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Basic triad of an original article

* A subject worth reporting:
* Ensure not repeating what has been done successfully before

* Knowledge of the basic structure of a peer-reviewed article

* Knowledge of the essentials of good writing
* Original
* Honest
* Innovative
* Organized
e Careful
e Clear
* Modest
* Fair-minded

* Frank
* Persistent
* Rigorous

‘iﬁmmmj

e Realistic

Shokeir. Arab J Urol. 2014



Article structure and Writing sequence

* Title page

* Abstract

* Introduction

* Methods

* Results

* Discussion

* Conclusions

* Acknowledgements

* References

* Tables and table captions
* Figures and figure legends

=)

* Methods

* Figures and tables
* Results

* Introduction

* Discussion

e Abstract

* Conclusions
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Standards for different types of articles
(https://www.ejgo.org/index.php?body=guideline)

Following guidelines for five different types of articles have been adopted by the Journal Of Gynecologic

Oncology:

Tooomstisstoom ko oo Slanning, conducting, or reporting randomized trials, meta-analyses of randomized trials,
vational studies, observational studies, or studies of diagnostic accuracy should be familiar

CO N SO RT lards and follow these guidelines in articles submitted for publication.

consort T

[Consolidated Standards of Reporting Trials) standards for reporting randomized trials

prisma B
(Preferred Reporting Items for Systematic Reviews and Meta-analyses) guidelines for reporting systematic reviews
and metz-analyses

FMNOOSE m
STRO B E Observational Studies in Epidemiclogy) guidelines for meta-analyses and systematic reviews of
lies

STROBE

(Strengthening the Reporting of Observational Studies in Epidemiclogy]) guidelines for the reporting of obsarvational
studies

starp B
(Standards for Reporting of Diagnostic Accuracy) standards for reporting studies of diagnostic accuracy

remaArk T
REporting recommendations for tumor MARKer prognostic studies (REMARK)

squire B

(Standards for Quality Improvement Reporting Excellence) guidelines for guality improvement in health care

cHeers T

(Censolidated Health Economic Evaluation Reporting Standards) statement for economic evaluations of health
interventions

coreg B

(Censolidated criteria for Reporting Qualitative research] for qualitative research interviews and focus groups

sampL B
[Statistical Analyses and Methods in the Published Literature) guidelines for basic statistical reporting for articles
published in biomedical journzals




SERRL
(Material & Methods)

What did | do?



Mz(CHe) X T8 A3 7hR

* “OFF 2| XpM|SH = K| LrX|X| Lt
* As explicit as possible by providing enough detail and references

* Purpose of MM

* To allow other researchers to evaluate and repeat your work

- CHE QA7 O] A& B71oka Xfoieh = QUE = AbM| ot

* “like a recipe”



Methods (STROBE)

Study design

Present key elements of study design early in the paper

Setting

Describe the setting, locations, and relevant dates, including periods of recruitment, exposure,
follow-up, and data collection

Participants

(a) Cohort study-give the eligibility criteria, and the sources and methods of selection of
participants. Describe methods of follow-up.

(b) Case-control study-give the eligibility criteria, and the sources and methods of case
ascertainment and control selection. Give the rationale for the choice of case and controls.

(c) Cross-sectional study-give the eligibility criteria, and the sources and methods of selection of
participants.

Variables Cleary define all outcomes, exposures, predictors, potential confounders, and effect modifiers.
Give diagnostic criteria, if applicable.

Data For each variable of interest, give sources of data and details of methods of assessment

sources/measur | (measurement). Describe comparability of assessment methods of there is more than one group.

ement

Bias Describe any efforts to address potential sources of bias.

Study size Explain how the study size was arrived at.

Quantitative

Explain how quantitative variables were handled in the analyses. If applicable, describe which

variables groupings were chosen and why.
Statistical (a) Describe all statistical methods, including those used to control for confounding
methods (b) Describe any methods used to examine subgroups and interactions

(c) Explain how missing data were addressed

(d) If applicable, explain how loss to follow-up was addressed (cohort study)/how matching of
cases and controls (case-control study)/analytical methods taking account of sampling strategy
(cross-sectional study)
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CONSORT 2010 checklist of information to include when reporting a randomised trial*-

