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Core tip: We reported a case of treatment with electro-
Abstract chemotherapy (ECT) for a metastatic skin cancer in a
patient with a complex cardiological history. The safety
of the treatment was demonstrated by absence of side
effects during and after ECT.

Electrochemotherapy (ECT) is a recently described
therapy that relies on the permeation of cancer cell
membranes by electrical pulses to enhance cytotoxic
drug penetration. It has been successfully used in
the treatment of primary and metastatic skin cancer.
Systemic chemotherapy is the most commonly used
therapeutic strategy, and the prevailing orientation
calls for the administration of the maximum tolerated
dose; however, considerable limitations exist including
toxicities to healthy tissues and low achievable drug
concentrations at tumor sites. We reported a case of an
83-years-old patient with a laterocervical metastasis of
a squamous epidermoidal lip cancer. The patient had
a complex medical history and an implantable cardio-
verter defibrillator (ICD)/pace-maker. The lesion was lo- INTRODUCTION

calized in the supraclavicular right side with a distance Electrochemotherapy (ECT) is a therapeutic technique
from the pace-maker/ICD about 5 cm, but the nodule that relies on high-intensity electrical currents to revers-
was not deeply located. The ECT was performed un- ibly increase cell membrane permeability (electroporation)

Marandola M, Albante A, Quaglione R, Lucci C, Chiaretti M,
Tritapepe L. Electrochemotherapy and heart function: Treatment
in a patient with implantable cardioverter defibrillator/pace-
maker. Horld S Anestthesio/ 2013; 2(2): 14-17 Available from:
URL: http://www.wjgnet.com/2218-6182/full/v2/i2/14.htm DOI:
http://dx.doi.org/10.5313/wja.v2.i2.14
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and to enhance the penetration of cytotoxic drugs into
neoplastic cells".

Bleomycin sulphate has been successfully used in
combination with ECT in primary skin cancer, in the
treatment of metastases of melanoma and squamous
cell carcinoma, such as in Kaposi’s sarcoma’. ECT is
reported as an efficient and safe method, it causes only
minor side effects in the patients such as transient lesions
in areas in direct contact with the electrodes and acute
localized pain due to contraction of muscles next to the
electrodes. When tumor nodule is too large or is in the
neck the ECT is painful and needs general anesthesia.

Mali ¢ @/ studied the effects of ECT of tumors lo-
cated close to the heart and they examined the influence
of electroporation pulses on functioning of the heart of
human patient by analyzing the electrocardiogram. They
found no arrhythmias or other pathological morphologi-
cal changes during the application of electrical pulses and
the only demonstrated effect was a transient R-R interval
decrease.

Mir ef al¥ defined the standard operating procedures
in order to safely and conveniently treat by ECT patients
with cutaneous and subcutaneous nodules. In the section
“patient selection” the authors covered the criteria that
must be checked during the pre-inclusion visit for the
treatment by ECT and the presence of a pace-maker was
considered a precluding element for a treatment on the
anterior chest wall.

Here we present a case of 83-years-old male patient
with laterocervical metastasis of a squamous epidermoid-
al lip cancer, with an implantable cardioverter defibrillator

(ICD)/pace-maker undergoing to ECT.

CASE REPORT
A 83-years-old male (body weight: 71 kg; height: 168

cm) was admitted to our Ear Nose Throat Surgical Unit
for the ECT treatment of a laterocervical metastasis, a

massive lesion, measuring 43 mm in diameter, aching,
extended into the submandibular gland region, masseter
and platysma muscle. In 2010, the patient was operated
for a squamous epidermoidal lip cancer removal in the
same University Hospital. His medical history was sig-
nificant for a post-ischemic dilatative cardiomiopathy,
permanent atrial fibrillation, chronic renal failure and
chronic obstructive pulmonary disease. Past surgical his-
tory included: inguinal hernia repair in 1956, myocardial
revascularization and left ventricular aneurysmectomy in
1985, biventticular pace-maker/ICD implant in 2009 (St.
Jude Medical). In addition to oral anticoagulant therapy,
the usual treatment was: digoxin 0.125 mg 1 cp/die,
carvedilol 25 mg 1 cp X 2, perindopril arginine 10 mg 1
cp/die, candesartan cilexetil 8 mg 1 cp/die, furosemide
25 mg 1 cp X 3, metolazone 10 mg 1 cp/die, ezetimibe/
simvastatin 10/40 mg 1 cp/die, pantoprazol 40 mg 1 cp/
die, sertraline 50 mg 1 cp/die. Preoperative evaluation of
the patient revealed a good blood pressure control, mild
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dyspnoea, permanent atrial fibrillation. A trans thoracic
echocardiography showed global hypokinesia with a di-
lated left ventricle, aortic-mitral and tricuspidal regurgita-
tion, pulmonary arterial pressure of 50 mmHg and left
ventricular ejection fraction 35%. Chest X-ray revealed
cardiomegaly, ventilatory stripes and micronodular opaci-
ties with calcifications. A subsequent abdomen computed
tomography scan was positive for abdomen harvest fluid.
Laboratory data showed: haemoglobin 9.1 g/dL, hema-
tocrit 30.1%, red-blood-cells 3.35 X lOG/ML, creatinine
1.6 mg/dL, glycaemia 115.3 mg/dL, urea 111.5 mg/dL,
prothrombin time 54%, partial thromboplastin time 38.9
s, international normalized ratio 1.44. Other haematologi-
cal parameters were within the normal range.

