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Abstract

AIM: To assess the efficacy and safety of the combi-
nation of pegylated liposomal doxorubicin (PLD) and
carboplatin in patients with recurrent epithelial ovarian
carcinoma (ROC), following disease progression on
single agent PLD.

METHODS: An analysis of the medical records of 10
patients with ROC, treated in our institution with a
combination of PLD and carboplatin following progres-
sion on single-agent PLD therapy was performed. The
median age was 59.1 years (range, 45 to 77 years).
All diagnoses were histological-proven. Eight of the
10 patients were platinum-resistant. Following disease
progression on single-agent PLD treatment, carboplatin
area under the curve (AUC)-5 was added to PLD in all
10 patients. In order to assess disease status, Ca-125
was assessed before each PLD/carboplatin treatment.
Relative changes in Ca-125 values were calculated, and
response defined as a greater than 50% reduction in
Ca-125 from baseline. Radiographic studies were re-
evaluated and responses to therapy based on com-
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puter tomography (CT) scans carried out on a regular
basis every 2-3 mo in each patient. Statistical analysis
was performed using SPSS (V19).

RESULTS: A median of 10 cycles (range, 2-26) of
the carboplatin-PLD combination was given. Of the 10
treated patients, 6 had > 50% reduction in Ca-125 lev-
els from baseline, 4 of these had a partial response ac-
cording to Response Evaluation Criteria in Solid Tumors
(RECIST) criteria, and the other 2 patients had no
measurable disease. In a further 2 patients with a best
response of disease stabilization and < 50% reduc-
tion of Ca-125 levels, one had progression of disease
after 26 cycles, and the second progressed with brain
metastases following 12 cycles. Seven of the eight pa-
tients who were platinum-resistant showed evidence of
clinical benefit on carboplatin-PLD combination thera-
py; 5 of these had > 50% reduction in Ca-125 level, 4
also showed a partial response on CT scan. The treat-
ment was generally well-tolerated by the patients.

CONCLUSION: Addition of carboplatin to PLD, after
disease progression on single-agent PLD therapy, is
both effective and safe in patients with ROC, even in
those with Platinum-resistant disease.

© 2012 Baishideng. All rights reserved.

Key words: Pegylated liposomal doxorubicin; Carbopla-
tin; Ovarian cancerchemotherapy; Platinum-resistant
ovarian cancer; Platinum sensitive ovarian cancer

Peer reviewer: Xian-jun Fang, PhD, Associate Professor, De-
partment of Biochemistry and Molecular Biology, Virginia
Commonwealth University School of Medicine, 1101 E Mar-
shall Street, Richmond, VA 23298, United States
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INTRODUCTION

Upon clinical presentation, advanced-stage epithelial ovar-
ian carcinoma is frequently chemotherapy-sensitive ei-
ther before or after cytoreductive surgery, and response
rates to platinum-based therapy are generally in excess
of 80% with a pathological complete remission rate of
around 25%!", Regrettably, recurrences tend to occur in
the majority of patients. Among the factors influencing
choice of treatment in recurrent ovarian cancer (ROC),
the potential for platinum sensitivity is one of the most
important. In general, platinum sensitive ROC patients
have response rates in excess of 50% and an overall sur-
vival (OS) of > 1 year, and platinum resistant patients
tend to have response rates of less than 20% and an OS
of <12 mo'"”,

The cost-effectiveness of palliative chemotherapy for
platinum-resistant ROC has been studied by Rocconi ez
al™ and they concluded that the only cost-effective ap-
proach in these patients was best supportive care.

Combinations of chemotherapeutic agents have re-
ceived considerable attention in ROC, and while slightly
higher objective response rates and two to three months
improvements in progression-free survival have been achieved,
these regimes are associated with a higher level of toxic-
ity, and no combination has yet been shown definitively to
produce a survival benefit over single agent therapy.

Doxorubicin has single-agent activity in relapsed ovarian
cancer”™ and two meta-analyses of trials using platinum-
based therapy®” suggested that the addition of anthra-
cyclines increased overall survival. The 2nd International
Collaborative Ovarian Neoplasm Study (ICON2), a ran-
domised trial comparing single-agent carboplatin with a
combination of cisplatin-doxorubicin-cyclophosphamide
(CAP) did not confirm this suggestion and CAP resulted
in a higher level of toxicity with no improvement in out-
come'”.