Item Reported
Section/Topic~ No- Checklist item- on page No-
Title and abstract~ “
4 1a< Identification as a randomised trial in the titles s
1be  Structured summary of tnial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts)~ ¥ #
Introduction+ ¢
Background and Z2a+< Scientific background and explanation of rationale+ & A
objectives. Zbe  Specific objectives or hypothesess & #
Methods~ [
Trial design+~ Jas Description of trial design (such as parallel, factorial) including allocation ratio« a &
3bs  Important changes to methods after tnial commencement (such as eligibility criteria), with reasons< & &
Farticipants+ 4ar  Eligibility criteria for participantse & &
4b+s Settings and locations where the data were collected~ & 8
Interventions« 5¢  The interventions for each group with sufficient details to allow replication, including how and when they were 4 -
actually administered+
QOutcomes+ Bars Completely defined pre-specified primary and secondary outcome measures, including how and when they ¥ i
were assesseds
6b+s  Any changes to trial outcomes after the trial commenced, with reasons+ 4 i
Sample sizer Ta< How sample size was determined» & &
The  When applicable, explanation of any interim analyses and stopping guidelines+ & &
Randomisation:« a A & -
Sequence 8a< Method used to generate the random allocation sequencer & &
generation+ 8bs Type of randomisation; details of any restriction (such as blocking and block size)«» & &
Allocation 9+ Mechanism used to implement the random allocation sequence (such as sequentially numbered containers), & i
concealment describing any steps taken to conceal the sequence until interventions were assigneds
mechanism
Implementations 10+ Who generated the random allocation sequence, who enrolled participants, and who assigned participants to ¥ &
interventions+
Blinding- 11a< If done, who was blinded after assignment to interventions (for example, participants, care providers, those 4 -
assessing outcomes) and hows
11b+e  If relevant, description of the similarity of interventions+ E
Stafistical methodse 12a+¢ Statistical methods used to compare groups for primary and secondary outcomess a
12be  Methods for additional analyses, such as subgroup analyses and adjusted analyses» e




’|l=2 X

{OH

I

ol

10

—

jo0
IH
%
o0

10

|

ol

X2 9l g
=x 0
J 8 0120 21 Z2fotK|

2.

10
ofo

—

Joill

MHr
il
olJ
100

b

St |5 AL

olze

10

o

=34

=

10
Kl
rud

F

7. =SEN 7L H

C}.

|

ol

F

HH X

=)
=

—r

jo

0fo

|

—t

ud
w.m._
jofl

o)

= 217, O|0f CHolf 7| =
ofl 7|=9%tLC}. (animal & cl
clinical)

| &

A

10. =2



* If your method has previously been published and is well-known,
then you should provide only the literature reference.

» Stem cells were isolated, according to Johnson [23].

* If your method is unpublished, then you need to make sure you
provide all essential details.

» Stem cells were isolated using biotinylated carbon nanotubes coated with

anti-CD34 antibodies.

Kallenstinova. Yale J Biol Med. 2011



A M (Point of view)

* S SE|7}BO| M

 Materials & methods Z X 35}7| £

of
- 22/ ZHE 37| 75l sSHEIE ¢ H S & AHEot| = otrt.

=5 Gl
We collected the different fungal species from various tepuis in Venezuela.
Different fungal species were collected from various tepuis in Venezuela.
» O| & Si0| 282 "t X| Op2f.
* The assays were performed for 10 min at room temperature. We then added 10
ml of 95% ethanol.

* The assays were performed for 10 min at room temperature. The 10 ml of 95%

ethanol were added.



Mz (Cef)el XE 7| = S ALl 7| &

® |nclusion criteria

the cervical smear collected before radiotherapy in 169 patients with stage IB1
through stage IVB cervical cancer (International Federation of Gynecology and
Obstetrics [FIGO]) between July 2003 and December 2006, at the National Cancer

Center, Goyang, Gyeonggi, Korea.

= Exclusion criteria

Exclusion criteria included neuroendocrine histology, pathologically proven distant
metastasis, history of psychiatric disease, preoperative urinary dysfunction, and

another coexisting malignancy.



Mz(Hd) d88E, 72 X 0Hd

G0 ALRSH WK S=(n) = 2| 7|2
A= UHE FZEAE
AT =2 S0 OB H 7|2 E|0f QUCHBHD B M= S AR
.. Data are summarized as mean # SD in Table 1.....
O|&& == 7=
BAFE BT [ = patient A, B... SO 2 B3
CONSORT statement : for RCT

* Consolidated Standards of Reporting Trials

* Checklist of essential item and flow diagram

PRISMA statement : for systematic review and meta-analysis

* Checklist and flow chart



S= 9H AR, 7|7 &2 7=

* Generic name Al-&
* Paclitaxel, dopamine HCI
+ AloF2 318t
. oS
* G MZ=2AE, M AL ME=H=
* 7| Al Kit: 2[AO] S, &M E=AIE, LElO| &
‘NS sk EF S22 AL HLE JHHE 2= B0 /=

DMEM culture medium (Gibco BRL, Long Islands, NY)
10 mg nitoglycerine , nitroglycerine (10 mg)

o re) oy ()
- S== MEY ER OE 2gs=ltgdds 4

* Animal (X)
 Six weeks old female athymic nude mouse....