The procedure was performed under general anesthe-
sia. The patient was considered in class Il of American
Society of Anesthesiologists physical status classifica-
tion” and showed predictive elements of a difficult
airway (Mallampati score III, a reduced extent of the
mouth opening and a reduced motility of the neck with
a flexion-extension angle < 90°). After the positioning
of a large-diameter /v cannula, the patient was moni-
tored (SpO:z, EKG, non-invasive blood pressure) and a
magnet was placed on the ICD (it was located near the
neoplastic mass < 10 cm). Two pads were applied and
connected to an external cardioverter/defibrillator unit.
We started the infusion of remifentanil 0.05-0.10 pg/ (kg®
min) (Ultiva 5 7» 5 mg, GlaxoSmithKline S.p.A., Verona,
Italy) and propofol (Propofol Ibi 1% 10 mg/mlL, Istituto
Biochimico Italiano, Milan, Italy), 2-3 mg/(kgeh) giving
supplemental oxygen through a nasal cannula at the rate
of 4 L/min. After 5 min and adequate atomization of
topical 4% lidocaine (Ecocain 10 g/100 mL spy, Molteni
Dental, Florence, Italy), we performed an awake fiber-
optic tracheal intubation. After the intubation, the induc-
tion of anesthesia was obtained with propofol (Propofol
Ibi 2% 20 mg/mL, Istituto Biochimico Italiano, Milan,
Italy) 1.5 mg/kg and cis-atracurium 0.1 mg/kg (Nimbex
2, GlaxoSmithKline S.p.A., Verona, Italy). Desflurane
5%-6% (Suprane, Baxter S.p.A, Rome, Italy) in a mix-
ture of oxygen/air (60%/40%) and remifentanil 0.1-0.2
ug/ (kgemin) was used for the maintenance of anesthesia
and a large oropharyngeal cannula was inserted in the
mouth to prevent tongue lesions during the electric puls-
es delivering. Five minutes after the induction, a needle
electrode (type I, six needles forming an hexagon and
one needle at its center with an 8 mm gap between them)
was inserted into the metastatic nodule and connected
to the electrical pulse generator (Cliniporator Vitae, Igea,
Modena, Italy) which generates square-wave electric pulse
of variable amplitude with 1-5000 Hz delivery frequen-
cies. In the same time, another operator administered 7»
bleomycin sulphate (TEVA API, LGM Pharma, Sicor
S.r.l. Milan, Italy) at a concentration of 1000 UL, 0.25 mL
(250 UTL)/cm’ slowly and, 8 min after, a run of 4 square-
wave electrical pulses (1000 V amplitude, 5000 Hz, 100
microseconds per pulse) was delivered. The procedure
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was repeated three times and the duration of ECT was
approximately of 40 min. Throughout the treatment all
parameters resulted stable and we didn’t observed com-
plications. At the end of ECT treatment we stopped the
infusion of remifentanil and the administration of des-
flurane, the patient returned rapidly to a spontaneous
breathing and the endotracheal tube was removed after
5 min. The patient was transferred to the post-anesthesia
care unit and was monitored for 24 h. The patient was
discharged from the hospital after the revision of the
pacemaker/ICD.