Pegylated liposomal doxorubicin (PLD), marketed under
the names of Doxil or Caelyx, is a form of liposomal
doxorubicin in which the liposomes are coated with the
hydrophilic polymer, polyethylene glycol. This coating
results in reduced uptake of the liposomes by the reticu-
loendothelial system and, consequently, in a substantially
increased half-life in the circulation (50-60 h), and a
modified, and generally less problematic toxicity pro-
file™ 1n particular, PLD appears to be associated with
a lower incidence of myelosuppression, alopecia and cat-
diac side-effects than conventional doxorubicin, although
a higher incidence of skin toxicity has been found. In
addition, long-term therapy with PLD has been shown
to be well-tolerated and without cumulative cardiotox-
icity"". The efficacy of single-agent PLD in ovarian
cancer was demonstrated in a phase Il study compat-
ing PLD and topotecan (Hycamtin)'>"! as second-line
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therapy. OS was superior with PLD (63 wk »s 60 wk, P
= 0.05), particularly in g)laﬁnum—sensitive patients (112 wk
vs 77 wk, P = 0.002)". In addition, PLD had a more
favorable safety profile and a less cumbersome adminis-
tration schedule. Differences in OS in the subgroup of
platinum-resistant patients did not reach statistical sig-
nificance attesting to the limitations of single agent PLD
in the treatment of this patient population.

Platinum agents are used in combination with doxo-
rubicin in the treatment of a variety of solid tumors.
These two agents have different mechanisms of action,
show no cross resistance, and their toxicities do not
overlap. Lyass ¢t al™" evaluated the feasibility of admin-
istering a combination of PLD and cisplatin and deter-
mined the maximum tolerated dose of the combination.
They showed that PLD can be administered at its maxi-
mum tolerated dose (50 mg/ m’ every 4 wk) in combina-
tion with cisplatin at 60 mg/ m” also every 4 wk, with no
evidence of major overlapping toxicities. The incidence
and severity of palmar-plantar erythrodysesthesia ap-
peared to be diminished, in comparison with single-
agent Doxil, and neutropenia became the dose limiting
toxicity. They also demonstrated accelerated clearance of
Doxil when administered after cisplatin.

Recently, a number of studies have attested to the val-
ue of combinations of PLD and carboplatin in terms of
both efficacy and safety in patients with advanced ovar-
ian cancer'”. The combination of carboplatin and PLD
appears to be the optimal therapeutic approach currently
available for platinum-sensitive ROC , and may be also
a suitable alternative to carboplatin-paclitaxel for 1st
line chernotherapy“(ﬂ. Finding an effective line of che-
motherapy for Platinum (Pt)-resistant patients may help
improve their survival as suggested by results of Giith
et al'" who reported that Pt-resistant recurrent ovarian
cancer patients, who received two or more therapy lines
had comparable survival rate with Pt-sensitive patients.
On the basis of these observations, the addition of
carboplatin to PLD in patients with ovarian carcinoma
may be a valuable approach to therapy deserving further
investigation and an expanded use.

We therefore decided to review our own institutional
experience with this combination in ROC patients who
received prior standard treatment with single agent PLD.

MATERIALS AND METHODS

An analysis of the medical records of 10 patients with re-
current ovatian cancet, treated between January 2002 and
December 2011 with a combination of PLD and catbo-
platin following progression on single-agent PLD therapy
was performed. The median age was 59.1 years (range, 45
years to 77 years). All diagnoses were histological-proven.
Eight of the 10 patients were Pt-resistant median TFI
3.5 mo. Two Pt-sensitive patients had TFI’s of 7 mo and
8 mo respectively. The median TFI for the entire study
group was 4.3 mo.

Of the 10 patients, 6 had not previously received any
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Figure 1 Waterfall plot showing maximum percent decrease in Ca-125 level.

chemotherapy for their recurrent disease, one patient had
received topotecan, and 3 patients had received 3 lines
of chemotherapy following their initial recurrence.

The initial dose of PLD pet course was 40-50 mg/m?
every 4 wk, with considered dose reduction to 35-45 mg/m?
in the 2nd or 3td cycle. This reduced dose was then main-
tained for the duration of treatment with PLD. In every
case, the PLD was administered by intravenous infusion
over a 1-2 h petiod. In all ten patients carboplatin area un-
der the curve (AUC-5) every 4 wk was added, after disease
progression on single-agent PLD treatment.

In order to assess disease status, Ca-125 was assessed
before each PLD/carboplatin treatment. Relative changes
in Ca-125 values were calculated, and response defined
as a greater than 50% reduction in Ca-125 from baseline.
Radiographic studies were re-evaluated and responses to
therapy based on CT scans carried out on a regular basis
every 2-3 mo in each patient. The responses were then
classified according to the Response Evaluation Criteria in
Solid Tumors (RECIST)"". Data analysis was performed
using SPSS (V19; Chicago, United States).

