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Well-formulated question on effectiveness intervention —
the PICO guide

Patients/population: which patients or population of patients are we
interested in? How can they be best descrived? Are there subgroups that need
to be considered?

Intervention: which intervention, treatment or approach should be used?
Comparison: what is/are the main alternative/s to compare with the
intervention?

Outcome: what is really important for the patient? Which outcomes should be
considered, such as intermediate or short-term measures; mortality; morbidity
and treatment complications; rates of relapse; late morbidity and readmission;
return to work, physical and social functioning? Should other measures such as
quality of life, general health status and costs be considered?
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The gastric cancer screening is not A dEHAf et 7| & X[ H

mentioned by

US Preventive Services Task Force (USPSTF)

The Canadian Task Force on Preventive Health
Care (CTFPHC)

NICE (National Institute for Health and Care
Excellence)

SIGN (Scottish Intercollegiate Guidelines
Network)

40M| O] 82| FU/ATESAAL or LA B HAL2A

404 O] 82| 'Fgat 504 O]89] o gL of 2Ot 2LiA|E
oLt QRZGL2 QoU0| ThSH MHAAE AR HS AT
ofck B). LelgroN =
2 4 9t 0.

US National Cancer Fair evidence for no reduction in mortality (in areas with
Institute PDQ relatively low incidence of the disease, such as the United
(Physician Data Query) States).

Good evidence for rare but serious harms.

International Union SATCAZIS HAISt D A= LE20 SHO| 22 27t S €
Against Cancer (UICC, efZdE0| 2 X|YS Aot STLUFYMoz 9 M
1990) g o2 E ARSH] el

The American Scciety |2} DQIET0IA MEZA] Chet #
for Gastrointestinal
Endoscopy, (2006,2011)

FH/ojo] BEIO] U2t AAZIZAS &

28 977t 2 A LA T 7to =2l
2l 2 National Cancer Center (2006)

Table 5. Recommendation for gastric cancer screening

Screening Recommendation
methods grade

Recommendations (language)

Population-based
screening

Opportunistic
screening

Gastroglurography B Recommend Recommend

Decision
making at
individual®

Gastroendscopy I Not recommend”

Serum pepsinogen | Not recommend®  Decision
making at
individual

Helicobacter I Not recommend®  Decision

pylori antibody making at

individual®

Jpn J Clin Oncol 2008 doi:10.10932jjco/hyu017
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CRC screening and surveillance

CRC screening and polypectomy guideline in Korea

reduced the incidence of CRC
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Table 1. The CRC Screening Guidelines for the United States in 2008

Screening test ACSMSTFACR® USPSTFs7 Ace® Recommended interval

EF0BT Yes, requires ~50% sensiviy _ Yes Yes, high-sensiivity test Annually
for CRC only

AT Yes, requires >50% sensitivity  Yes Yes, preferred as cancer Annually
for CRC detection test

Stool DNA Yes, requires >50% sensitivity  No, insufficient Yes, every 3y Uncertain
for CRC evidence

Flexible sigmoidoscopy _ Yes, requires insertion o 40 Yes, with FOBT Yes, every 5-10y 5y
am or splenic flexure every 3y

Barium enema Yes, but only if other tests are Not recommended Not recommended 5y
ot available

cre Yes, with referral to No, insufficient Yes 5y
colonoscopy if polyps =6 evidence
mm are seen

Colonoscopy Yes Yes Yes, preferred 10y

ACG, American College of Gastioenterology.