DISCUSSION

Recently the ECT was considered as part of strategies
for the control of cancer. This technique has been dem-
onstrated to be an effective and well-tolerated therapy for

cutaneous and subcutaneous lesions of different histo-
logical types with response rate of 80% and long lasting
complete responses of 70%". The present case report
illustrates the difficulty in the management for cancer
control in a patient with several organ dysfunctions.
Surgery, radiotherapy and chemotherapy are invasive
therapeutic approaches and are associated with significant
adverse effects and they was not suitable for our patient.
The pace-maket/ICD constituted another limit for
ECT. The American Society of Anesthesiologist pub-
lished an updated task force Practice Advisory in con-
junction with the Heart Rhythm Society in 2011 that
provides expert recommendations for perioperative man-
agement of patients with cardiac implantable electronic
devices'. According these notices, a magnet can be se-
cured over the pulse generator of an ICD to suspend the
arrhythmia detection function of the ICD and prevent
discharge. The main caveat to the routine use of magnets
to temporarily deactivate an ICD revolves around wheth-
er or not there is a possibility that the magnet response
of the ICD is programmed to ignore magnet application.
It depends on medical technology company and the kind
of device: some devices haven’t such an option and mag-
net application should reliably deactivate the device while
its removal reactivates it. Other devices have the option
of programming the magnet response to off, which un-
derscores the need to know how an implanted device is
programmed. Even when the ICD has been deactivated
by a magnet, its pacemaker function is not affected. In
patients with a Pacemaker the application of the magnet
has different consequences. Indeed when a magnet is se-
cured over the pulse generator, the device paces in asyn-
chronous mode (AOO, VOO, DOO), that is, the device
paces at a frequency higher than the patient’s spontane-
ous. In asynchronous pacing if the patient is not entirely
pmk-dependent, a parasystolic rhythm given by the spon-
taneous activity could occur and it’s likely to compete
with the rhythm stimulated by the device. A stimulus
delivered during the vulnerable period of a spontancous
cycle could lead to a dangerous arrhythmia. Although this
possibility is rare and avoided thanks to a higher pacing
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rate, it should be evaluated from time to time what is
the management more appropriate for each individual
patient"”.

An increased probability for electroporation pulses
interfering with the heart function is present. In recently
published studies on non-thermal irreversible electro-
poration, different minor and major hemodynamic and
cardiologic changes due to unsynchronized irreversible
electroporation pulse delivery were reported, such as
systolic hypertension, supraventricular tachycardia, ven-
tricular tachycardia with pressure drop, ventricular fibril-
lation and changes in T wave!'’. Deodhar ¢7 al'"' showed
that unsynchronized irreversible electroporation pulses
delivered at less than or equal to 1.7 cm from the heart
provoked fatal events whereas pulses delivered more than
3 cm from the heart did not provoke any changes on the
electrocardiogram. On the other hand, they reported that
synchronized irreversible electroporation did not provoke
any events at more than 1.7 cm distance from the heart.

The lesion in our patient was localized in the cervical
right side with a distance from the pace-maker/ICD <
10 cm, but the nodule was not deeply located. The choice
to perform a general anesthesia was been dictated by the
clinical evaluation of the patient: tumor nodule with large
dimension, painful, unpleasant sensation during proce-
dure for muscle contraction in a patient with particular
cardiac conditions and better administration of oxygen
during the procedure. Our operating modalities, general
anaesthesia and ECT were performed without complica-
tions. The synchronization algorithm currently imple-
mented in Clinoporator Vitae device coupled with the
external triggering device AccuSync proved to be effec-
tive in preventing external stimulation of the heart during
the so-called vulnerable period of the ventricles. As a re-
sult all electroporation pulses in our study were delivered
outside the vulnerable period and no heart arrhythmias
or any other pathological morphological changes were
observed.

The safety of the treatment was demonstrated by ab-
sence of side effects during and after ECT.
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wotldwide on the research in anesthesiology.
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SPECIAL STATEMENT

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

Biostatistical editing

Statistical review is performed after peer review. We invite an 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
standatd 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, /A4 requires authors of all papers to declare any compet-
ing commercial, personal, political, intellectual, or religious interests
in relation to the submitted work. Referees are also asked to indi-
cate any potential conflict they might have reviewing a particular
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://wwwicmje.
org/ethical_4conflicts.html.

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

Statement of informed consent

Manuscripts should contain a statement to the effect that all human
studies have been reviewed by the appropriate ethics committee or it
should be stated 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 omitted. Authors
should also draw attention to the Code of Ethics of the World Medi-
cal Association (Declaration of Helsinki, 1964, as revised in 2004).