RESULTS

A median of 10 cycles was given (range, 2-26 cycles). Of
the 10 treated patients, 6 had a greater than 50% reduction
in Ca-125 from baseline (Figure 1). Four of these had a
partial response according to RECIST, and 2 patients had
no measurable disease. Two patients achieved stabilization
of the disease as judged by CT scan and stable Ca-125
values. One of them had progtession of disease after 26
cycles of treatment and the second progressed with brain
metastases following 12 cycles of treatment. An additional
patient had stable disease by CT scan, but elevation of the
Ca-125 after 2 cycles of combination therapy, and another
patient had progressive disease according to CT scan but
with a stable Ca-125 after 2 cycles of combination therapy.

Seven of the eight patients who were Pt-resistant showed
evidence of clinical benefit on the combination therapy
(PLD plus carboplatin); five of these had a greater than
50% reduction in Ca-125 (four also showed a partial re-
sponse on CT scan and one had no evidence of disease
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Figure 2 Kaplan-Meier survival curve for all patients over the period of
follow-up. A: Kaplan-Meier progression-free survival curve. Median progres-
sion free survival (PFS) was 10.6 mo (95% CI: 5.91-15.3); B: Kaplan-Meier
overall survival (OS) curve. Median overall survival was 20.93 mo (95% CI:
16.07-25.8).

on CT scan). Two patients had stable disease, and one
patient had progressive disease.

Median progression free survival was 10.6 mo (95%
CI: 5.91-15.3). Median overall survival was 20.93 mo
(95% CI: 16.07-25.8) (Figure 2).

The treatment was generally well-tolerated by the pa-
tients. Toxicity data were analyzed retrospectively in a sys-
tematic fashion. The following toxic effects previously de-
sctibed with PLD and carboplatin were observed: mild to
moderate myelosuppression (but no cases of neutropenic
fever); 5 patients developed grade 1-2 thrombocytopenia;
3 patients developed neutropenia including 1 patient with
grade 3 neutropenia. There was also mild to moderate skin
toxicity and fatigue. There was no evidence of congestive
heart failure or other cardiotoxic events. Left ventricular
ejection fraction remain within normal limits despite the
high cumulative doses in several patients. There were no
hospitalizations or death related to treatment.

DISCUSSION

An attempt to demonstrate synergy between PLD and
other therapeutic agents has resulted in the appearance

October 10, 2012 | Volume 3 | Issue 10 |
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in the literature of a plethora of phase I studies, but rel-
atively few phase I or phase III studies. PLD has been
combined with a variety of agents in phase | studies,
including ifosfamide, etoposide, platinums, topotecan
(oral and intravenous), taxanes, vinorelbine, capecitabine
and gemcitabine[15]. Studies have proceeded to phase I
with but a few combinations, however, these including
taxanes, vinorelbine, topotecan, gemcitabine and plati-
nums'” %,

The combination of PLD and carboplatin was the
subject of at least three phase II studies. Two of these
involved combination of PLD with carboplatin at a dose
of AUC-5, with response rates of 52%-62%*Y, A third
study combined PLD with carboplatin at a dose of AUC-6,
achieving the slightly higher response rate of 68%" Time
to disease progression was similar in all three studies, and
of the order of 9-12 mo. When compared to the low rate
of response to single agent PLD (about 20%)"*" the high
response rate to the Carboplatin-PLD duplet suggests that
this is a synergistic combination. These encouraging results
in the area of ovatian cancer prompted evaluation of the
combination in phase Il studies.

PLD in combination with carboplatin as first-line
therapy was studied in the Multicentre Italian Trials in
Ovarian Cancer-2 (MITO-2)"". In this study, both treat-
ment groups received carboplatin at a dose of AUC-5.
One group received, in addition, PLD at a dose of 30
rng/mZ on a 21 d cycle, and the other, paclitaxel at a
dose of 175 mg/m”, also on a 21 d cycle. The efficacy
was similar in the two groups, with similar response
rates, progression free and overall survival, but different
toxicity (less neurotoxicity and alopecia, but more hema-
tologic adverse effects.

