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Abstract

Colorectal cancer (CRC) cells express renin and chy-
mase through which they can activate angiotensin. Re-
nin expression is induced by hyperglycemic conditions.
As angiotensinogen is produced in the liver, CRC cells
that can activate angiotensin have an enhanced abil-
ity to metastasize to this organ. In human CRC cases,
patients with diabetes have higher activities of rennin
and angiotensin-1I in primary tumors, and on aver-
age, have a more progressed disease stage, especially
with respect to liver metastasis. These patients exhibit
a stronger association with Hemoglobin Alc levels and
metastasis compared to patients without diabetes. In a
combined diabetes/CRC liver metastasis mouse model,
concurrent treatment with anti-angiotensin and hypo-
glycemic agents shows a synergic effect in terms of re-
duced liver metastasis and improved survival. The effect
of anti-angiotensin treatment and blood sugar control as
a baseline management for colon cancer patients with
diabetes needs to be examined in clinical trials to estab-
lish whether it can prevent liver metastasis.

© 2012 Baishideng. All rights reserved.

Key words: Angiotensin; Renin; Angiotensin II receptor
blocker; Diabetes; Liver metastasis
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INTRODUCTION

Various factors participate in colorectal cancer (CRC)
progression, such as growth factors, angiogenic factors,
and cytokines. Angiotensin is a well-known hypertensive
hormone and also possesses protumoral functions. Angio-
tensin II (A-II), an active form of angiotensin, induces
angiogenesis, cell growth, invasion iz activation of the
specific receptor, A-II type 1 receptor (ATR1) to enhance
development and progression of CRC. Some colorectal
cancer cells possess the angiotensin-activating mechanism
employing renin and chymase. Importantly, renin expres-
sion is upregulated by hyperglycemic condition. The data
examining the importance of hyperglycemia/diabetes-
induced angiotensin activation in the liver metastasis of
colorectal cancer are described in this article.

PROTUMORAL EFFECT OF ANGIOTENSIN

Colorectal cancer is the fourth leading cause of cancer-

related deaths in Japan, and cancer mortality continues to
increase as the Western lifestyle gains popularity among
the Japanese population'. Approximately 24% of CRC
cases involving invasion beyond the submucosal layer
showed liver metastasis duting and/or after the operation
to excise the tumor™. One-third of CRC patients died
of liver metastasis”, and only one-third or fewer CRC
patients with liver metastasis respond to systemic chemo-
therapy, although even in these cases long-term survival

December 10, 2012 | Volume 3 | Issue 12 |
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Figure 1 Aniotensinogen is activated to become a bioactive form, angiotensin II by some enzymes, such as ACE. In angiotensin receptors (blue boxed),
angiotensin II type 1 receptor is pro-tumoral; however, angiotensin I type 2 receptor is not definitive. Angiotensin 1-7, a degraded product of angiotensin I
activates MAS1 receptor to provide inhibitory effects. Substances marked with yellow boxes are possible inhibitors for angiotensin effects.

was rare”, The 5-year survival rate of CRC patients with
liver metastasis is reported to be less than 20%!". The
eatly detection and control of liver metastasis is therefore
an important goal for the successful treatment of CRCs.

A-TI has multiple physiological effects mediated by
the activation of the ATR1. These include vasoconsttic-
tion, inflammation, and proliferation in cardiovascular and
neoplastic tissues'”. ATR1 intracellular signaling pathways
produce diverse effects, including activation of protein
kinase C, angiopoietin 2, vascular endothelial growth
factor (VEGF), VEGF receptors, fibroblast growth fac-
tor, platelet-derived growth factor, transforming growth
factor-beta, epidermal growth factor, nitric oxide synthase,
and metalloproteinase™”. These properties enhance colon
carcinogenesis and disease progression.

We have experimentally confirmed the protumor ef-
fect of angiotensin by studying the effects of A-II on
cell growth, invasion, and apoptosis in several CRC-
derived cell lines”. A-TI enhances cell growth and 7z
vitro invasion into type IV collagen and reduces apoptosis
in a dose-dependent manner. Reduction in hepatic an-
giotensinogen (ATG) production by knockdown with
cholesterol-conjugated antisense S-oligodeoxynucleotide
(S-ODN) suppressed liver metastasis of HT29 cells in
a nude mouse liver metastasis model. ATG-knockdown
mice had fewer and smaller metastatic foci with a lower
Ki-67 labeling index and reduced microvessel density,
compared to the control mice. Knockdown of renin or
chymase in HT29 cells also resulted in smaller and fewer
metastatic foci in the liver compared to the control. Fur-
thermore, examination of 121 CRC patients showed that
the serum A-II concentration is significantly associated
with advanced disease stage, especially liver metastasis.