Korean J Gastroenterol Vol. 59 No. 2, 65-84
hitp://dx doi.org/ 10.4166/kjg 2012.59.2.65
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The Korean Societyof Gastroenterology
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SPECIAL REVIEW KJG

Y M REY
LAY ZAL : O 2 QT EOA THE O] MEHA
HAL 6 > HFUWAIE A

TEHZAL TtolE2t

2.CTOHE XY OfEe MED CIEFEE JTZA 3 olLIE #1
6 mm 0|2 2 > CHELHAIZZEA

3. 0|5 CHES s | 1T MEHA S oILE d1
6 mm O|&o| E28 > LHELHAIZZAL

4. CHEFLYA| ZAZAA} : CHEFQF ME T} CHAFAHE ZICHZAALE @M AT
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Evidence ¢ L

Guaiac FOBT

Study Age range RRR CRC mortality | Years of follow-up
Nottingham 45-75 13% (CI 0.78-0.97) 11 years
Funen 45-74 11% (CI 0.78-1.01) 17 years
Minnesota 50-80 21% (CI 0.62-0.97) 18 years
Goteborg 60-64 16% (CI 0.78-0.90) 15.5 years

RRR: Relative risk reduction

Immunochemical FOBT, CTC, Flexible
sigmoidoscopy, and Colonoscopy : limited
evidence

Long-Term Mortality after Stool based-screening
for Colorectal Cancer

* The Minnesota Colon Cancer Control Study
* 46,551 healthy volunteers, 50 to 80 years

Cumulative Colorectal-Cancer Mortality
at 30 Yr (95% Cl)
0.03 (0.03-0.03)
0,02 (002-0.03)
0.2 (0.02-0.02)

Control

Biennia

Cumulative Colorectal-Cancer Mortality

001

o T T T T T T

s 10 15 20 2 30
Years since Randomization

No. at Risk
Control 14497 13103 11320 9157 6741 4450 N Engl) Med 2013;365:1106.14
Biennial screening 14,635 13243 11445 9323 6802 4583 30,108 sl
Annualscreening 14658 13204 11437 9219 6802 4498 DOL: 10.1056/NEJMoal300720

Annual and Biennial Screening Effects
According to Age and Sex

«  The Minnesota Colon Cancer Control Study
* 46,551 healthy volunteers, 50 to 80 years

P Value for
Subgroup  Screened Control  Screened Control Relative Risk (95% Cl) Interaction
no. no. of deaths from colorectal cancer
Sex | 006
Male 14933 7434 200 154 . 062 (050-0.78)
Female 16224 7960 237 141 — 083 (0.67-1.04)
Age 015
270y 541 2581 105 58 —. 058 (033-100)
60-69yr 12902 6446 195 156 —. 0.63 (049-0.79)
<60yr 12834 6367 137 81 — 0.86 (0.65-1.14)
Men 004
=70yr 2470 119 48 7] ——.— 0.79 (041-152)
60-69yr 6,062 3027 82 82 —— 0.44 (0.30-0.64)
<60yr 6401 3211 70 50 — 0.72 (0.50-1.05)
Women ' 0.40
=70yr 2,951 1385 57 36 — 054 (0.28-1.03)
80-69yr 6340 3410 113 74 — 0.79 (0.58-1.09)
<60yr 6,433 3156 67 31 - 1.08 (0.70-1.65)
r T T T
02 04 06 0810 20 40
Sereening Better Control Better

N Engl) Med 2013;369:1106-14.
DOL: 10.1056/NEJMoal 300720
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CH &

Guaiac based FOBT
RCTs & Cochrane review- concrete evidence for CRC-

AHS A

fFOBT vs. FIT o2 o

(2) 504 Ol42| HRABTIA CHEYQ| HEHMZ 7IE .
2| guaiac CHEHEFEZANO HISH O HABRBIAAZ}
o 2ER -

SOMl O[S BRSERON harel HHANE 7IZ mortality reduction
o guaiac HESRIZANO] HIoH HE RIIBRIZIAE S

- Limitations- low sensitivity, high false (+), low compliance
+ The preferred cancer detection test is annual FIT
LIl - 10-12% gains in adherence

5

Hoz A;piry,
oA B e

. 19 ZE

T B8 AE I:E z';éﬁ“’;o]qmimm > Doubling in the detection of ACRNs

(49%), Y5 & }H3%) B}A &(2%), . . X .