A further phase Il study comparing the same two
combinations is the Calypso trial, which involves patients
with platinum-sensitive recurrent ovarian cancer. This
study which is being carried out under the auspices of
the Gynecologic Cancer Inter Group (GCIG), and the
Gynecologic Oncology Group (GOG) protocol 18281
is still in progress in relation to the survival end-point.
The Calypso trial was a non-inferiority trial in which the
combination of PLD and carboplatin was compared
with the standard regimen of paclitaxel and carboplatin
in the second- or third-line treatment of Pt-sensitive
epithelial ovarian cancer. All patients were previously
exposed to a taxane. The combination of PLD and car-
boplatin was found superior with regard to progression-
free survival (11.3 mo »s 9.4 mo, respectively)”™. Carbo-
platin-PLD had also a more favorable risk-benefit profile
than paclitaxel/catboplatin combination.

These results support the contention that the carbo-
platin/PLD combination may prove to be a valuable
alternative to carboplatin/paclitaxel in various settings,
including the frontline treatment of ovarian cancer.

Our retrospective study has demonstrated that the
addition of carboplatin to PLD in recurrent ovarian can-
cer which had progressed on single agent therapy PLD
therapy, produced a partial response, with a prolonged
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time to disease progression in 5 of the 8 platinum resis-
tant patients, and sustained stable disease in the another
two patients. These patients had a very low to nil prob-
ability of responding to single agent carboplatin. It is
therefore possible that the platinum-PLD combination
results in a synergistic therapeutic effect. While some
toxic effects were noted, including myelosupression,
some skin toxicity and fatigue, the PLD and carboplatin
combination was generally well-tolerated.

On the basis of this small retrospective survey, we
conclude that addition of carboplatin to PLD is both ef-
fective and safe for long-term administration in patients
with recurrent ovarian cancer which has progressed on
single-agent PLD therapy. This approach, either as res-
cue therapy of patients on single agent PLD or as initial
therapy in ROC patients, particulatly in the Pt-resistant
population, would thus appear to be a viable alternative
to existing strategies.

COMMENTS

Background

Recurrences tend to occur in the majority of patients with advanced ovarian
carcinoma. Among the factors influencing choice of treatment in recurrent ovar-
ian cancer (ROC), the potential for platinum sensitivity is one of the most impor-
tant. In general, platinum sensitive ROC patients have response rates in excess
of 50% and an overall survival (OS) of > 1 year, and platinum resistant patients
tend to have response rates of less than 20% and an OS of < 12 mo. A number
of studies have attested to the value of combinations of pegylated liposomal
doxorubicin (PLD) and carboplatin in terms of both efficacy and safety in pa-
tients with advanced ovarian cancer. The combination of carboplatin and PLD
appears to be the optimal therapeutic approach currently available for platinum-
sensitive ROC.

Innovations and breakthroughs

Common practice in ROC patients treated with single agent PLD is to discon-
tinue PLD if disease progression occurs. This study shows that addition of
carboplatin to those patients whether they are platinum-sensitive or platinum-
refractory is in many cases an innovative and valid approach to achieve effec-
tive disease control.

Applications

The study results suggest that addition of carboplatin to PLD is both effective
and safe for long-term administration in patients with ROC whose disease
has progressed on single-agent PLD therapy. This approach, either as rescue
therapy of patients on single agent PLD or as initial therapy in ROC patients,
particularly in the platinum-resistant population, would thus appear to be a vi-
able alternative to existing strategies.

Terminology

Platinum-free interval (PFI) is amount of time that has elapsed between the
completion of first line platinum-based treatment and the detection of relapse.
Ovarian cancer is considered platinum-sensitive when the PFl is six months or
longer, and platinum-resistant when the PFl is less than six months. Pegylated
liposomal doxorubicin, marketed under the names of Doxil or Caelyx, is a form
of liposomal doxorubicin in which the liposomes are coated with the hydrophilic
polymer, polyethylene glycol.

Peer review

The manuscript presented an interesting observation attesting the value of
combination of PLD and carboplatin in treatment of relapsed ovarian cancer.

REFERENCES

1 Eisenhauer EA, Vermorken JB, van Glabbeke M. Predic-
tors of response to subsequent chemotherapy in platinum
pretreated ovarian cancer: a multivariate analysis of 704
patients [seecomments]. Ann Oncol 1997; 8: 963-968

2 Ozols RF. Treatment of recurrent ovarian cancer: increasing

October 10, 2012 | Volume 3 | Issue 10 |



10

11

12

13

14

15

16

Grenader T et a/. Doxil/carboplatin combination in recurrent ovarian cancer

options--"recurrent” results. | Clin Oncol 1997; 15: 2177-2180
Parmar MK, Ledermann JA, Colombo N, du Bois A, Delaloye
JF, Kristensen GB, Wheeler S, Swart AM, Qian W, Torri V,
Floriani I, Jayson G, Lamont A, Tropé C. Paclitaxel plus plat-
inum-based chemotherapy versus conventional platinum-
based chemotherapy in women with relapsed ovarian cancer:
the ICON4/ AGO-OVAR-2.2 trial. Lancet 2003; 361: 2099-2106
Rocconi RP, Case AS, Straughn JM, Estes JM, Partridge EE.
Role of chemotherapy for patients with recurrent platinum-
resistant advanced epithelial ovarian cancer: A cost-effec-
tiveness analysis. Cancer 2006; 107: 536-543