.« =XCLQ| ;S| Unit

kot

1o 7&




HO|H=A

* N2 HE AU RA=A]

QA Zf(median)dt B 2|(range)

=
o Z=Qt7H(median)1} AFE 2| 4=H 2|(range between the 25th and the

75th percentiles)



e Student t-test, Chi-square, ANOVA, linear regression, correlation, Wilcoxon
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What did | find?



A1 50| Hy

* Use past tense
 “Within 6 months of withdrawal, DTA decreased by 20 + 6%.”

- EO IYS PN, B8
 Tables give the evidence and figures illustrate the highlights.
« ZINE 22 AKX 5 (subheadings) 2 &

JH

FEHEOM 4 7B AR EES 2F0t D, dliFole el 1B S #H|
* Introduce each group of tables and figures in a separate paragraph where

the overall trends and data points of particular interest are noted.



L 2t AT OIN 2t EOt 1S A FoH0] MBetel, EO 17Ol 8L
e L ES

* Be sure to include basic descriptive data.

» The text should tell the story.
c ZH ADPTL RO HHOIN AT E AT 0 Oet el 2ol
* Indicate specific statistics including key statistics such as:

* Number of samples

* Index of dispersion: SD, SEM

* Index of central tendency: mean, median or mode



Results (STROBE)

Participants

(a) Report the numbers of individuals at each stage of the study (eg. numbers potentially eligible,
examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analyzed)
(b) Give reasons for non-participation at each stage

(c) Consider use of a flow diagram

Descriptive
data

(a) Give characteristics of study participants (eg, demographic, clinical, social) and information on
exposures and potential confounders
(b) Indicate number of participants with missing data for each variable of interest

(c) Cohort study - summarize follow-up time (eg, average and total amount)

Outcome data

Cohort study-Report numbers of outcome events or summary measures over time
Case-control study-Report numbers in each exposure category, or summary measures of exposure

Cross-sectional study-Report numbers of outcome events or summary measures

Main results

(a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (eg.
95% confidence interval). Make clear which confounders were adjusted for and why they were included.
(b) Report category boundaries when continuous variables were categorized.

(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time

period.

Other analyses

Report other analyses done-eg. Analyses of subgroups and interactions, and sensitivity analyses




s CONSORT 2010 checklist of information to include when reporting a randomised trial*-

VW[

Item Reported
Section/Topic~ No- Checklist item- on page No-
Results~
Participant flow (a 13a+ For each group, the numbers of participants who were randomly assigned, received intended treatment, and ¥
diagram is strongly were analysed for the pnmary outcome« ]
recommended)~ 13bs For each group, losses and exclusions after randomisation, together with reasons~ a
Recruitments 14a+ Dates defining the penods of recruitment and follow-up+ Z
14b+ Why the trial ended or was stopped+~ &
Baseline data~ 15+ A table showing baseline demographic and clinical characteristics for each groups £
Mumbers analysed- 16+< For each group, number of participants (denominator) included in each analysis and whether the analysis was  »
by original assigned groups+
Outcomes and 17a~ For each primary and secondary outcome, results for each group, and the estimated effect size and its o
estimations+ precision (such as 95% confidence interval)«
17b+< For binary outcomes, presentation of both absolute and relative effect sizes is recommended- a
Ancillary analyses<  18¢ Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing o
pre-specified from exploratory+ ]
Harms+~ 19+« All important harms or unintended effects in each group (for specific guidance see CONSORT for harms)” E
" Discussion-
Limitations+ 20+ Tral limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses« N
Generalisability+ 21+  Generalisability (external validity, applicability) of the trial findings~ 8
Interpretation~ 22¢ Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidences <
Other information« “
Registration+ 23+ Registration number and name of trial registry~ e
Frotocol+ 24+ Where the full tnal protocol can be accessed, if availables 8
Funding+ 25+ Sources of funding and other support (such as supply of drugs), role of funders+ A




= CONSORT

hs B TRANSPARENT REPORTING of TRIALS

!

COMNSORT 2010 Flow Diagram-+

[ Enrollment+

Assessed for eligibility (n=_).

Excluded (n= 1}

+ Mot mesting inclusion criteria {n= .,

L J

+ Declined to participate (n= ..
+ Other reasons (n= }..

Randomized (n=_)..

!

b

b,

Allocation+

|
J

L 4

Allocated to intervention (n=-1.

+ Received allocated intersention (n= }.

+ Oid not receive allocaied imtervention (give
reasons) (n= ).

Allecated to intervention (n=_}1.

+ Received allocated intervention {n= ).

+ Did not receive allocated intervention (give
reasons) (n= J

: E

Follow-Up+

I ki

Lost to follow-up (give reasons) (n=_1..