Statement of human and animal rights
When reporting the results from experiments, authors should follow
the highest standards and the trial should conform to Good 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
Trials) 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 wete 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
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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
for publication become the permanent property of Baishideng
Publishing Group Co., Limited, and may not be reproduced by any
means, in whole or in part, without the written permission of both
the authors and the publisher. We reserve the right to copy-edit and
put onto our website accepted manuscripts. Authors should follow
the relevant guidelines for the care and use of laboratory animals
of their institution or national animal welfare committee. For the
sake of transparency in regard to the performance and reporting of
clinical trials, we endorse the policy of the ICMJE to refuse to pub-
lish papers on clinical trial results if the trial was not recorded in a
publicly-accessible registry at its outset. The only register now avail-
able, to our knowledge, is http://www.clinicaltrials.gov sponsored
by the United States National Library of Medicine and we encour-
age 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 authot’s organization should
be provided with the contributed article to ensure the privacy and
secrecy of research is protected.

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

Online submissions

Manuscripts should be submitted through the Online Submission
System at: http://www.wjgnet.com/2218-61820ffice. Authors
are highly recommended to consult the ONLINE INSTRUC-
TIONS TO AUTHORS (http://www.wignet.com/2218-6182/
g_info_20100722180909.htm) before attempting to submit online.
For assistance, authors encountering problems with the Online
Submission System may send an email describing the problem
to wja@wignet.com, ot by telephone: +86-10-85381891. 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
typed in 1.5 line spacing and 12 pt. Book Antiqua with ample mar-
gins. Style should conform to our house format. Required informa-
tion for each of the 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 ICMJE, based on (1) substantial conttibu-
tions to conception and design, acquisition of data, or analysis and
interpretation of data; (2) drafting the article or revising it critically
for important intellectual content; and (3) final approval of the ver-
sion to be published. Authors should meet conditions 1, 2, and 3.

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

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

Peer reviewers: All articles received are subject to peer review.
Normally, three experts are invited for each article. Decision 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] A, reviewers of
accepted manuscripts will be announced by publishing the name,
title/position and institution of the reviewer in the footnote ac-
companying the printed article. For example, reviewers: Professor
Jing-Yuan Fang, Shanghai Institute of Digestive Disease, Shanghai,
Affiliated Renji Hospital, Medical Faculty, Shanghai Jiaotong Uni-
versity, 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 Univer-
sity, Chengdu, Sichuan Province, China.

Abstract

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

An informative, structured abstract should accompany each
manuscript. Abstracts of original contributions should be struc-
tured into the following sections: AIM (no more than 20 words;
Only the purpose of the study should be included. Please write the
Aim in the form of “To investigate/study/...”), METHODS (no
less than 140 words for Original Articles; and no less than 80 words
for Brief Articles), RESULTS (no less than 150 words for Original
Articles and no less than 120 words for Brief Articles; You should
present P values where appropriate and must provide relevant data
to illustrate how they were obtained, e.g. 6.92 £ 3.86 »s 3.61 + 1.67,
P <0.001), and 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.
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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/2218-6182/¢_info_listhtm.

Illustrations

Figures should be numbered as 1, 2, 3, e, and mentioned cleatly in the
main text. Provide a brief title for each figure on a separate page. Detailed
legends should not be provided under the figures. This part should be add-
ed into the text where the figures are applicable. Figures should be either
Photoshop or Hlustrator files (in tiff, eps, jpeg formats) at high-resolution.
Examples can be found at: http://wwwwignet.com/1007-9327/13/4520.
pdf; http://www.wignet.com/1007-9327/13/4554.pdf; http://
www.wjgnet.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 neces-
sary 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 .; Ci ;D s Er g B GeLLere 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 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 seties of P values, °P < 0.05 and “P < 0.01 ate 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
cutrve should be labeled with ®, o, m, O, A, /\, e, in a certain se-
quence.

Acknowledgments

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

REFERENCES
Coding system

The author should number the references in Arabic numerals ac-
cording to the citation order in the text. Put reference numbers in
square brackets in superscript at the end of citation content or after
the cited 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!””, Tf references are cited directly
in the text, they should be put together within the text, for example,
“From references"”**" we know that...”

When the authors write the references, please ensure that the
order in text is the same as in the references section, and also ensure
the spelling accuracy of the first author’s name. Do not list the same
citation twice.
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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/entrezedb=pubmed and http://www.crossref.org/Sim-
pleTextQuery/, 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 ini-
tial 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.13.539¢].