Hubbard SM, Barkes P, Young RC. Adriamycin therapy for
advanced ovarian carcinoma recurrent after chemotherapy.
Cancer Treat Rep 1978; 62: 1375-1377

Cyclophosphamide plus cisplatin versus cyclophospha-
mide, doxorubicin, and cisplatin chemotherapy of ovarian
carcinoma: a meta-analysis. The Ovarian Cancer Meta-
Analysis Project. | Clin Oncol 1991; 9: 1668-1674

A’Hern RP, Gore ME. Impact of doxorubicin on survival in
advanced ovarian cancer. | Clin Oncol 1995; 13: 726-732
ICON Collaborators. ICON2: randomised trial of single-
agent carboplatin against three-drug combination of CAP
(cyclophosphamide, doxorubicin, and cisplatin) in women
with ovarian cancer. International Collaborative Ovarian
Neoplasm Study. Lancet 1998; 352: 1571-1576

Gabizon AA, Barenholz Y, Bialer M. Prolongation of the
circulation time of doxorubicin encapsulated in liposomes
containing a polyethylene glycol-derivatized phospholipid:
pharmacokinetic studies in rodents and dogs. Pharm Res
1993; 10: 703-708

Gabizon A, Catane R, Uziely B, Kaufman B, Safra T, Cohen
R, Martin F, Huang A, Barenholz Y. Prolonged circulation
time and enhanced accumulation in malignant exudates of
doxorubicin encapsulated in polyethylene-glycol coated
liposomes. Cancer Res 1994; 54: 987-992

Ewer MS, Martin F], Henderson C, Shapiro CL, Benjamin
RS, Gabizon AA. Cardiac safety of liposomal anthracyclines.
Semin Oncol 2004; 31: 161-181

Gordon AN, Fleagle JT, Guthrie D, Parkin DE, Gore ME,
Lacave AJ. Recurrent epithelial ovarian carcinoma: a ran-
domized phase III study of pegylated liposomal doxorubi-
cin versus topotecan. | Clin Oncol 2001; 19: 3312-3322
Gordon AN, Tonda M, Sun S, Rackoff W. Long-term surviv-
al advantage for women treated with pegylated liposomal
doxorubicin compared with topotecan in a phase 3 random-
ized study of recurrent and refractory epithelial ovarian
cancer. Gynecol Oncol 2004; 95: 1-8

Lyass O, Hubert A, Gabizon AA. Phase I study of doxil-
cisplatin combination chemotherapy in patients with ad-
vanced malignancies. Clin Cancer Res 2001; 7: 3040-3046
Strother R, Matei D. Pegylated liposomal doxorubicin in
ovarian cancer. Ther Clin Risk Manag 2009; 5: 639-650
Pignata S, Scambia G, Ferrandina G, Savarese A, Sorio R,
Breda E, Gebbia V, Musso P, Frigerio L, Del Medico P, Lom-
bardi AV, Febbraro A, Scollo P, Ferro A, Tamberi S, Brandes A,
Ravaioli A, Valerio MR, Aitini E, Natale D, Scaltriti L, Greggi S,
Pisano C, Lorusso D, Salutari V, Legge F, Di Maio M, Morab-
ito A, Gallo C, Perrone F. Carboplatin plus paclitaxel versus
carboplatin plus pegylated liposomal doxorubicin as first-

K

Gz
Raishideng®

WJCO | www.wjgnet.com

141

17

18

19

20

21

22

23

24

26

line treatment for patients with ovarian cancer: the MITO-2
randomized phase III trial. ] Clin Oncol 2011; 29: 3628-3635
Giith U, Huang DJ, Schotzau A, Wight E. Is the current
concept of recurrent ovarian carcinoma as a chronic disease
also applicable in platinum resistant patients? Arch Gynecol
Obstet 2010; 281: 339-344