Discontinued intervention (gve reasons) (n=_)..

Lost to follow-up (give reasons) (in=_1..

Discontinued intervention {ghve reasons) (n=_)..

Analysis+

] '

Analysed (n= ).
+ Exclueded from amalysis (give reasons) (m= ).

Analysed (n= )4
+ Excluded from analysis (give reasons) (n= J.




Wordiness (2&F=tst)

* Should not include irrelevant and peripheral information, including overview
sentences

* To show our results, we first introduce all components of experimental
system and then describe the outcome of infections.

* Avoid adverbial intensifiers

n n n  u

» “Clearly”, “essential”, “quite”, “basically”, “rather”, “fairly”, “really”,
“virtually”

* not only add verbosity to your sentences, but also lower your results’
credibility
* Avoid abstract nominalizations

* We tested the hypothesis that there is a disruption of membrane
asymmetry.

=> We tested the hypothesis that membrane asymmetry is disrupted.

* In this paper we provide an argument that stem cells repopulate injured
organs.

=> In this paper we argue that stem cells repopulate injured organs.

Kallenstinova. Yale J Biol Med. 2011



Mistakes to avoid

* This sections lend itself to overwriting, to underwriting, and to giving
weight to non-significant results.

* Don’tinclude just % or p value.
* Include confidence interval.

* ‘What might it mean’ dealt in discussion section.
* Avoid beginning to discuss the implications or strengths and
weaknesses of your study
» Exception: aid in transition

“The results of the previous experiment suggested to us that the do
pamine released was not derived from vesicular stores but from the

cytoplasm. To test this possibility...”




“The effect on body weight was discussed.”

“Body weight was increased.”

“Body weight increased 43 + 2% over a 6-day period.”



ME
(Introduction)

Why is this paper important?

Why did | do it?



Introduction (STROBE)

Background | gy )ain the scientific background and rationale for the

[rationale | o _
investigation being reported

Objective State specific objectives, including any prespecified

hypotheses




el
-j‘ CONSORT 2010 checklist of information to include when reporting a randomised trial*-

Y
Item Reported
Section/Topic No+< Checklist item~ on page No+~
Title and abstracts '
4 1a< Identification as a randomised frial in the title< 4
1be  Structured summary of trial design, methods, results, and conclusions {for zpacific guidance see CONSORT for sbatracts) ¥
Introduction+
Background and Za+ Scientific background and explanation of rationale+< 4
objectives+ 2bs  Specific objectives or hypotheses< &
Methods+
Trial design+ Ja+ Description of trial design (such as parallel, factorial) including allocation ratios a
Jbe  Important changes to methods after trial commencement (such as eligibility criteria), with reasons< 4
Participants+ d4a+ Eligibility criteria for participants+ 4
4b+  Settings and locations where the data were collected+ 4
Interventions+ 54  The interventions for each group with sufficient details to allow replication, including how and when they were 4
actually administereds
Outcomes+ 6a+~ Completely defined pre-specified primary and secondary outcome measures, including how and when they 4
were assessed+
6bs  Any changes to trial outcomes after the trial commenced, with reasons+ a
Sample size+ Ta® How sample size was determined+ a
Tb+ When applicable, explanation of any interim analyses and stopping guidelines< a
Randomisation:+ a4 4 &
Sequence 8a+s Method used to generate the random allocation sequence+ 4
generation+ 8b+s  Type of randomisation; details of any restriction (such as blocking and block size)+ a
Allocation 9+ Mechanism used to implement the random allocation sequence (such as sequentially numbered containers), 4
concealment describing any steps taken to conceal the sequence until interventions were assigned+
mechanism+
Implementation+  10¢ Who generated the random allocation sequence, who enrolled participants, and who assigned participants to 4

interventions+<
Blinding+ 11a+ If done, who was blinded after assignment to interventions (for example, participants, care providers, those ¥

CONSORT 2010 checkiist




Before moving on to create Introduction

e Methods 2} results & ZHAISHH A, BF2 24 2 original outline Of| A &

OfLtA 272 =FHO0| HEE.

o [[}2}A{, Methods and Results sections = CtA| €111, outline = CIA|
research focus @} L X|A|7| = 0| & a5t
* Review the general picture of your paper, topic, main idea, and

purpose

Kallenstinova. Yale J Biol Med. 2011



Moves in Introduction

* Move 1. establish a research territory

* Show that the general research area is important, central, interesting,
and problematic in some way;

* Introduce and review items of previous research in the area.

* Move 2. find a niche
* Indicate a gap in the previous research, or extend previous
knowledge in some way.
* Move 3. occupy the niche
* Outline purposes or state the nature of the present research;
* List research questions or hypotheses;
* Announce principle findings;
* State the value of the present research;
* Indicate the structure of the research paper.