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 jonrnal article (list all authors and include the PNIID 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:
A prospective controlled two-center study. World | Gastroenterol
2007; 13: 6356-6364 [PMID: 18081224 DOI: 10.3748/wjg:13.
63506]

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

2 Lin GZ, Wang X7, Wang P, Lin |, Yang FD. Immunologic
effect of Jianpi Yishen decoction in treatment of Pixu-diar-
rthoea. Shijie Huaren Xiaohna Zaghi 1999; 7: 285-287

In press

3 Tian D, Araki H, Stahl E, Bergelson |, Kreitman M. Signature
of balancing selection in Arabidopsis. Proc Nat! Acad Sci USA
20006; In press

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

Both personal anthors and an organization as anthor

5  Vallancien G, Emberton M, Harving N, van Moorselaar R];
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]

Issue with no volume

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

No volume or issue

9 Outreach: Bringing HIV-positive individuals into care. HRSA
Careaction 2002; 1-6 [PMID: 12154804]
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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 F. 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.cdc.gov/
ncidod/eid/index.htm

Patent (list all authors)

16 Pagedas AC, inventor; Ancel Surgical R&D Inc., assignee. Flex-
ible 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 Xz
(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).

Units
Use SI units. For example: body mass, m (B) = 78 kg; blood pres-
sure, p (B) = 16.2/12.3 kPa; incubation time, t (incubation) = 96 h,
blood glucose concentration, ¢ (glucose) 6.4 = 2.1 mmol/L; blood
CEA mass concentration, p (CEA) = 8.6 24.5 ug/L; CO, volume
fraction, 50 mL/L CO,, not 5% CO,; likewise for 40 g/ formal-
dehyde, not 10% formalin; and mass fraction, 8 ng/g, ex. 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.wjgnet.com/2218-6182/
g_info_20100725073806.htm.

Abbreviations

Standard abbreviations should be defined in the abstract and on
first mention in the text. In general, terms should not be abbrevi-
ated unless they are used repeatedly and the abbreviation is helpful
to the reader. Permissible abbreviations ate 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 abbreviations, 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,
m mass, 17 volume.

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

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

Biology: H. pylori, E coli, ete.
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Examples for paper writing
All types of articles’ writing style and requirement will be found in the
link: http:/ /www.wjgnet.com/esps/NavigatonInfo.aspxrid=15

RESUBMISSION OF THE REVISED
MANUSCRIPTS

Please revise your article according to the revision policies of W[4
The revised version including manuscript and high-resolution image
figures (if any) should be te-submitted online (http://wwwwjgnet.
com/2218-6182office/). 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 wja@wignet.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.
wignet.com/2218-6182/g_info_20100723103456.htm.

Responses to reviewers

Please revise your article according to the comments,/ suggestions
provided by the reviewers. The format for responses to the reviewers’
comments can be found at: http://www.wignet.com/2218-6182/
g info_20100723102654.htm.

Proof of financial support
For paper supported by a foundation, authors should provide a
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copy of the document and serial number of the foundation.

Links to documents related to the manuscript

W]A will be initiating a platform to promote dynamic interactions
between the editors, peetr reviewers, readers and authors. After a
manuscript is published online, links to the PDF version of the
submitted manuscript, the peer-reviewers’ report and the revised
manuscript will be put on-line. Readers can make comments on
the peer reviewer’s report, authors’ responses to peer reviewers,
and the revised manuscript. We hope that authors will benefit from
this feedback and be able to revise the manusctipt accordingly in a
timely manner.

Science news releases

Authors of accepted manuscripts are suggested to write a science
news item to promote their articles. The news will be released rap-
idly at EurekAlert/AAAS (http://www.cutrekalert.org). The title for
news items should be less than 90 characters; the summary should
be less than 75 wotds; and main body less than 500 words. Science
news items should be lawful, ethical, and strictly based on your
original content with an attractive title and interesting pictures.

Publication fee

IWJA is an international, peer-reviewed, OA, online journal. Articles
published by this journal are distributed under the terms of the Cre-
ative Commons Attribution Non-commercial License, which permits
use, distribution, and reproduction in any medium, provided the origi-
nal work is propetly cited, the use is non commercial and is otherwise
in compliance with the license. Authors of accepted case report must
pay a publication fee. The related standards are as follows. Publication
fee: 600 USD per article; Reprints fee: 500 USD per 100 reprints, in-
cluding postage cost. Editorial, topic highlights, original articles, book
reviews and letters to the editor are published free of charge.
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