ANGIOTENSIN ACTIVATION IN CRC CELLS

As described above, the ability of angiotensin activa-
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tion might be a prominent feature of cancer cell to ob-
tain the powerful tool for progression. The mechanism
of angiotensin activation in cancer is examined using
colorectal cancer cell lines'”. ATG is an inactive pre-
cursor of A-TI (Figure 1), and has no effect on cancer
cells prior to conversion to A-II. Effects of ATG on
cell growth, invasion, and apoptosis were examined in
HT29 cells. Interestingly, ATG enhanced cell growth,
in vitro invasion, and anti-apoptotic survival in HT29
cells in a dose-dependent manner in a similar fashion
to A-II. This finding suggests that the HT29 cells have
an endogenous angiotensin-activating mechanism.

We then examined the expression of angiotensin-as-
sociated genes in HT29 cells'”. They express ATR1, but
not ATG or angiotensin I (A-I)-converting enzyme
(ACE). However, they express chymase, which possesses
an ACE-like activity. Renin is also expressed in HT29
cells, and a renin inhibitor abrogates the production of
both A- 1 and A-II. A chymase inhibitor suppresses the
production of A-II but not that of A-1.In contrast, an
ACE inhibitor does not affect the production of A-1 or
A-TI in HT29 cells. Thus, A-1I is produced from ATG
by renin and chymase in HT29 cells. Chymase, tonin, and
cathepsin G all possess an ACE-like activity, which can
be used as a substitute for ACE (Figure . Cathepsin
D is responsible for producing A- I from ATG in car-
diac myocytes, fibroblasts, and vascular smooth muscle
cells in place of renin™. However, the CRC cells in this
study did not express cathepsin D. Chymase expression
1s associated with hypoxia or ischemia in the human left
cardiac ventricle”; it is not associated with hyperglyce-
mia in CRC cells'.

MAS1
MAST is a receptor of an A-II derivative produced by ACE
2-angiotensin 1-7 (A1-7), and has similar physiological ef-

fects to anti-A-II, including vessel dilation and reduction

December 10, 2012 | Volume 3 | Issue 12 |
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of blood pressure (Figure 1)[10]. We examined the role of
MAST in CRC and in invasive ductal carcinoma (IDC) of
the breast", MAS1 was not detected by immunohisto-
chemistry in either CRCs or the normal colon mucosa. In
contrast, normal mammary lobules and ducts expressed
MAST at high levels, although MAS1 expression was at-
tenuated in all IDCs. Of particular note was the greatly
reduced MAS1 expression in scirthous-type IDCs com-
pated to other types. The decrease in MAS1 expression
was associated with lymph node metastasis but not T fac-
tor, grade, or the status of the estrogen or progesterone
receptor. The decrease in MAS1 expression was inversely
associated with human epidermal growth factor receptor
2 (HER2) expression. Using a mouse breast cancer cell
line, BALB-MC, which expresses MAST, cell growth and
in vitro invasion were examined. A1-7 treatment inhibited
growth and invasion of BALB-MC cells, which were abro-
gated by MAST knockdown. MAST intracellular signaling
involves Akt phosphorylation, protein kinase C activation,
and mitogen-activated protein kinase inhibition"”. These
findings suggest that MAS1 might act as an inhibitory
regulator of both normal breast tissue and breast cancer.

CcD10

CD10, also known as common acute lymphoblastic leuke-
mia antigen (CALLA), is a characteristic marker of various
subgroups of B-cell type acute lymphocytic leukemia!™>'¥,
It is a zinc-dependent membrane metalloendopeptidase
(also referred to as neutral endopeptidase (EC 3.4.24.11),
enkephalinase, or neprilysin)m. CD10 is expressed in
CRC and is associated with CRC metastases, especially
liver metastasis™' ™', Met-enkephalin (MENK) is a high-
affinity substrate of CD10"™" Tt is produced by hepato-
cytes under conditions of cellular stress, such as hepatitis,
bile stasis, and liver metastasis' . MENK inhibits tumor
growth and the establishment of metastatic foci®. CD10-
positive CRC cells degrade MENK and escape from
MENK-induced tumor suppressionlzzj. CD10 possesses a
weak affinity to A- I *; however, CD10 shows A- I -de-
grading activity but not the A- I -converting activity. The
degradation of A-1 produces Al-7, a MAST ligand. As
discussed above, MAST is not expressed in CRCs. CD10-
induced A1-7 does not affect CRC progression.