Therasse P, Arbuck SG, Eisenhauer EA, Wanders ], Kaplan
RS, Rubinstein L, Verweij J, Van Glabbeke M, van Oosterom
AT, Christian MC, Gwyther SG. New guidelines to evaluate
the response to treatment in solid tumors. European Orga-
nization for Research and Treatment of Cancer, National
Cancer Institute of the United States, National Cancer Insti-
tute of Canada. ] Natl Cancer Inst 2000; 92: 205-216
D’Agostino G, Ferrandina G, Ludovisi M, Testa A, Lorusso
D, Gbaguidi N, Breda E, Mancuso S, Scambia G. Phase II
study of liposomal doxorubicin and gemcitabine in the
salvage treatment of ovarian cancer. Br | Cancer 2003; 89:
1180-1184

Nicoletto MO, Falci C, Pianalto D, Artioli G, Azzoni P, De
Masi G, Ferrazzi E, Perin A, Donach M, Zoli W. Phase II study
of pegylated liposomal doxorubicin and oxaliplatin in relapsed
advanced ovarian cancer. Gynecol Oncol 2006; 100: 318-323
Katsaros D, Oletti MV, Rigault de la Longrais IA, Ferrero
A, Celano A, Fracchioli S, Donadio M, Passera R, Cattel L,
Bumma C. Clinical and pharmacokinetic phase II study of
pegylated liposomal doxorubicin and vinorelbine in heavily
pretreated recurrent ovarian carcinoma. Ann Oncol 2005; 16:
300-306

Verhaar-Langereis M, Karakus A, van Eijkeren M, Voest E,
Witteveen E. Phase II study of the combination of pegylated
liposomal doxorubicin and topotecan in platinum-resistant
ovarian cancer. Int | Gynecol Cancer 2006; 16: 65-70

Ferrero JM, Weber B, Geay JF, Lepille D, Orfeuvre H, Combe
M, Mayer F, Leduc B, Bourgeois H, Paraiso D, Pujade-Lau-
raine E. Second-line chemotherapy with pegylated liposomal
doxorubicin and carboplatin is highly effective in patients
with advanced ovarian cancer in late relapse: a GINECO
phase II trial. Ann Oncol 2007; 18: 263-268

Alberts DS, Liu PY, Wilczynski SP, Clouser MC, Lopez AM,
Michelin DP, Lanzotti V], Markman M. Randomized trial
of pegylated liposomal doxorubicin (PLD) plus carboplatin
versus carboplatin in platinum-sensitive (PS) patients with
recurrent epithelial ovarian or peritoneal carcinoma after fail-
ure of initial platinum-based chemotherapy (Southwest On-
cology Group Protocol 50200). Gynecol Oncol 2008; 108: 90-94
du Bois A, Pfisterer J, Burchardi N, Loibl S, Huober ], Wim-
berger P, Burges A, Stihle A, Jackisch C, Kélbl H. Combination
therapy with pegylated liposomal doxorubicin and carboplatin
in gynecologic malignancies: a prospective phase II study of
the Arbeitsgemeinschaft Gynéekologische Onkologie Studi-
engruppe Ovarialkarzinom (AGO-OVAR) and Kommission
Uterus (AGO-K-Ut). Gynecol Oncol 2007; 107: 518-525
Pujade-Lauraine E, Wagner U, Aavall-Lundqvist E, Gebski
V, Heywood M, Vasey PA, Volgger B, Vergote I, Pignata S,
Ferrero A, Sehouli ], Lortholary A, Kristensen G, Jackisch C,
Joly F, Brown C, Le Fur N, du Bois A. Pegylated liposomal
Doxorubicin and Carboplatin compared with Paclitaxel and
Carboplatin for patients with platinum-sensitive ovarian
cancer in late relapse. | Clin Oncol 2010; 28: 3323-3329

S-Editor Jiang L L-Editor A E-Editor Lu Y]

October 10, 2012 | Volume 3 | Issue 10 |



J‘ g World Journal of
Clinical Oncology

Online Submissions: http:/ /www.wjgnet.com/esps/ World ] Clin Oncol 2012 October 10; 3(10): 1
wjco@wijgnet.com ISSN 2218-4333 (online)
www.wjgnet.com © 2012 Baishideng. All rights reserved.

ACKNOWLEDGMENTS

Acknowledgments to reviewers of Wor/ld Journal of
Clinical Oncology

We acknowledge our sincere thanks to our reviewers.
Many reviewers have contributed their expertise and
time to the peer review, a critical process to ensure the
quality of our World Series Journals. Both the editors of
the journals and authors of the manuscripts submitted
to the journals are grateful to the following reviewers for
reviewing the articles (either published or rejected) over
the past period of time.