Aoz oA R (%) - 2-sampling with at least 1-sample being (+) provide the

- r Weign,  OR (naneieny) of (nonevent) best sensitivity/specificity for CRC and provide more LYG

Studyorsubgrow gkl ~Fanis o % NRH fixed, 95% GI MHH, fixed, 95% G .
Pamcetal 2007 8 70 20 70 467 251140573 == at acceptable costs than 1-sample FIT screening.
Smith et al., 2006” 9 2351 12 2351 533 1.34[0.56,317] - . . . .
o 05401 sist st 100 Lsapon s lo - Cost-effective analysis: Intensifying one-sampling FIT
eerogenety ChL07, 11 (-0.30 -0 R S (larger age range, shorter interval) provided equal or more
Test for overall effect: Z=2.10 (p=0.04) 0.01 01 1 10 100

Favours control  Favours experimental

LYG at lower costs compared with two-sample FIT.

CT colonography

(1) 504 0l4] BReldRON (T LHYEFES
Mg YEY TUHPMZ BIE & AR
50M| 0|49 WA (T HYEHES HEY M
it YEE NCPA § SiUE it

Double contrast barium enema

thaey

(1) 504 O¢2] FZAHZM OISZHutERTE2
Y HgFAMz AE ¢ U=
504 0142 BmRAFZ0M 0|5=HH

o A9 A U IEHEES A
o #1925 A0y o °
o 50 &% AHoE Eo¥H27%), UHE S o MEHA F St OB
(34%), B FIRH26%), AR F2I3HA o-3(13%), o 37{9 A kS
1{14 2 = *].;(] opo (0%). 5
o -l-—l 7PE ~|1_] (|):|
Polyps26 mm Perpatient B"ohuszﬁnm Perpatient R ° AT 2 o F = _tzo .
200", <o ot 3 0 o SO &= Ao £0]3K19%), HHE E21THE%),
P o et 28 P o (035059 . N
E 8 08 e 8 HR ol =0|8H33%), A2 50514 9-2(36%), A
s o
o OF FO5HA] oh(6%)
Polgsersi 082107316085 P 08 G8310080
00 02 04 06 08 10 Inconsistency (square)=76.3% © 02 04 08 08 10 Inconsistency samre)=95.1%
Sty sty

Physician’s perceptions of test performance

CRC incidence and mortality with Screening
for colorectal polyp diagnosis

Flexible Sigmoidoscopy

I Very effective EZZ Not effective

I Effective El Unkown 154 900 d . h 55 74
L] -
B3 Slightly effective . men and women wit y
220 42 1 A Overall Colorectal-Cancer Incidence B Overall Colorectal-Cancer Mortality
Colonoscopy 1500 500-
M 2 w0
]
3 10 i Usol care
CT colonography £ s
3 ‘ 3
| : 3 . Screening
4 7% 130 49 4 § E
v o 100-
DceE [ [i=nEnsE |
p o1 3 5§ 7 5 1N B o1 3 5§ 7 3 1B
si m id Years since Randomization Years since Randomization
g oidoscopy No. at Risk No. at Risk
Screening Screening
Cases 1 1012 Deaths 8 m 2%
Personyr 76,520 227,007 373,895 516773 654,740 772,625 848,403 Pesonyr 108 29029 380730 528006 670832 793108 871,530
Usual care Usual care
Cases 98 1169 1287 Deaths 2% 3
04— Personyr 76,592 227,438 374467 517,055 654,447 771,744 847,103 Pasonyr 77,28 230354 380731 527,828 670576 192,674 871175

0 10 20 30 40 50 60 70 80 90 100
(Korean J Gastroenterol 2012;60:26-35)

N Engl ) Med 2012;366:2345-57.
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Colonoscopic polypectomy
and long-term prevention of CRC deaths

Cumulative mortality from CRC

General population

Expected from general
population (SEERS)

53% reduction of

CRC mortality

Observed NPS
adenoma cohort

Polypectomy

Observed NPS
nonadenoma cohort

Curnulative Coloredal-Cancer Mortality (%)
ind

S e A A N

4 6 8 10 12 14 16 18 20
Years Followed

No. at Risk

Adenoma 2602 2358 2100 1308 1246 461
Nonadenoma 773 733 678 632 420 164

N Engl J Med 2012;366:687-96.