Kallenstinova. Yale J Biol Med. 2011
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Mistakes to avoid

* Don’t just describe the substance or problem under study
* Don’t try to show readers that you have read everything

* Do not include your fascinating work that is tangential or
barely related to the central topic.

e Avoid formulaic first lines

* “Addiction to “x” is a significant health problem”

* “Access to legalized gambling has increased in the last two decades”



Discussion



Discussion (STROBE)

Key results | summarize key results with reference to study objectives
Limitations | pjscyss limitations of the study, taking into account sources
of potential bias or imprecision.
Discuss both direction and magnitude of any potential bias
g(;_-neralisa Discuss the generalizability (external validity) of the study
ility

results




s CONSORT 2010 checklist of information to include when reporting a randomised trial*-

VW[

Item Reported
Section/Topic~ No- Checklist item- on page No-
Results~
Participant flow (a 13a+ For each group, the numbers of participants who were randomly assigned, received intended treatment, and ¥
diagram is strongly were analysed for the pnmary outcome« L
recommended)~ 13bs For each group, losses and exclusions after randomisation, together with reasons~ a
Recruitments 14a+ Dates defining the penods of recruitment and follow-up+ Z
14b+ Why the trial ended or was stopped+~ e
Baseline data~ 15+ A table showing baseline demographic and clinical characteristics for each groups i
Mumbers analysed- 16+< For each group, number of participants (denominator) included in each analysis and whether the analysis was  »
by original assigned groups+
Outcomes and 17a~ For each primary and secondary outcome, results for each group, and the estimated effect size and its R
estimations+ precision (such as 95% confidence interval)« L
17b+< For binary outcomes, presentation of both absolute and relative effect sizes is recommended- a
Ancillary analyses<  18¢ Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing R
pre-specified from exploratory+ L
Harms«~ 189+«  All important harms or unintended effects in each group for specific guidance see CONSORT for harms) ¥

Discussion~

Limitations+ 20+ Tral limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses« N

Generalisability+ 21+  Generalisability (external validity, applicability) of the trial findings~ 8

Interpretation~ 22¢ Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidences <

Other information« “

Registration+ 23+ Registration number and name of trial registry~ e

Frotocol+ 24+ Where the full tnal protocol can be accessed, if availables 8
a

Funding+ 25+ Sources of funding and other support (such as supply of drugs), role of funders+




Purpose of discussion section

* To place your findings in the research context

* To explain the meaning of the findings and why they are important,
without appearing arrogant, condescending, or patronizing.

* A mirror reflection

* Introduction * Discussion
e Move 1. establish a research * Move 1. the study’s major
territory findings
s Zoom in * Move 2. research context
e Zoom out

* From general to specific
* From the summary of your

findings to the research
context

* From the background to
your research question



Moves in discussions

* Move 1. The study’s major findings
* State the study’s major findings.
* Explain the meaning and importance of your findings.
» Consider alternative explanations of the findings.

* Move 2. Research Context
* Compare and contrast your findings with those of other published results.
* Explain any discrepancies and unexpected findings.
« State the limitations, weaknesses, and assumptions of your study.

* Move 3. Closing the paper
* Summarize the answers to the research questions.

* Indicate the importance of the work by stating applications,
recommendations, and implications.

Kallenstinova. Yale J Biol Med. 2011



Opening paragraph of discussion section

* The biggest challenge for many writers

e Best choice

 To start with the study’s major findings that provide the answer to
the research question in your Introduction

* Examples,
* “Our findings demonstrate.....
* “In this study, we have shown that....”
* “Our results suggest.....
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MATERIALS AND METHODS

peritoneal cancers at three Seoul National University-affiliated
hospitals between 1990 and 2011, Each of the Institutional

Data were obtained from the review of the medical charts of
all patients with epithelial ovarian, fallopian tube, and primary

Review Boards of the three hospitals approved this study. Data

* Participants and data sources
 Variables with definition
 Study setting for comparison

e Statistical methods

on patient demographics, primary cancer sites, stages, grades,
histology, first courses of treatment, intracperative findings
regarding tumor spread, operation procedures performed,
residual disease, adjuvant chemotherapy, recurrence, and
survival were collected. Optimal cytoreduction was defined
as a residual tumor size of <1 cm. A total of 870 patients were
eligible for analysis, as shown in Fig. 1.

Stages were reassigned according to the following criteria
when indicated: surgical spillage with intraoperative tumor
rupture (IC1), capsule rupture before surgery or presence of a
tumaor on the surface (IC2), and presence of malignant cells on
ascites or peritoneal washing cytology (IC3); microscopic (lIB1)
and macroscopic (IIB2) pelvic spread; microscopic extrapelvic
spread (IlIA1) and retroperitoneal LN metastasis without
extrapelvic spread (lllAZ); and supraclavicular LN metastasis
{IVA) and other distant metastasis (IVE).