Suebwong Chuthapisith, MD, MSc, PhD, FRCST, FICS,
Department of Surgery, Faculty of Medicine, Siriraj Hospital,
Mahidol Universiy, Bangkok 10700, Thailand

(4 9

Boiohidengs  WJCO | www.wijgnet.com I October 10, 2012 | Volume 3 | Issue 10 |



J C

World Journal of
Clinical Oncology

Online Submissions: http:/ /www.wjgnet.com/esps/

wjco@wijgnet.com
www.wjgnet.com

World ] Clin Oncol 2012 October 10; 3(10): 1

ISSN 2218-4333 (online)

© 2012 Baishideng. All rights reserved.

MEETINGS

Events Calendar 2012

January 16-17, 2012
Biomarkers Summit Egypt
London, United Kingdom

January 25-26, 2012
Multi-Disciplinary Appoaches to
Cancer Therapy

Dubai, United Arab Emirates

January 26-27, 2012

3rd National Conference: Renal and
Bladder Cancer 2012

London, United Kingdom

January 30-31, 2012

2nd Annual Clinical Trials in
Oncology

Rome, Italy

February 2-3, 2012

Stem Cells 2012 Conference and
Exhibition

San Diego, CA, United States

February 6-8, 2012

Mabhidol International Conference
on Infections and Cancers 2012
Bangkok, Thailand

February 12-17, 2012

Keystone Symposia: Cancer and
Metabolism

Alberta, Canada

February 22-25, 2012
Excellence in Oncology
Istanbul, Turkey

March 8-10, 2012

10th International Congress on
Targeted Anticancer Therapies
Amsterdam, Netherlands

(4 9

TR
JBaishideng®

March 9-10, 2012

13th European Congress:
Perspectives in Lung Cancer
Amsterdam, Netherlands

March 14-16, 2012

BTOC-11 Biological Therapy of
Cancer

Munich, Germany

March 15-17, 2012

3rd Conference on Therapeutic
Resistance in Cancer

Quebec, Canada

March 29-30, 2012

Modern methods of diagnosis and
treatment of malignant tumors
Kiev, Ukraine

April 13-15, 2012
Asian Oncology Summit 2012
Singapore, Singapore

April 20-21, 2012

Diagnosis and treatment of
advanced forms of prostate cancer,
bladder cancer and kidney cancer
Kiev, Ukraine

April 20-22, 2012

The 9th Meeting of Asian Society for
Neuro-Oncology

Taipei, Taiwan

April 26-28, 2012

3rd International Video
Workshop on Radical Surgery in
Gynaecological Oncology
Prague, Czech Republic

April 28, 2012
Issues in Pediatric Oncology
Kiev, Ukraine

WJCO | www.wjgnet.com

May 5-6, 2012

Radiation Research Methods as A
Diagnostic and Therapeutic Support
in Oncology

Kiev, Ukraine

May 17-18, 2012

Eurasian forum on the management
of patients with tumors of the
gastrointestinal tract

Uman, Ukraine

June 16-17, 2012

Issues of Neurosurgery, vascular
neurosurgery, neurooncology, spinal
surgery and spinal cord

Kiev, Ukraine

July 7-10, 2012

22nd Biennial Congress of the
European Association for Cancer
Research

Barcelona, Spain

July 21-28, 2012
Cancer In Women
Hawaii, HI, United States

July 25-27, 2012

5th Latin American Conference on
Lung Cancer

Rio de Janeiro, Brazil

August 27-30, 2012
UICC World Cancer Congress 2012
Québec, Canada

September 6-8, 2012

The 8th International Jordanian
Oncology Society Conference
Amman, Jordan

September 27-28, 2012
Current issues of diagnosis and

treatment of oncogynecology
diseases
Ivano Frankivsk, Ukraine

September 27-29, 2012

European Conference of Oncology
Pharmacy

Budapest, Hungary

October 5-8, 2012

44th Congress of the International
Society of Paediatric Oncology
London, United Kingdom

October 13-16, 2012

14th Biennial Meeting of the
International Gynecologic Cancer
Society

Vancouver, Canada

October 19, 2012

Modern aspects of diagnosis and
treatment of breast cancer

Kiev, Ukraine

October 23-26, 2012

Sydney International Breast Cancer
Congress 2012

Sydney, Australia

October 27-28, 2012

Optimization methods for radiation
diagnosis in oncology

Odessa, Ukraine

November 6-9, 2012

24th EORTC-NCI-AACR
Symposium on "Molecular Targets
and Cancer Therapeutics"

Dublin, Ireland

November 16-17, 2012

17th Annual Perspectives in Thoracic
Oncology

New York, NY, United States

October 10, 2012 | Volume 3 | Issue 10 |



J C

World Journal of
Clinical Oncology

Online Submissions: http:/ /www.wjgnet.com/esps/
wjco@wijgnet.com
www.wjgnet.com

World | Clin Oncol 2012 October 10; 3(10): I-V
ISSN 2218-4333 (online)
© 2012 Baishideng. All rights reserved.