OIELIAIE 4 E2HA

O O o a

— o
HAZ UEYAMAAMES @Mxoz M aotc).
s 2O 2RSS

. -?_J_T'_S| 7O|_E 7O|'E16| :rll_-l_Tl_al' CFS/DCBE 1.9%

- = CFS/CTC3.4% —

SOA-H OIAI- JTL1-;I._0|_|'6£IIE-0“A-| CHAFOF A I:éljl_l- [HKI-AH%SQ' X}

Others 2.3%

anzol |6
(Korean J Gastroenterol 2012:60:26-35)
98 o0
0 10 20 30 40 50 60 70 80 90 100

Pitfalls of colonoscopy

» Pain and discomfort
* Blind spots
* Flat lesion

+ Complications
v Perforation
v Bleeding...

RT

Interval cancers after CFS

* 03-09%

[  Missed lesion due to Hison, 1091 se/an | tod
various reasons

II. Different biologic

Rex, 1997 178/697 -

Matsushita, 1998 7/01 | bm—|

behaviour
Rex, 2003 (I) 63/250 o
1L Inclomp\ete resection of P B
po yp Harrison, 2004  45/121 ——

Incomplete removal

New
h Pooled L 2 21% (1410 30)
T T

T T T
0 20 40 60 80 100
Miss rate (%)

(Am J Gastroenterol 2006;101:343-350)

Issues to be considered for CFS

+ Cost
« Capacity for colonoscopy
* Quality control
Bowel preparation
Endocopist training

« Low participation rate

Age range of
current screening guidelines
N VYT Y S

Korean Society of Gastroenterology 50y ?
Asia Pacific Working Group on 50y 2
Colorectal Cancer

Japan 50y ?
Taiwan 50y 75

75 (76~85y : Do not screen routinely
(C), >85y: Do not screen (D)

75 y or life expectancy <10 y

USPSTF 50y

American Colleges of Physicians 50y

American Cancer Society (Multi-

?

society) Wy :

American College of 50y 2

Gastroenterology

NCCN 50y ?

Canadian Association of 50 75 (76 to 85 : individual basis,
Gastroenterology Y >85 : Do not screen)
Australia 50y ?
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USPSTF guideline

SCREENING FOR COLORECTAL CANCER
CLINICAL SUMMARY OF U.S. PREVENTIVE TASK FORCE RECOMMENDATION

Adults Age 76 to 85 years* |  Adults Older than 85*

arr. -

Population Adults Age 50 to 75*

Screen with high sensitivity fecal
occult blood testing (FOBT),
sigmoidoscopy, or colonoscopy.

Do not screen routinely. Do not screen.

Recommendation Grade: A Grade: C Grade: D

For all populations, evidence is insufficient to assess the benefits and harms of screening with
computerized tomography colonography (CTC) and fecal DNA testing.

Grade: | (insufficient evidence)

Annals of Internal Medicine | CrLiNIcAL GUIDELINES

Evaluating Test Strategies for Colorectal Cancer Screening:
A Decision Analysis for the U.S. Preventive Services Task Force

Ann G. Zauber, PHO: Iis Lansdorp-Vogelaar, MS: Amy B. Knudsen, PhO: Jasneke Wilschut, MS: Marjolein van Ballegoofjen, MD, PhD; and
P i, ScD

. average-1sk 40-year-okd population.

