

Abbreviations

Standard abbreviations should be defined in the abstract and on first
mention in the text. In general, terms should not be abbteviated
unless they are used repeatedly and the abbreviation is helpful to
the reader. Permissible abbreviations are listed in Units, Symbols
and Abbreviations: A Guide for Biological and Medical Editors and
Authors (Ed. Baron DN, 1988) published by The Royal Society of
Medicine, London. Certain commonly used abbteviations, such as
DNA, RNA, HIV, LD50, PCR, HBV, ECG, WBC, RBC, CT, ESR,
CSE, IgG, ELISA, PBS, ATP, EDTA, mAb, can be used directly
without further explanation.

Italics

Quantities: 7 time or temperature, ¢ concentration, 4 area, /length,
7 mass, I volume.

Genotypes: gyrA, arg 1, ¢ mye, ¢ fos, ete.

Restriction enzymes: EwRI, Hindl, BamHI, Kbo 1, Kpn 1, ete.

Biology: H. pylori, E coli ete.

Examples for paper writing
Editorial: http://www.wjgnet.com/2218-5836/g_info_201007
23140942.htm

Frontier: http://www.wjgnet.com/2218-5836/¢_info_201007
23141035.htm

Topic highlight: http:/ /www.wjgnet.com/2218-5836/g_info_2010
0723141239.htm

Observation: http://www.wjgnet.com/2218-5836/g_info_201007
23141532.htm

Guidelines for basic research: http:/ /wwwwijgnet.com/2218-5836/
g _info_20100723142040.htm

Guidelines for clinical practice: http://www.wjgnet.com/2218-
5836/¢_info_20100723142248.htm

Review: http://www.wjgnet.com/2218-5836/g_info_201007
23145519.htm

Original articles: http://wwwwignet.com/2218-5836/g_info_2010
0723145856.htm

Brief articles: http://www.wjgnet.com/2218-5836/¢_info_201007
23150253.htm

Case report: http://wwwwijgnet.com/2218-5836/g_info_201007
23150420.htm

Lettets to the editor: http://www.wjgnet.com/2218-5836/¢_info_
20100723150642.htm

Book reviews: http://www.wjgnet.com/2218-5836/¢_info_201007
23150839.htm
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Guidelines: http://www.wijgnet.com/2218-5836/¢_info_201007
23150924.htm

SUBMISSION OF THE REVISED
MANUSCRIPTS AFTER ACCEPTED

Please revise your article according to the revision policies of WJCO.
The revised version including manuscript and high-resolution image
figures (if any) should be te-submitted online (http://www.wignet.
com/2218-43330ffice/). The author should send the copyright
transfer letter, responses to the reviewers, English language Grade B
certificate (for non-native speakers of English) and final manuscript
checklist to wjo@wjgnet.com.

Language evaluation

The language of a manuscript will be graded before it is sent for
revision. (1) Grade A: priority publishing; (2) Grade B: minor lan-
guage polishing; (3) Grade C: a great deal of language polishing
needed; and (4) Grade D: rejected. Revised articles should reach
Grade A or B.

Copyright assignment form
Please download a Copyright assignment form from http://www.
wjgnet.com/2218-5836/¢_info_20100724204516.htm.

Responses to reviewers

Please tevise your article according to the comments/suggestions
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