Kaplan-Meier survival estimates were derived for averall
survival (O5) both before and after stage reassignment.
Univariate and multivariate analyses were performed using
Cox proportional hazards models in order to evaluate the
association between the site of distant metastasis and OS5
outcomes. Various prognostic factors for the sub-stages were
also compared using the chi-square test, Student’s t-test, and
Kruskal-Wallis test, as appropriate, to assess the association
of these factors with survival outcomes. The OS5 rates were
defined as duration from the date of diagnosis to either the re-
corded date of death from ovarian cancer or the date of death
provided by 5Statistics Korea. Statistical tests were 2-sided,
with p<0.05 indicating significance. Statistical analyses were
performed using SPSS ver. 19.0 (IBM Co., Armonk, NY, USA).




Table 1. Patient characteristics and treatment outcomes (n=870)

Characteristic Mo, (96)
Age at diagnosis (yr), mean5D 5171128
Primary cancer site
Ohvary 846 (97.2)
Fallopian tube 12(1.4)
- Peritoneum 12(1.4)
Patients who underwent treatment for
ovarian malignancy FIGO stage
{n=1,550: SNUH 1,353, SNUBH 101, SMG-SNU BMC 98) [ 254(29.2)
.| Patients excluded (n=170) ! 26(64)
"l Poor information 1l 483 (55.5)
Patients with essanti;u information available W 7789)
- Patients excluded (n=399) ;
{n=1,360) Borderline ovarian tumor (n=220) Histology
| Germ cell tumor (n=99) Serous 494 (56.8)
v 7 Sex-cord stromal tumnr {{1=28} Mon-serous 376 (43.2)
Pseudomyxoma peritonei (n=17)
Patients with epithelial avarian, fallopian tube, MMMT (n=21) Grade
and primary peritoneal cancers Metastatic (n=14) [ 97 (11.2)
(n=981) .
Patients excluded (n=111) Tand il 484(556)
v Coexisting other cancers Unknown 280(33.2)
Patients eligible for analysis Initial serum CA-125 level (U/mL)
(n=870) >135 143 (16.4)
. . 35 668 (76.8
Fig. 1. Patient enrollment. SNUH, Seoul 3 . - iﬁg !
National University Hospital; SNUBH, Seoul newn (6.8)
National University Bundang Hospital; Necadjuvant chemotherapy 84(9.7)
SMG-5NU BMC, Seoul Metropolitan Lymphadenectomy
Government-Seoul National University Stage | and Il (n=310) 100 (32.3)
quamae Medlmal Center; MMMT, malignant Stage lll and IV (n=560) 183 (32.7)
mixed mullerian tumor. . .
Residual tumor size < 1 cm
Stage | and Il (n=310) 301 (97.1)
Stage Il and IV (n=560) 316 (56.4)
Recurrence 450 (51.7)
Progression-free survival (ma), median (range) 18 (0 to 247)
S-yr overall survival rate (%) 56.5

FIGD, International Federation of Gynecology and Obstetrics.



Table 2. Stage migration after stage reassignment and corresponding 5-year overall survival rates (5Y5R)

Curent  sYsp A B IC1 2 1A A 1B1 B2 NC  MA1  WA2 B nc  NA VB Total

staging (%) 935 NC 920 80 710 NC 700 760 745 575 663 540 358 520 280 565
1A 035 128 128
IB NC 7 7
Ic 825 39 27 53 119
lIA NC 6 6
1B 75.0 1 21 2
IC 745 18 18
lIA 575 12 12
B 54.0 61 61
lla 385 3 377 410
IV 330 17 60 77

Total 565 128 7 39 27 53 6 1 21 18 12 3 61 377 17 60 870

IC1, intraoperative tumor rupture; IC2, capsule ruptured before surgery or tumor on surface; 1C3, malignant cells in the ascites or peritoneal washings; [IB1, microscopic pelvic
spread; [IB2, macroscopic pelvic spread; IAZ, retroperitoneal lymph node metastasis without extrapelvic involvernent; IVA1, supraclavicular lymph node metastasis; VB2, distant
metastasis other than supraclavicular lymph nede; NC, not calculated due to small patient number.