Natural history of disease as modeled by the
Microsimulation Screening Analysis and Simulation Model
of Colorectal Cancer models

Strategies for Colorectal Cancer Screening

Saeening 1) No screening
A:::;vsna Precliv;:a:lefancer Clini;:al'f;mcer 2) Colonoscopy
3) FOBT (Hemoccult Il, Hemoccult SENSA
Preclinical Clinical [Beckman Coulter], or fecal immunochemical
Adenoma stagel stage | tesﬁ n g)
<5mm ¥ i e . .
7 Pm,fm, c“:“[ 4) Flexible sigmoidoscopy (with biopsy)
No lesion Adenoma stegel el || Deathfom 5) Flexible sigmoidoscopy combined with
— i - Hemoccult SENSA
Adenoma stage Il stage - Start age : 40, 50, and 60 yrs
omm . .f. : c“ﬁ : - Stop age : 75 and 85 yrs
stage IV stage IV
. . . iah-ri ?
Colonoscopies and life-years gained for H Ig h FISI( g rou pS |€SS tha n 50s:
a cohort of 1000 forty-year-olds
O Male sex
= 1.5-2.5fold higher risk for CRN than female
= The same risk for CRN to 5-10 years older female
g™ - a0 075 O Smoking
8 M‘z”i?‘ta’“ Iy §§ = o _,,mlvf"‘"'"’c = 1.5-3.5fold higher risk for CRN than never-smoker
gg ﬂ»::z{*c.r«f" §r N = High risk even in very young (30-39 years)
1 ™| e g *a i :Z O7 /Ly o0 smokers
i ji o O Metabolic factors
e S N " L = 1.5-3fold higher risk for CRN than those with no

Colonoscopies per 1000 Persons Colonoscopies per 1000 Persons

metabolic risk factors

[ These factors increase the risk of colorectal }
neoplasia INDEPENDENTLY'!
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Decision of mass screening

What should be

Benefit considered...

In terms of survival,

the more detection, EconopiiEhygden

Resources
the better :

Harm of screening tests
outcome... \

Social

viewpoint/consensus

Summary

T

benefit(mortality,
incidence, early stage)

benefit(mortality,
incidence, early stage)

FOBT

Average risk different interval

FEeEe DCBE different age benefit(mortality,
patient T
Colonoscopy  (upper, lower limit) incidence, early stage)
An harm(direct complication
Y , false +/-)

Special thanks to : Z& 2= (YIZF|C})
S50 (52 zolry
HHA ()
24T @Nelh
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gholAle] FhA|ERE(oTeE 7Hehell tigh 312 the kgl sl AHzlo] o] wi= IQh wefrel et
o7t mlaz wWEgste] Azl Wik B8] At & Aes VI o ok 2@y 2003'E5E =7F
TAAZE Aldste] 10d0] Aot ofA7bA] 3ok Hzlastel tiek dA7-dahd ARt ek AEAdE
ks e R {lo] o dAle| 2ol =7h Az At SEAQ] FRdl 4 tiEE sI=
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7b AR RF] FEAE 247 YAIFOR IR
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oo

AFH3L o), vholeize] FR

71ke] ZH%e, Ee HBV DNA Tﬁl A%20l Y 9F, ST oz deld ok 404 ool ofAle}
A v BE 7 Badeld] 1M ofitel wAIglel Riste] WA HEE Stk 0.4-0.0%0] A% T30l

o= vgREA Ba7FY Bl Skxjoll4) HBV DNA £2)7F mig 10,000 copy ©lahe] o= ¥zt 7ket kA
&2 0.0600=2 "l S}, wheba] o]dl SErkrel lo] Akl 7R FAAE f-83tell isiAlE =Rkl o
A7} B

Cq 3t mpolaix Al sl Sajoll] AFo] opd Fr o] CFZIYY &4 vehlle AAkeAd 4 3l
o] HCV RNA A A &3l Iaelfde o5 xldshk= Zo| dash

gajolglx X7 Follc € I+ wiolgx | PAAAS Holng HAZS 53 uLldT oFE vt
T U C¥ FhgAtY] tivp= WS A e g E7el IS SRisk caRtdgAE ek kE
Afehs 7hol=2Rle itk

i

(6]

