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Table 1. Comparison of Comorbidities: Overall and by Morbidity Status

Overall With complication Without complication
Variable (n = TB3) (n = 177T) (n = 60G) p Value
Male gender (%) 48.5 55.4 46.5 0,041
Age (v), mean = 5D 575+ 13.7 583+ 138 57.2 £ 13.7 (.340
Caucasian race (%) Bil.1 T6.8 B1.0) (), 241()
Cardiovascular (%)
— 14.2+25.1 16.6+24.7 13.5+25.1
p ACA lace 3 hiﬁhpr (04 "ﬂ 5 i35 (] 30) 0 {1 (317
I Pack-years of tobacco, mean * SD 14.2 * 25.1 16.6 £ 24.7 13.5 = 25.1 0.167
—STrTTReTT i >t = .
Alcohol use (%) 4.9 5.7 4.6 0.554
Emergency status (%) 0.8 1.1 0.7 0.622
INR srarus (%) (0.0 0.0 0.0 1.000
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Open Laparoscopic
Surgery Surgery
(n = 524) (n = 533) P

Procedures

Ileocecal resection 54 (10.3%) 37 (6.9%)

Right hemicolectomy 100 (19.1%) 110 (20.6%)

Sigmoidectomy 208 (39.7%) 240 (45.0%)

Anterior resection 155 (29.6%) 137 (25.7%) 0.1534

Partial resection 4 (0.8%) 7 (1.3%)

Hartmann 1 (0.2%) 0

Others 2 (0.4%) 2 (0.4%)
Lymphadenectomy

D3 521 (99.4%) 529 (99.2%) 1
Estimated blood loss, mL
[ Median 85 30 ) <0.001

Range 0-3395 04080
| Interquartile range 49.5-180 10-70

min

Median 159 211 <0.001

Range 68-710 80-616
\__Interquartile range 130-188.5 179-256
Blood transfusion within 3

postoperative days

Yes 6 (1.1%) 4 (0.8%) 0.5437
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Yamamoto S, et al., Annals of surgery. 2014;260(1):23-30.
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o EEBSMiGEEPearson®ABEZREL(r) = 0.70
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@ @ 3 @

X1 Y1 X2 Y2 X3 Y3 X4 Ya

4 4.26 4 3.1 4 5.39 3 6.58
5 5.68 5 4.74 5 5.73 3 5.76
6 /.24 6 6.13 6 6.08 3 /.71
7/ 4.82 / /.26 / 6.42 3 3.84
3 6.95 3 3.14 3 6.77 3 3.47
9 3.81 9 8.77 9 /.11 3 7.04
10 3.04 10 9.14 10 7.46 3 5.25
11 3.33 11 9.26 11 /.81 3 5.56
12 10.84 12 9.13 12 8.15 3 7.91
13 /.58 13 8.74 13 12.74 8 6.89
14 9.96 14 3.1 14 3.84 19 12.5
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9357 EHBERE

HHER R %X BT

N FiHE FRERE=E (piiE) (Y EXDEIER)

X, 11 9.00 3.32 0.816

Y,=3.00+0.50X
Y, 11 7.50 2.03 (p=0.0022) 1
X, 11 9.00 3.32 0.816

Y,=3.00+0.50X
Y, 11 7.50 2.03 (p=0.0022) ° 2
X; 11 9.00 3.32 0.816

Y.=3.00+0.50X
Y, 11 7.50 2.03 (p=0.0022) ° 3
X, 11 9.00 3.32 0.816

Y,=3.00+0.50X
Y, 11 7.50 2.03 (p=0.0022) * 4
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il Fad YA FAN A

FARE(CHERKDDTT — R\ AT —ADH ik

FHHEHRE=0D

PearsonMEEIHER(r)

RECXIDPIE | 0.1 0.3 0.5 0.7
5 0.870 0.615 0.374 0.165
10 0.783 0.397 0.137 0.022
N 20 0.675 0.198 0.024 0.001
100 0.322 0.002 0.000 0.000

400

0.045 0.000 0.000 0.000
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RCTDiZS : CONSORT flow diagram

[ Enrollment ]

Assessed for eligibility (n= )

Excluded (n=
+ Not meeting inclusion criteria (n=
+ Declined to participate (n=
+ Other reasons (n=

)

)

)

)

Randomized (n= )

A 4

)

A

y

Allocation J

Allocated to intervention (n= )

+ Received allocated intervention (n= )

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

reasons) (n=

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

Discontinued intervention (give reasons) (n=

! (

)

Allocated to intervention (n= )
+ Received allocated intervention (n=

)

+ Did not receive allocated intervention (give

-

Follow-Up 1

A

y

J

)

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

)

Discontinued intervention (give reasons) (n=

[

Analysed (n= )
+ Excluded from analysis (give reasons) (n= )

Analysis ]

J

Analysed (n=

)