Table 3. Univariate and multivariate analyses of the site of distant metastasis as a function of overall survival in stage IV ovarian cancer (n=77)

Multivariate analysis

. Site of . No. (%) Multiple sites = 2, Overall ‘suwival (mo), Univariate analysis,
distant metastasis no. (%) median (range) HR (95% Cl) HR (95% Cl) p-value
Pleural effusion 36 (46.8)* 8(22.2) 31(1-198) 1.01 (0.58-1.77) 0.54 (0.26-1.10) 0.090
Liver parenchyma 24(31.2) 13 (54.2) 38 (1-91) 1.19 (0.66-2.14) 0.64 (0.30-1.34) 0.237
Supraclavicular LN 17 (22.1) 7(41.2) 46 (6-162) 0.34 (0.13-0.85) 0.22 (0.08-0.63) 0.005
Lung 14(18.2) 13 (92.9) 22 (1-54) 1.65 (0.79-3.45) 1.44 (0.61-3.36) 0.404
Bone 13 (16.9) 12 (92.3) 20 (1-57) 1.93 (0.89-4.17) 3.49(1.10-11.08) 0.034
Brain 11(14.3) 10 (90.9) 57 (1-143) 1.02 (0.42-2.40) 0.33(0.11-1.02) 0.053

HR, hazard ratio; Cl, confidence interval; LN, lymph node.
*Three were not pathologically confirmed.



Survival

Fig. 2. Overall survival of patients with stage IC ovarian cancer
according to reassigned stages. IC1, intraoperative tumor rupture; 1C2,
capsule ruptured before surgery or tumor on surface; 1C3, malignant

cells in the ascites or peritoneal washings.
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Fig. 3. Overall survival of patients with stage Ill ovarian cancer
according to reassigned stages. Retroperitoneal lymph node
metastasis without extrapelvic involvement was downstaged from
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Fig. 4. Overall survival of patients with stage IV ovarian cancer
according to sub-staging. Supraclavicular lymph node metastasis
(stage IVA) vs. other sites metastasis (stage IVB).



INTRODUCTION

Among gynecologic malignancies, ovarian cancer is the
leading cause of cancer-related deaths [1]. The International
Federation of Gynecology and Obstetrics (FIGO) staging for
ovarian cancer reflects the prognosis of affected patients. The

current staging was accepted by FIGO in 1988.However, many

studies have indicated the necessity of a revision of the current
FIGO staging quidelines for better prognostic discrimination.

* Establish research territory
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* Previous research addressing
the problem

e Outline purposes

For stage IC disease, a growing body of evidence suggests that
intraoperative rupture might not increase the risk of tumor
recurrence [2,3]. For stage |IB disease, macroscopic pelvic peri-
toneal tumor masses might be associated with poor survival
outcomes compared with microscopic tumor infiltration or
adherence [4]. Many studies have reported better prognosis
for stage IlIC ovarian cancer with lymph node (LN) involve-
ment alone (without peritoneal carcinomatosis) than with LN
involvement and concomitant peritoneal carcinomatosis [5-7].

The revision process is currently underway by the Gynecology
Oncology Committee of FIGO in collaboration with various
international societies and agencies, and the revision would
be addressed about the stage IlIC classification, at least [8].
Since the revision process should be finalized only after a
consensus is reached by all relevant international organizations

through extensive consultations, we performed this timely
study to evaluate whether the revision of FIGO sub-staging
for ovarian carcinoma could improve prognosis predicm
Furthermore, the favorable prognosis of FIGO stage IlIC ovarian
cancer characterized by LN-positive disease only, prompted
us to compare the survival outcomes of stage |V disease so-
assigned based on supraclavicular LN metastasis with those
of stage IV disease so-assigned based on the other metastatic
sites.
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Our study demonstrates the necessity for revision of the
current FIGO staging for ovarian cancer with regard to the 3
sub-staging issues for stages IC, lll, and IV. The sub-staging
pracess has 2 main implications. First, stage IC was sub-staged
as stages IC1, IC2, and IC3, to account for the distinct prog-
noses associated with the eticlogy of tumar rupture. Second,
considering the relatively favorable prognosis associated with
lymphatic tumaor spread compared with peritoneal tumor
spread, stage IlIC, which was classified solely on the basis
of LN metastasis, was down-staged to stage IlIA2. Similarly,
stage IV was sub-staged as stage IVA, with distant metastasis
to the supraclavicular LNs, and stage IVB, with other distant
metastasis.

patients with macroscopic peritoneal carcinomatosis. One
plausible explanation for the favorable pragnosis of thase

patients with sub-stage IllA2 disease might be the higher
optimal cytoreduction rate compared to the patients with
stage |lIC disease showing intraperitoneal tumor implants =2
cm. Optimal cytoreduction was a well-known and important

There has been much controversy regarding the cause of tu-
mor rupture that upstages cancers to stage IC with regard to
prognosis. Vergote et al. [5] demonstrated that tumor rupture
during surgery (HR, 2.65; 95% Cl, 1.53 to 4.56; p<0.001) and
before surgery (HR, 1.64; 95% Cl, 1.07 to 2.51; p=0.022) had
an independent unfavorable impact on disease-free survival.
However, other researchers failed to show that capsular rup-
ture caused by the surgeon affected the prognosis of patients
with early-stage ovarian cancer [3,10,11]. A recently published
meta-analysis supported this finding and concluded that
intraoperative rupture might not decrease progression-free
survival compared to no rupture in early-stage ovarian cancer
with complete surgical staging and adjuvant platinum-based
chemotherapy [2]. This finding is consistent with our findings
that the 5YSR of patients with sub-stage |C1 disease was
similar to that of patients with stage |A disease and was clearly
higher than that of patients with sub-stage IC3 disease.