3) AF BT FRUW

7 FABEE Al Aol delis TlE slolseieldly Aol AR, TR e JFw
FolEzfle %i—t— Az w3 =7h AR e d0dleRe AR duEslEe Tieke] TS
ol weh BAlsle] Aulnh. B b A2l 9@ B dels FAR, v fv ®

Y 2% wigow o} Bast ask,

4) 223 AIF7NE oA Heow

7t FAAA F15 AAAc#H 719tke] wj7kAIzHdoubling time)#} 7Hete] AFeiRuE wysiol gt A
72 A7 7Reke] HIZFAIRES 14~398Y & S HiZFAIZRS oF 1200t} A7kekel A9 w7z o] 719
o7 IemolA 3emo g ARRl=d wad syige] drlug o/ 7HEe] HAF F717F A9t (Bruix J, 2005)
e} Sl wizprzke] A thEal o] AlEHEE lem wIRke] A Aot o]PA A- Fol wol
7R Fhazidte] ofgfe W oolue} 7F HEE UVl vk BEREQSAETE ol UE Elolet FelME

%3 LYFTAE Fh T2 M9 FAPAE Austa o,

Z1oke] AL e IS Golahn] QRAStAN AT} ARl Solof W wl gt Eholofol
ek o] BE AL FHAIE 9 2o RE BAUstbol 243 BRagdA} dikdow
g AAe] wiztesh Solwi old diT-e Haltll wel Ajold woln Zigh wlwe} WA ¥l
o Ytk Ag melsiof d.
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R 710, Folmi o3, A ol 14nelgln 7N HAjolil
RIZHE 78, SOl o3, A olEA TN WSlET] Wt e AAE Ml Zeh) 2ol elat 7
mol Mg A% o Bol Jlel e F DA 4 ol 19 PRI 2 olIHAY Fol Wopnz
223 @ Ao R AMPAE Splole BEs Jelne o5 By Aus B3 Fdymanic CT)
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2ong/ml. ol TEe Wake A% Al BT 3961, Sol
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7RI, wEbA @A) vl B FeES|olM 1Eeke] ZRAIZAL) AFP AR HIETiH] &3 e]#] gfof
=9 o= AARRE FHEAL vk ey S opao} RSBl 259t AASE BEo] AFP AARE IRt
AAZALel o]8=H] o] xfoli= ofrletmTlelld diHow 3ok vH¥go] FHolu nlmREy £7] wiE
of AFP AR} ZQF WHEo] =& yeteld B3 o)) wielnt. ko AFP AP eF ZAIRAEA 53
P Eo] vk 7wl gl v BEZHY ShAellx] f-&sbvtel tigk F7HAQl vt Easiet

Aol S-S Heksly] flste] vhe ARt AARE Rl ol8slEe dieel dler s &
des-gamma-carboxy prothrombin(¢]8} DCP)¢| ¥ Zo] AT}t 7HRS vitamin K dependent cocarboxylase
Alge] Aol St olE olds B DCPE ST A=A I ko] 46%-95%014 DCP7} it
A dutefoltil 2o 57491 Heke] 27%0l4 DCP FgolAINE A3keke] 789 DCP ] 7897 Aol b
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Methods for Revising National Breast Cancer Screening Guidelines |

Methods for Revising National Breast Cancer
Screening Guidelines
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What is CPGs?

CPGs are statements that include recommendations

intended to optimize patient care that are informed

by systematic review of evidence and assessment

of the benefits and harms of alternative care option

mstances

_IOM(Institute of Medicine). 2011

Xl

i
—

s Al s

o

HLORE)

-Xt Xl JH & (de novo process)
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ADAPTE Collaboration (2007). Manual for Guideline Adaptation Version 1.0
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