DIABETES AND THE RENIN/ANGIOTEN-
SIN SYSTEM

Diabetes mellitus is a common problem in countries adopt-
ing the Western lifestyle. Several epidemiological studies
have shown an association between type 2 diabetes and
the risk of colorectal, pancreatic, breast, liver, gastric,
and endometrial cancer™. The risk of malignancies is
increased at earlier stages in cases of abnormalities in
glucose metabolism, and there is a linear relationship
between cancer risk and plasma insulin levels”. With
regard to CRCs, a meta-analysis of 15 studies, involving
a total of 2593 935 participants, showed that diabetes is
associated with an increased risk of CRC [relative risk,

K

Gz
Raishideng®

WJCO | www.wjgnet.com

152

1.30; 95% confidence interval (CI), 1.20-1.40]. Diabetes
is also associated with CRC mortality (relative risk, 1.20;
95% CI, 1.05-1.50)*”. High glycated hemoglobin (HbA1c)
levels are also associated with an increased risk of CRC
(odds ratio, 1.57; 95% CI, 0.94-2.60)*". Several studies
have demonstrated that hyperinsulinemia, elevated levels
of C-peptide, elevated body mass index, high levels of in-
sulin growth factor-1, low levels of insulin growth factor
binding protein-3, high leptin levels, and low adiponectin
levels are involved in carcinogenesism. Increased blood
concentrations of insulin and insulin-like growth factor
are particularly important in enhancing the risk of CRC?,
However, a detailed understanding of how diabetes might
increase the risk of CRC is still lacking,

We examined the expression of renin in HT29 and
CT26 cells in association with changing glucose concen-
tration. When the medium contained 100 mg/dL glu-
cose, renin protein was detected in HT29 cells but not in
CT26 cells. When the medium contained glucose at 200
mg/dL or more, the expression of renin increased with
increasing glucose concentration in a dose-dependent man-
ner in both cell lines. CT26 cells also expressed chymase
but not ACE, in a similar manner to HT29 cells. These
findings suggest then that the CRC cells activate angio-
tensin when exposed to high glucose concentrations.

In the hyperglycemic mice fed with a high-glucose diet,
the size, number, Ki67 labeling index, and microvessel
density of the liver metastatic foci were greater than those
in the normoglycemic mice fed with the control diet.
Clinical studies have suggested that a similar situation ex-
ists in patients. In the examination of 121 CRC patients,
the tumor renin concentration correlated with HbAlc lev-
els and the tumor A-II concentration correlated with the
tumor renin concentration. Moreover, high blood HbAlc
levels are associated with a higher incidence of liver me-
tastasis in diabetes cases but not non-diabetes cases. In
cardiac fibroblasts, a high concentration of glucose signifi-
cantly increases intracellular A-II levels by increasing the

intracellular levels of renin™.

A-1I AND LIVER METASTASIS OF

COLORECTAL CANCER

The A-TI precursor, ATG is mainly produced in hepato-
cytes””. We confirmed that CRC cells possessing angio-

tensin-activating ability establish liver metastasis because
they can produce abundant A-1I from AGT in the liver!®.
To examine the prometastatic effect, CRC cells with
angiotensin-activating ability were used in the mouse liver
metastasis model. We suppressed AGT production in the
mouse liver by using pro-AGT antisense S-ODN, which
significantly suppressed the liver metastasis of CRC cells.
Thus, CRC cells with angiotensin-activating ability are
more likely to form liver metastasis. In CRC cases, A-1I is
associated with renin concentration in primary tumors'”.
Thus, high levels of A-II in primary CRC tissues, which
indicates the potential to activate angiotensin in CRC cells,
was associated with a high frequency of liver metastasis.

December 10, 2012 | Volume 3 | Issue 12 |



The A-TI concentration in primary CRC tissues may be a
good marker for liver metastasis.

ANGIOTENSIN-TARGETING THERAPY
FOR COLORECTAL CANCER

The renin/angiotensin-activating system is recognized as

an important molecular target for CRC prevention and
treatment. Several inhibitors of the renin/angiotensin-
activating system suppress cancer development, cancer
cell growth, angiogenesis, and metastasis™ " Y. Inhibi-
tors of the renin-angiotensin system are widely used to
treat hypertension. We have shown that some anti-angio-
tensin agents, inhibitors of renin and chymase, suppress
liver metastasis of CRCs"*”!. In addition, ACE inhibitors
and/or A-TI receptor blocker (ARB) have been reported
to improve disease prognosis or progression in pancre-
atic and urogenital cancer™.