INSTRUCTIONS TO AUTHORS

GENERAL INFORMATION

World Journal of Clinical Oncology (World | Clin Oncol, WJCO, online
ISSN 2218-4333, DOI: 10.53006) is a monthly peer-reviewed, on-
line, open-access (OA), journal supported by an editorial board
consisting of 316 experts in oncology from 33 countries.

The biggest advantage of the OA model is that it provides free,
full-text articles in PDF and other formats for experts and the pub-
lic without registration, which eliminates the obstacle that traditional
journals possess and usually delays the speed of the propagation
and communication of scientific research results. The open access
model has been proven to be a true approach that may achieve the
ultimate goal of the journals, i.c. the maximization of the value to
the readers, authors and society.

Maximization of personal benefits

The role of academic journals is to exhibit the scientific levels of
a country, a university, a center, a department, and even a scientist,
and build an important bridge for communication between scientists
and the public. As we all know, the significance of the publication of
scientific articles lies not only in disseminating and communicating
innovative scientific achievements and academic views, as well as pro-
moting the application of scientific achievements, but also in formally
recognizing the "priority" and "copyright" of innovative achievements
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

(4 9

TR
JBaishideng®

WJCO | www.wjgnet.com

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

ISSN
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,

October 10, 2012 | Volume 3 | Issue 10 |



Instructions to authors

Harvard Medical School, 99 Brookline Avenue, Boston, MA
02215, United States

Editorial Office

World Journal of Clinical Oncology
Editorial Department: Room 903, Building D,
Ocean International Center,

No. 62 Dongsihuan Zhonglu,

Chaoyang District, Beijing 100025, China
E-mail: wjco@wijgnet.com

http:/ /www.wjgnet.com

Telephone: +86-10-85381892

Fax: +86-10-85381893

Indexed and Abstracted in
PubMed Central, PubMed, Digital Object Identifier, and Directory
of Open Access Journals.

Published by
Baishideng Publishing Group Co., Limited

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

(49

TR
JBaishideng®

WJCO | www.wjgnet.com

II

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

October 10, 2012 | Volume 3 | Issue 10 |



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.

(49

TR
JBaishideng®

WJCO | www.wjgnet.com

1

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,
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otg/SimpleTextQuery/, respectively. The numbers will be used in
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Style for journal references
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the initial letter capitalized, followed by their abbreviated first
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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)
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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)
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thoea. Shijie Huaren Xiaohna Zazhi 1999; T: 285-287
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men suffering from lower urinary tract symptoms. | Uro/
2003; 169: 2257-2261 [PMID: 12771764 DOI1:10.1097/01 ju.
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No anthor given
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Volume with supplement
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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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Guidelines: http://www.wijgnet.com/2218-4333/¢_info_201007
23150924.htm

SUBMISSION OF THE REVISED
MANUSCRIPTS AFTER ACCEPTED

Authors must revise their manuscript carefully according to the revision
policies of Baishideng Publishing Group Co., Limited. The revised ver-
sion, along with the signed copyright transfer agreement, responses to
the reviewers, and English language Grade B certificate (for non-native
speakers of English), should be submitted to the online system iz the
link contained in the e-mail sent by the editor. If you have any questions
about the revision, please send e-mail to esps@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 Copytight assignment form from http://www.
wjgnet.com/2218-4333/¢_info_20100723153117 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/2218-4333/
g_info_20100723152755.htm.

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

Links to documents related to the manuscript

IW]CO will be initiating a platform to promote dynamic interactions
between the editors, peer 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 manuscript 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 EurckAlert/AAAS (http://www.eurckalert.org). The title for
news items should be less than 90 characters; the summary should
be less than 75 words; 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

WJCO is an international, peer-reviewed, Open-Access, online journal.
Articles published by this journal are distributed under the terms of
the Creative Commons Attribution Non-commercial License, which
permits use, distribution, and reproduction in any medium, provided
the original work is properly cited, the use is non commercial and
is otherwise in compliance with the license. Authors of accepted
articles must pay a publication fee. The related standards are as
follows. Publication fee: 600 USD per article. Editorial, topic
highlights, original articles, brief articles, book reviews and letters to
the editor are published free of charge.
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