Many studies have supported Berek's suggestion of a
separate entity for LN-positive stage IlIC ovarian cancer [5-7].
Berek [5] arqued that FIGO should consider madifying the
ovarian cancer staging by further stratifying stage Il disease
on the basis of the better OS5 in patients with retroperitoneal
LM metastasis without peritoneal carcinomatosis than in

prognostic factor for advanced-stage ovarian cancer [12].
Our study also showed that optimal cytoreduction was an
independent prognostic factor for OS5 in patients with stage |l
disease. Bachmann et al. [13] reported that the influence of LM
metastasis on prognosis decreases with the increase in residual
tumor volume. The authors also reported that the nodal status
seemed to be the next most important prognostic factor
for advanced-stage ovarian cancer. Additionally, successful
retreatment of recurrence in patients upstaged to stage lIC on
the basis of LM metastasis alone with second surgery and che-
motherapy could partly account for the favorable prognosis of
these patients [6,14,15].
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The primary routes of ovarian cancer metastasis include
intra-peritoneal implantation of exfoliated cells at distant sites
and spreading through retroperitoneal lymphatic channels
[16]. S5preading through the lymphatic channels of the dia-
phragm and the retroperitoneal LNs can lead to dissemination
above the diaphragm, especially to the supraclavicular LNs
[5]. In accordance with the favorable prognosis of LN-pasitive-
only stage |lIC disease, stage |V disease, assigned on the basis
of supraclavicular LN metastasis, might be associated with
better survival outcomes than stage IV disease. Nevertheless,
no study has investigated the favorable prognaosis of stage IV
ovarian cancer patients with supraclavicular LN metastasis.
To the best of our knowledge, this study is the first one to
demonstrate a distinctly better OS for stage IV ovarian cancer
patients with supraclavicular LN metastasis than for patients
with other forms of distant metastasis. S5ince ovarian cancer is
known to spread both intraperitoneally and retroperitoneally
almost simultaneously [17], the presence of tumor spreading
mainly through lymphatic channels without intra-peritoneal
dissernination suggests that such tumars might be associated

with a favorable biclogic behavion] In support of this idea, our

This might be partly due to the small number of patients
with stage Il disease. FIGO stage Il ovarian cancer accounts
for 8% of all ovarian cancers [4] and 6.4% in our study. Further
studies with larger population numbers are needed in order
to achieve sufficient statistical power. Second, the follow-
up period for the study population was relatively short. This
might result in an overestimation of the favorable prognosis
of patients with stage IVA disease (5Y5SR, 52.0%), which was
even better than that of patients with stage llIC disease. A lon-
qger follow-up pericd could ensure that the survival estimates
are more accurate. Third, the low rate of lymphadenectomy in
early stage disease implicated that true pathologic stage llIC
disease could be included in the analysis of stage IC disease.
However, the same result of a significant O5 difference in
stage IC patients who underwent staging lymphadenectomy
was observed. Finally, mortality was not disease-specific
but overall, without considering the cause of death. This
might cause an underestimation of prognosis in this study.
Mevertheless, the potential impact of this underestimation on
the study results could be minimal because the age difference
between the compared sub-stages was not significant.

study shows that ,ub—stage VA disease was associated with
a relatively imited number of simultaneous metastatic sites
compared with sub-stage IVB disease. However, in this study,
we failed to show any significant positive or negative associa-
tions between the prognosis of patients with sub-stage IVA
disease and the prognostic factors that were already proven
important for advanced-stage ovarian cancer, such as optimal
cytoreduction and chemaresistance.

This study has some Iimitations_lFirst, we did not show a
signincant difference in U5 between sub-stages [IB1 and [I1B2.

In conclusion, modification of the current FIGO staging for
ovarian carcinoma appears to improve the discrimination of the
survival autcomes of patients with surgical spillage, retroperito-
neal LN metastasis without extrapelvic peritoneal involverment,
or distant metastasis to the supraclavicular LN. Further studies
are warranted to explore the biologic mechanisms that under-
lie the favorable prognosis of patients with stage IV disease,
so-assigned on the basis of supraclavicular LN metastasis.
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