We have also examined the combined effect of anti-
angiotensin treatment and hypoglycemic treatment”™. In
a streptozotocin-induced BALB/c mouse diabetes mod-
el fed a high-calorie diet, the blood sugar level increased
and was associated with increasing size and number of
CT26 cell liver metastases. In this diabetes mouse model,
we examined the effect of concurrent hypoglycemic
and anti-angiotensin treatments” . Insulin and gliclazide
(sulfonylurea) were administered with or without a renin
inhibitor (aliskiren) to the liver metastasis mouse model
fed a high-calorie diet and treated with streptozotocin
injection. Treatment with insulin and gliclazide resulted
in lower blood sugar levels compared to that in the un-
treated mice. The mice treated with insulin or gliclazide
showed a decrease in the number of metastatic foci and
improved survival compared to the untreated mice. Con-
current treatment with anti-angiotensin using aliskiren
or captopril ARB and hypoglycemic agents (insulin or
gliclazide) resulted in lower serum A-II concentration,
fewer metastatic foci, and longer survival compared to
the untreated mice or the mice treated with hypoglyce-
mic agents alone. Combined treatment with anti-angio-
tensin and hypoglycemic agents showed a synergistic in-
hibitory effect on liver metastasis. The mice treated with
the combination showed suppression of liver metastasis
and improved survival, equal to that of the control mice.

Given that the association between hyperglycemia
and liver metastasis in colon cancer is a result of renin
upregulation, diabetes status is likely to be a risk fac-
tor for liver metastasis. Control of blood sugar could,
therefore, be important in preventing liver metastasis in
colon cancer patients. The use of anti-angiotensin treat-
ment and blood sugar control as a baseline management
for colon cancer patients with diabetes deserves to be
examined in clinical trials in order to establish whether it
helps in the prevention of liver metastasis (Figure 1).

CONCLUSION

As described above, the angiotensin activation is a pivotal
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feature of colorectal cancer for disease progression and
liver metastasis. The angiotensin blockade and blood sugar
control are hopeful tools for suppressing the liver metas-
tasis of colorectal cancer. These treatments are provided
commonly to patients of the hypertension and diabetes in
an effective and safe manner. For CRC patients, especially,
in their postoperative status, the angiotensin blockade and
blood sugar control are relevant to prevent the liver me-
tastasis in addition to the anti-cancer chemotherapy.
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We discuss an extremely rare case of ganglioneu-
roblastoma arising within a retroperitoneal mature
cystic teratoma. Radiological examinations showed a
cystic tumor sandwiched between the pancreas and
left kidney. Surgery was scheduled because the tumor INTRODUCTION

seeme_d to have originated from _the pancreas. En-block Malignant transformation of mature cystic teratoma
resection of the tumor with distal pancreatectomy, (MCT) is a rare complication occurring in approximately
splenectomy, and left -adrenalectomy was perform_ed. 1%-3% of patients with MCT!. Although any of the
In terms of macroscopic appearance, the tumor mainly
consisted of a unilocular cystic mass, but the presence
of a smaller, solid mass was also noted within the tu-
mor. Histopathologic examination confirmed that the
cystic mass was consistent with a mature cystic tera- R : )
toma of the retroperitoneum, and in addition, a gan- carcinoid tumort, adenocarcinoma, basal cell carcinoma,
glioneuroblastoma was evident in the solid component. ~ adenosquamous carcinoma, thyroid carcinoma, seba-
Histopathologically, the ganglioneuroblastomatous area ~ ceous catcinoma, malignant melanoma, sarcoma, and
was intimately associated with dermoid tissue of the  neuroectodermal tumor'. Ganglioneuroblastoma (GNB)
mature cystic teratoma, thus this case was diagnosed is a primary malignant tumor with neuroendocrine dif-

constituent tissues of a teratoma has the potential to
undergo malignant transformation, squamous cell car-
cinoma is the most commonly associated malignancym.
Other reported malignancies arising in MCT include
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Kidney

Figure 1 Abdominal ultrasonography showed a low-echoic mass sand-
wiched between the pancreas and left kidney, measuring 55 mm in its great-
est diameter (arrows).

ferentiation, and is rarely seen in adults”. We treated a
retroperitoneal MCT with ganglioneuroblastomatous
transformation. To the best of our knowledge, this type
of malignant transformation has never been reported in
the international medical literature. We therefore present
herein the clinicopathological findings of this extremely
rare case.