+ Excluded from analysis (give reasons) (n=

56



EF B TOHARRITEE LS,

ICRwebB& ERBFE A http://www.icrweb.jp/

281 patients enrolled at first registration

Kubota K, et al. The Lance

4 ineligible
> 3 progressive disease
2 did not receive AHTRT
1inappropriate radiation field
1 allergy to etoposide
h 4

7 not treated

272 received induction etoposide plus
cisplatin and AHTRT

Y

—>

14 declined to continue study

258 enrolled at seco

nd registration

v

129 assigned to etoposide plus cisplatin

Y
129 included in efficacy analyses

v

129 assigned to irinotecan plus cisplatin

—| lineligible, received treatment

Y
128 included in efficacy analyses

— 1 did not receive treatment

h 4
128 included in safety analyses

Yy
129 included in safety analyses - -

t Oncology. 2014;15(1):106-13.
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for eligibility
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qualitative synthesis
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22512 potentially relevant articles
identified and screened for retrieval

—p| 22013 articles excluded

499 potentially eligible articles

2 RCTs identified from major meetings —

259 excluded from systematic review
27 duplicate
162 meeting abstracts
19 non-randomised
5 cost analyses
9 irrelevant or not including chemotherapy
—p 3 adjuvant chemotherapy
3 intra-arterial chemotherapy
17 news reports or protocols or comments
3 pharmacokinetic or phase | studies
6 full text unavailable
3 unable to extract data
2 reviews

Y
242 RCTs eligible for sytematic review

—® 202 RCTs not eligible for multiple-treatment meta-analysis

h 4
40 RCTs eligible for multiple-treatment meta-analysis 59
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SZHMBEDIRFRDEZS : STARD diagram
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v
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Prognostic Studies (REMARK)

Lisa M. McShane, Douglas G. Altman, Willi S
Massimo Gion, Gary M. Clark for the Statistic
NCLEQRTC Working Group on Cancer Diagn

Despite vears of research and hundreds of reports on i
markers in oncology, the number of markers that
emerged as clinically useful is pitifully small. Often, in
reported studies of a marker show great promise, but :
quent studies on the same or related markers vield inc
tent conclusions or stand in direct contradiction t
promising results. It is imperative that we artempt to v
stand the reasons that multiple studies of the same m
lead to differing conclusions. A variety of methodologic
lems have been cited to explain these discrepancies. Un
nately, many tumor marker studies have not been repor
a rigorous fashion, and published articles often lack sufi
information to allow adequate assessment of the quality
study or the generalizability of study results. The develoj
of guidelines for the reporting of tumor marker studie
amajor recommendation of the National Cancer Inst
European Organisation for Research and Treatment of
cer (NCI-EORTC) First International Meeting on C
Diagnostics in 2000. As for the successful CONSORT |
tive for randomized trials and for the STARD stateme
diagnostic studies, we suggest guidelines to provide rel
information about the study design, preplanned hypot
patient and specimen characteristics, assay methods
statistical analysis methods. In addition, the guideline
gest helpful presentations of data and important eleme
include in discussions. The goal of these guidelines is to ex
age transparent and complete reporting so that the rel
information will be available to others to help them to
the usefulness of the data and understand the contextin-
the conclusions apply. [J Natl Cancer Inst 2005:97:1180-

Despite vears of research and hundreds of reports on
markers in oncology, the number of markers that have en
as clinically useful is pitifully small (J-3). Often, inifial
ported studies of a marker show great promise, but subse
studies on the same or related markers vield inconsistent o
sions or stand in direct confradiction fo the promusing n
It 1s imperative that we attempt to understand the reasor
multiple studies of the same marker lead to differing concly
A wariety of problems have been cited to explain these di
ancies, such as general methodologic differences, poor
design assays that are not standardized or lack reproduc
and inappropriate or misleading statistical analyses that are
based on sample sizes too small to draw meaningful concl
(4—11). For example, in retrospective studies, patient popul
are often biased toward patients with available tumor speci

1180 COMMENTARY

COMMENTARY

Reporting Recommendations for Tumor Marker

_ ICRwebFEERBFZ2 AP http://www.icrweb.jp/
McShane LM, Altman DG, Sauerbrei W, et al. J Nat/ Cancer Inst 2005; 97(16): 1180-4.

YiREFHEIRDIES

Table 1. Reporting recommendations for tumor marker prognostic studies (REMARK

INTRODUCTION
1. State the marker examined, the study objectives, and any prespecified hypotheses.

MATERIALS AND METHODS

Patlents
2_ Describe the characteristics (e g, disease stage or comorbidities) of the study patients. including their source and inclusion and exclusion criteria.
3_ Describe treatments received and how chosen (e g.. randomized or rule-based).

Specimen characteristics
4. Describe type of biological matenial used (including control samples) and methods of preservation and storage.

Assay methods
5. Specify the assay method used and provide (or reference) a detailed protocol. including specific reagents or kits used. quality control procedures,
reproducibility assessments, quantitation methods, and scoring and reporting protocols. Specify whether and how assays were performed blinded to the study
endpoint.