CASE REPORT

A 55-year-old woman with a history of chronic hepatitis
C infection presented to another hospital complain-
ing of abdominal pain, general fatigue, and weight loss.
Pertumbilical tenderness was elicited on abdominal pal-
pation, and laboratory data revealed liver dysfunction.
Abdominal ultrasonography showed a low-echoic mass
between the pancreas and left kidney measuring 55 mm
in its greatest diameter (Figure 1). A primary pancreatic
tumor was suspected and the patient was admitted to our
hospital for further investigation. Abdominal computed
tomography (CT) revealed the cystic tumor to have a
thin wall with calcification, and to be accompanied by a
solid component (Figure 2). The tumor seemed to have
originated from the pancreatic body and to be in contact
with the left adrenal gland. The liver dysfunction was
thought to be the result of hepatitis C and improved
with conservative treatment. The serum concentrations
of the tumor markers carcinoembryonic antigen, car-
bohydrate antigen 19-9, s-pancreas-1 antigen, and Duke
pancreatic monoclonal antigen type 2 were within nor-
mal ranges. Endoscopic retrograde cholangiopancrea-
tography demonstrated a normal main pancreatic duct
which did not communicate with the cystic tumor. Celiac
arteriography did not show any tumor staining, and ma-
jor vessels such as the portal vein, superior mesenteric
vessels, and splenic vessels were not invaded or encased.
We strongly suspected a pancreatic neoplasm such as
mucinous cyst neoplasm and therefore scheduled the pa-
tient for surgery.

At surgery, after the gastrocolic omentum was dis-
sected away from the transverse colon, the tumor was
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Figure 2 Abdominal computed tomography demonstrated a unilocular
cystic tumor that appeared to be situated in the pancreas and contact
with the left adrenal gland (arrowhead). The tumor had a thin wall with calci-
fication, and a solid component was apparent (arrow).

palpated in the pancreatic body to tail. It seemed to be
mainly situated in the posterior wall of the pancreas, and
to have expanded into the retroperitoneal space, with
involvement of the left adrenal gland. We therefore per-
formed en-block RO resection of the tumor with distal
pancreatectomy, splenectomy, and left adrenalectomy.

Although intraoperative findings suggested that the
pancreatic tumor involved the left adrenal gland, macro-
scopic examination of the surgical specimen revealed that
the tumor was, in fact, separated from the pancreas by
a fibrous tumor membrane. The tumor was a unilocular
mass with an intact smooth capsule and measured 10 cm X
4 ¢cm in diameter. Examination of the cut surface of the
tumor indicated that this unilocular cyst was filled with
homogenous, grayish, creamy fluid and contained hair
and cheesy sebaceous material. On further examination,
part of the tumor consisted of a solid mass measuring 3
cm X 2.5 cm in diameter, which was in contact with the
left adrenal gland (Figure 3A and B).

Microscopically, sections from areas of the cyst wall con-
tained squamous epithelium, hair follicle, and sebaceous
glands. No immature elements were identified. These find-
ings were consistent with a mature cystic teratoma. The
solid component noted macroscopically, however, was
histologically diagnosed as ganglioneuroblastoma. Positive
immunohistochemical staining in this solid area for S-100
protein, neurofilament protein, and synaptophysin also sup-
ported this diagnosis. The area of ganglioneuroblastoma
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Figure 3 The schema shows the macroscopic appearance of the resected
specimen. A: The cystic tumor (circled in blue) was separated from the pan-
creas by a fibrous tumor membrane; B: The tumor measured 10 cm x 4 cm in
diameter and was filled with homogenous, grayish, creamy fluid. This tumor
also had a solid component measuring 3 cm x 2.5 cm in diameter adjacent to
the left adrenal gland.

was Intimately associated with the mature cystic teratoma.
Thus, the final diagnosis was ganglioneuroblastoma arising
in retroperitoneal mature cystic teratoma. And en-block RO
resection of the tumor was obvious histopathologically (RO
resection indicates a microscopically margin-negative resec-
tion, in which no gross or microscopic tumor remains in
the primary tumor bed") (Figure 4).

The patient made an uneventful postoperative recov-
ery and was discharged from hospital on the 19th post-
operative day. She received neither adjuvant chemother-
apy nor radiation therapy. Three years and ten months
after the operation, she was in good health with no signs
of recurrence.

DISCUSSION

Teratomas are uncommon neoplasms comprised of mixed
dermal elements derived from the three germ cell layers.
While the majority of teratomas are congenital and pres-
ent in the ovaries of adolescent females and in the testes
of young men, 1%-5% are found in extragonadal sites!.
At week 4 of gestation, germ cells capable of differenti-
ating to form tissue components of the three germ lay-
ers migrate down the fetal midline to reach the gonads.
During this embryological migration, some of the cells
can arrest and survive in an extragonadal location, main-
ly at mid-line sites, explaining why a few teratomas are
found at these sites. The most frequent extragonadal site
is the anterior mediastinum, followed by the retroperito-
neum, sacrococcygeal, and intracranial regions™. Of the
extragonadal teratomas, primary retroperitoneal terato-
mas are most commonly found in children and young
adults” and the male to female ratio for this tumor is
1:2", In many cases, retroperitoneal teratomas are me-
tastases from the testes or ovaries, so it is important to
distinguish true primary retroperitoneal teratomas from

such metastatic lesions"™.
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Figure 4 Histopathologic findings of the tumor. A: Benign squamous
epithelium surrounding the cystic area (right lower part of figure) and ganglio-
neuroblastoma components (left upper part of figure) were adjacent and closely
apposed to each other; B: Microscopic view of the mature, benign part of the
ganglioneuroblastoma, showing ganglion cells and nerve fibers (hematoxylin
and eosin, x 200); C: the malignant part of the ganglioneuroblastoma com-
posed of neuroblasts (hematoxylin and eosin, x 200).

Teratomas are classified on the basis of their histopath-
ologic findings and can be divided into two categories-
mature and immature-which contain adult and embry-
onic type tissues, respectivelym. Microscopically, MCTs
are usually unilocular cysts containing tissue derived from
all three germ cells, and may contain teeth, bone, and
neural tissue'”. The term teratoma with malignant trans-
formation (TMT) refers to an existing MCT that gives
rise to a malignant tumor; this is a rare event, occurring
in approximately 1%-3% of all such lesions'". Primary
retroperitoneal TMT is even rarer, with fewer than 20
cases reported in the literature”. Risk factors for malig-
nancy in MCT include age over 45 years, tumor diameter
greater than 10 cm, and rapid growth'”. The most com-
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mon malignancy has been reported as squamous cell
carcinoma because many MCTs contain large amounts
of squamous epithelium. However, although rare, other
types of malignancies can occur within MCT: these
include carcinoid tumor, adenocarcinoma, basal cell car-
cinoma, adenosquamous carcinoma, thyroid carcinoma,
sebaceous carcinoma, malignant melanoma, sarcoma,
and neuroectodermal tumor!".

The preoperative diagnosis of retroperitoneal MCT
may be aided by visualization of fluid, fat, soft tissue,
and calcification in the tumor with both cystic and solid
components on CT". However, retroperitoneal MCT
can be confused with various neoplasms as in the pres-
ent case. Moreover, preoperative diagnosis of TMT is
virtually impossible. Definitive diagnosis is made follow-
ing surgical resection and histopathologic evaluation®.

GNB is a primary malignant tumor of the sympa-
thetic nervous system and generally considered a disease
of eatly childhood that rarely occurs in adulthood”, GNB
generally has a favorable prognosis, with no deaths from
recurrence having been reported after complete resection.
Nonetheless, this neoplasm is undoubtedly malignant,
because most cases with distant metastasis die within 1
yearm. This tumor, being of sympathetic-cell origin, can
arise in various locations: in cervical, mediastinal, adrenal,
and retroperitoneal locations in ascending order of fre-
quency[gl. Similarly, GNB may arise when the sympathetic-
cell component of MCT undergoes malignant transfor-
mation. In the present patient, the MCT most likely un-
derwent malignant transformation toward the formation
of GNB, although the pathogenic mechanism of TMT
is not clearly understood. To the best of our knowledge,
GNB arising within a MCT has never been reported. This
unique case report suggests that sectioning of the entire
MCT for histologic evaluation is indispensable to avoid
missing a malignant tumor within the lesion. Because of
the rarity of malignancies arising from MCT, there is no
general agreement about the optimal treatment or prog-
nostic factors of such tumors. In the present case, we as-
sumed that, as for any GNB, complete excision would be
associated with better survival.
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In this case, the distinction between MCT with gan-
glioneuroblastomatous transformation versus collision
tumors is of academic interest. Collision tumors occur
when two different malignancies arise metachronously
in the same organ. Although they are in contact at one
point, for the most part the two lesions are separate
from each other. In this reported case, however, the area
of GNB was intimately associated with the MCT, which
may rule out the diagnosis of collision tumor.