Study design
6. State the method of case selection, including whether prospective or retrospective and whether stratification or matching (e.g.. by stage of disease or age) was
used. Specify the time period from which cases were taken, the end of the follow-up period. and the median follow-up time.
7. Precisely define all clinical endpoints examined.
8. List all candidate variables mitially examined or considered for inclusion i models.
9. Give rationale for sample size; if the study was designed to detect a specified effect size, give the target power and effect size.

Statistical analysis methods
10. Specify all statistical methods. including details of any variable selection procedures and other model-building issues. how model assumptions were verified,
and how missing data were handled.
11. Clarify how marker values were handled in the analyses; if relevant. describe methods used for cutpoint determination.

RESULTS

Data
12.

Describe the flow of patients through the studv. including the number of patients included in each stage of the anal
or dropout. Specihically, both overall and for each subgroup extensively examined report the numbers of patients and the number of events.
Report distributions of basic demographic characteristics (at least age and sex), standard (disease-specific) prognostic vaniables, and tumor marker, including

nimhare nf miceing walnee

13.

Amna

= Describe the flow of patients through the study,

" including the number of patients included in each stage
© of the analysis (a diagram may be helpful) and reasons
for dropout.

19. Interpret the results in the context of the prespecified hypotheses and other relevant studies; include a discussion of limitations of the study.
20. Discuss mmplications for future research and clinical value.
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Marleen Kok et al. INCI J Natl Cancer Inst 2009;101:1725-1729

Flow diagram of patients.

Start of trial 564 randomized patients — 262 events
l — | 64 excluded (no FFPE tissue) — 32 events
500 available paraffin blocks — 230 events
l — | 25 excluded {(no ER o data obtained in TMA) — 12 events
475 with ER a data — 218 events
l — | 151 excluded (ERa <10%)| — 76 events

324 ERa >10% — 142 events

l — | 85 excluded (no ER a $118-P data) — 36 events

239 with ER o S118-P data — 106 events 62




EFMBHNTOZHAIISEELLSN, ICRwebE&EERTFZE AP  http://www.icrweb jp/

FRtr I SRR (IEHEEPETHRET DN b

o NILFTZIRANIRFTNUTNFIROIIZR « T—IHBRME(CTRD
— A &R U2V ?
— [EBRDIZD(CHEBIRT —FIFEIT DN ?
- XBIT B1=bD T ST 1ERK
— IAZTDlimitation DBRFEAL,

o FRATXIRMIHICTEEND LI N TDENZPDEL

63



EF B TOHARRITEE LS,

= Yal. )]
o AT I BLUBICT —FAINNEEAESNTUVIHIERT D
- ASAJILIT> bU— or 5mrEanE

ICRwebB& ERBFE A http://www.icrweb.jp/

o RUNSIRET DDTIFRL, T—HDELRZITD
- EX NI S LAZHERR U CEYRENGET = - iREEZER

o HUMIX

PoEIRZE

W\ C2EHEORMRZ R I D

- SMUBEDAR(IFET DT DIRNT —F DHEER

o BITUREMDERZEMUICHTZ
- EOMRICEDEFRIFTZITONR I D&
— 49 patients flow diagramZz U\ THD

64



EF B TOHARRITEE LS,

&k

o KIBIEH.EELEI>E1—%4 Vol.2, No.1, 1989.
o FIBEZED. izt Dtz X.EAEEE. 2007.
o JKHIE. AFY #istE#tTE. HEIFDE. 2004.

ICRwebB& ERBFE A http://www.icrweb.jp/

65



EFBMTOIFARS

X EWtfstz =7 — [AF9R] O)}EEIE

EELEEL,

EHA . 2012
BERZZESHRED ; #ThR

ISBN-13: 978-4880038612

E'JH Evonhs

nnnnnn

EWO)FBDCD

BRRRIET SR mue

W CHRTE 93w v s e it

L LR Fle-2 3

AISIEHE. 2011
EiE AR
ASIN: BO0I399SY4

EERFIITSU—

FERALEDT

35 R AN

iy L

RS B, 2005
aEEE
ISBN-13: 978-4000074544

KE %™ (BR) .2013
&R ARET 520K
ISBN-13: 978-4884123727

HEUEI AT 1

FHEALENT
EMmBE 228

FEOE

R B%. 2012
EREE
ISBN-13: 978-4000295949

ER2NN A onasv et

FAPLIE B LR GRIR AT, R

KNEHTF (BR) . 2013
AT AOWAIIAA 51531

ISBN-13:978-4895927574

ICRwebB& ERBFE A http://www.icrweb.jp/

EESWOGIC®R

5 A BEFRIRR KR

feHEAE (BR) .2013
E¥E BJ'E 2R

ISBN-13: 978-4260018647

!#mtr:mSﬁlﬁ*ﬁ

KNEHEF (BR) . 2008
A7 AIATIZAY5-153F
ISBN-13: 978-4895927574

66