In conclusion, we reported an extremely rare case of
ganglioneuroblastoma arising in a mature cystic teratoma.
GNB without distant metastasis and for which radical re-
section is performed is reported to have a good prognosis.
In the present case, we anticipated a favorable prognosis
because complete resection was accomplished. However,
because the nature of GNB arising within MCT' remains
unclear, further careful follow-up is warranted.
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published, as well as evaluating research performance and academic
levels. So, to realize these desired attributes of WJCO and create a
well-recognized journal, the following four types of personal benefits
should be maximized. The maximization of personal benefits refers
to the pursuit of the maximum personal benefits in a well-considered
optimal manner without violation of the laws, ethical rules and the
benefits of others. (1) Maximization of the benefits of editorial board
members: The primary task of editorial board members is to give a
peer review of an unpublished scientific article # online office sys-
tem to evaluate its innovativeness, scientific and practical values and
determine whether it should be published or not. During peer review,
editorial board members can also obtain cutting-edge information in
that field at first hand. As leaders in their field, they have priority to
be invited to write articles and publish commentary articles. We will
put peer reviewers’ names and affiliations along with the article they
reviewed in the journal to acknowledge their contribution; (2) Maxi-
mization of the benefits of authors: Since WJCO is an open-access
journal, readers around the world can immediately download and
read, free of charge, high-quality, peer-reviewed articles from WJCO
official website, thereby realizing the goals and significance of the
communication between authors and peers as well as public reading; (3)
Maximization 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, theories, methods, results,
conclusion or facts and data of pertinent literature so as to validate
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) Maximiza-
tion 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 strength-
ening our team cultivation and construction so that every employee,
in an open, fair and transpatrent environment, could contribute their
wisdom to edit and publish high-quality articles, thereby realizing the
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maximization of the personal benefits of editorial board members,
authors and readers, and yielding the greatest social and economic
benefits.

Aims and scope

The aim of WJCO is to report rapidly new theories, methods and
techniques for prevention, diagnosis, treatment, rehabilitation and
nursing in the field of oncology. W]CO covers etiology, epidemiology,
evidence-based medicine, informatics, diagnostic imaging, endoscopy,
tumor recurrence and metastasis, tumor stem cells, radiotherapy, che-
motherapy, interventional radiology, palliative therapy, clinical chemo-
therapy, biological therapy, minimally invasive therapy, physiotherapy,
psycho-oncology, comprehensive therapy, oncology-related traditional
medicine, integrated Chinese and Western medicine, and nursing,
WJCO covers tumors in vatious organs/tissues, including the female
reproductive system, bone and soft tissue, tespiratory system, urinary
system, endocrine system, skin, breast, nervous system, head and
neck, digestive system, and hematologic and lymphatic system. The
journal also publishes original articles and reviews that report the re-
sults of applied and basic research in fields related to oncology, such
as immunology, physiopathology, cell biology, pharmacology, medical
genetics, and pharmacology of Chinese herbs.

Columns

The columns in the issues of WJCO will include: (1) Editorial: To
introduce and comment on major advances and developments in the
field; (2) Frontier: To review representative achievements, comment
on the state of current research, and propose directions for future
research; (3) Topic Highlight: This column consists of three formats,
including (A) 10 invited review articles on a hot topic, (B) a commen-
tary on common issues of this hot topic, and (C) a commentary on
the 10 individual articles; (4) Observation: To update the development
of old and new questions, highlight unsolved 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 treat-
ment; (7) Review: To review systemically 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 oncology; (9) Brief Articles: To
briefly report the novel and innovative findings in oncology; (10) Case
Report: To report a rare or typical case; (11) Letters to the Editor:
To discuss and make reply to the contributions published in I]CO,
or to introduce and comment on a controversial issue of general
interest; (12) Book Reviews: To introduce and comment on quality
monographs of oncology; and (13) Guidelines: To introduce consen-
suses and guidelines reached by international and national academic
authorities worldwide on the research oncology.

Name of journal
World Journal of Clinical Oncology
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ISSN 2218-4333 (online)

Editor-in-chief

Stuart K Calderwood, PhD, Associate Professor, Director
Molecular and Cellular Radiation Oncology, Department of
Radiation Oncology, Beth Israel Deaconess Medical Center,
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SPECIAL STATEMENT

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

Biostatistical editing

Statisital 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 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
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, I/7JCO requires authors of all papers to declare any compet-
ing commercial, personal, political, intellectual, or religious interests
in trelation to the submitted work. Referees are also asked to indi-
cate any potential conflict they might have reviewing a particular
paper. 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 otganizations], and has received tesearch 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 Wotld Medical Association (Declaration of Helsinki, 1964, as
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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 Clini-
cal 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 accompa-
nied 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 An-
tiqua with ample margins. Number all pages consecutively, and start
each of the following sections on a new page: Title Page, Abstract, In-
troduction, Materials and Methods, Results, Discussion, Acknowledge-
ments, References, Tables, Figures, and Figure Legends. Neither the
editors nor the publisher are responsible for the opinions exptessed by
contributors. Manuscripts formally accepted for publication become
the permanent property of Baishideng Publishing Group Co., Lim-
ited, 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
manusctipts. Authors should follow the relevant guidelines for the care
and use of laboratory animals of their institution or national animal
welfare committee. For the sake of transparency in regard to the per-
formance and reporting 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://wwwclinicaltrials.
gov sponsored by the United States National Library of Medicine and
we encourage 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 se-
crecy of research is protected.

Authors should retain one copy of the text, tables, photographs
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 during mailing;

Online submissions

Manuscripts should be submitted through the Online Submission
System at: http://www.wjgnet.com/esps/. Authors are highly
recommended to consult the ONLINE INSTRUCTIONS TO
AUTHORS (http://www.wjgnet.com/2218-4333/¢_info_
20100722172206.htm) before attempting to submit online. For
assistance, authors encountering problems with the Online Submi-
ssion System may send an email describing the problem to wico@
wijgnet.com, or by telephone: +86-10-85381892. If you submit your
manuscript online, do not make a postal contribution. Repeated
online submission for the same manuscript 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
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typed in 1.5 line spacing and 12 pt. Book Antiqua with ample margins.
Style should conform to our house format. Required information for
each of the manuscript 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 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-
thors 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
Medical College, Chengde 067000, Hebei Province, China. One au-
thor 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
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
supportive 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 IWJCO, 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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Instructions to authors

Abstract

There are unstructured abstracts (no less than 256 words) and
structured abstracts (no less than 480). The specific requitements
for structured abstracts are 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: 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. The main text format of these sections, editorial,
topic highlight, case report, letters to the editors, can be found at:
http://www.wignet.com/2218-4333/¢_info_listhtm.

Hlustrations

Figures should be numbered as 1, 2, 3, ¢#., and mentioned clearly
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.wignet.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.
wignet.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 GrLllete 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, 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 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
'E, °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, O, A, A\, e« 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 squate 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!"”**Y 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.
otg/SimpleTextQuery/, 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 S, Jung E Evaluation of quantitative con-
trast harmonic imaging to assess malignancy of liver tumors:
A prospective controlled two-center study. World | Gastroenterol
2007; 13: 6356-6364 [PMID: 18081224 DOI: 10.3748/wjg13.
6350]

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

2 Lin GZ, Wang X7, 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 Natl 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
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v

PMCID:2516377 DOI:10.1161/01.HYP.0000035706.28494.
09]

Both personal anthors and an organigation as author

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 anthor given

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

Lssue 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. HRS.A
Careaction 2002; 1-6 [PMID: 12154804|

Books

Personal author(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 serial online, 1995-01-03, cited 1996-06-05;
1(1): 24 screens. Available from: URL: http://www.cde.gov/
ncidod/eid/index.htm

Patent (list all authors)

16 Pagedas AC, inventor; Ancel Surgical R&D Inc., assi-
gnee. 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 I (in italics), chi square test as
y’ (in Greek), related coefficient as 7 (in italics), degree of freedom
as v (in Greek), sample number as 7 (in italics), and probability as P (in

italics).
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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 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, ex. Arabic
numetrals 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.wjgnet.com/2218-4333/
g info_20100723153305.htm.

Abbreviations

Standard abbreviations should be defined in the abstract and on first
mention in the text. In general, terms should not be abbreviated
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: # time or temperature, ¢ concentration, 4 area, /length,
m mass, 17 volume.

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

Restriction enzymes: EcwRI, Hindl, BawHI, Kbo 1, Kpn 1, ete.

Biology: H. pylori, E coli, ete.

Examples for paper writing
Editorial: http://www.wjgnet.com/2218-4333/g_info_201007
23140942.htm

Frontier: http://www.wjgnet.com/2218-4333/¢_info_201007
23141035.htm

Topic highlight: http:/ /www.wjgnet.com/2218-4333/¢_info_2010
0723141239 .htm

Observation: http://www.wignet.com/2218-4333/¢_info_201007
23141532.htm

Guidelines for basic research: http:/ /wwwwijgnet.com/2218-4333/
g _info_20100723142040.htm

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

Review: http://www.wjgnet.com/2218-4333/g_info_201007
23145519.htm

Original articles: http://wwwwignet.com/2218-4333/¢_info_2010
0723145856.htm

Brief articles: http://www.wjgnet.com/2218-4333/¢_info_201007
23150253.htm

Case report: http://wwwwijgnet.com/2218-4333/¢_info_201007
23150420.htm

Lettets to the editor: http://wwwwjgnet.com/2218-4333/¢g_info_
20100723150642.htm

Book reviews: http://wwwwignet.com/2218-4333/¢_info_201007
23150839.htm
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Instructions to authors

Guidelines: http://www.wijgnet.com/2218-4333/¢_info_201007
23150924.htm

SUBMISSION OF THE REVISED
MANUSCRIPTS AFTER ACCEPTED
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