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heading) 8015 o|-&slo] HAsFA}, 2 A ZE-2 PICO7|H (Population or Patient problem, Intervention,
Comparison, Outcome)-& ©]-83Fe] =&3Fom, F3 A 7 EAZL HeEREH o2 A AeHth. =&
A5 255 Tl A 7ol FFekA v 2@ S wiAstl e Hash A9 =i Ads ARSI
A = AES A8 AES & A AR G A5 s F2317] A8 BFstE 2739} vEREA
8 A5t
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7t e A7te] 2ARE A% & : < o834l
o} Aol B$- Meta-DiSc version 1,45 o]§3te] RIZFE9} ol % F3lgon, e o] olze A
o= Zzte] AT AAE VEshs WA E AdE AAS Y.

A Bl e W ATAA G nel PRte] Azte] BT o] g3te] BrASHYIL Tape] it ET
A7-gF -9 Cochrane 15X BaLsh= HIgE# o] Y19 (risk of bias)®] 57}A] 502 Frstelon], dzked
T9] 79 Newcastle Ottawa assessment Scaleg ©]-83} ), FIeAAT= QUADAS -0l 2J3)] #7138} 9ut

S|

o}, fagle] o] Aol I EAE 7RI AeAE ‘/}ﬂ*ﬁ{“ 1_7J«] 7§(Quality of evidence)-q' Hx

S o= Axo Arg Aud AA/E el E A &= (Strength of a recommendation):= Grading of
=

Recommendations Assessment, Development and Evaluation (GRADE) Working Groupoll4] #|otet ®H 22

w}2kch(Table 1), "2

A e ZA7E 24 vla-g 2T I7 R FAE A9 “=3(high quality)’ &2 H7FeFAAL, A
Z A7t 23 A9 "Ea(low quality)” 02 H7Fek i, shAINE, SA2 AREE ATl A e Y
Ak (limitation in study design or execution), A¥}2] H X](inconsistency of results), |8+ 72| 7HHA
(indirectness of evidence), A}2] B4 & (imprecision of results), B Z% 2 F(publication bias)7} & 2|3}
= ASoli 2Ae] AL s 2Asken 2Ae] A Wbl 2] do] s 2AHA HA) e B AT
oA &3te] =77} AAWY(arge effect), 7Fs8F e HS=(plausible confounding factor)dl] ¢J8] Hi1H 37}
HAaES 7 Aol AW, &3-S Tl (dose-response gradient)7} EA5HE Aol 2719 AL 43

]
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A9 A=+ vtebAel g3e) ughAsEA] Fok g 3ko] 78 (balance of desirable and undesirable
consequences), @42 A, 71x]9} A5 ol tfg+ &2l(confidence in values and references), & H|-& 2 =2}
Ao gIH0l mjE o7 PGriste] TEet Aadtt(strong recommendation)” B “HIL3FCH(weak

recommendation) & 5 H M-S 2HAJsHSTt

Pl gapoll] AnhE mghe 1 QAP FaF o] i £4lo] glge] st Bekue A
Fea) Aage = Ansteln, BuE whske 0 Fa8 AR o5 Ei £io] e Ao BErE
B4 folol wet 2ol EASAL, B4 ARele] 8% AEE, AR B ARl Y= AS AapF
= 0 ARe) W Buskech aelm ARAnete] BEolAE F A4S T2 glol g 2 £

fuf

skal, Wil 555 Level 1=strong(%d &sHA] AILGHT}) H+= Level 2=w

@
o
~
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)
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ol
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Table 1. ¥ SZat 27 259 7|15

Strength of a recommendation #1l 52

1. Strong recommendation R . )
Most or all individuals will be best served by the recommended course of action.
(20D H1eTh Y

2. Weak recommendation | Not all individuals will be best served by the recommended course of action. There is a need to consider
(H1%h more carefully than usual individual patient’s circumstances, preferences, and values.

Quality of evidence 2H $&

A. High quality Further research is very unlikely to change our confidence in the estimate of effect

Further research is likely to have an important impact on our confidence in the estimate of effect and may

B. Moderate quality change the estimate

Further research is very likely to have an important impact on our confidence in the estimate of effect and is

C. Low quality likely to change the estimate

D. Very low quality Any estimate of effect is very uncertain

7. LS BE % 5 4y

gAY A3 A] et zls 43{(7}{ v.1.0)& 7t 9l d3]olA eheoje ezl skt
v.1.1) FA 3] oA = tighkelsts] sba) gk

sy E|et s, st astr WA S, tigkastr|ehs], tigketst
3], thgk g defsts], gl ﬂﬂri}ﬂ ﬂh}%‘ﬂ?@}ﬁ,ﬂ%f&@ﬂ@}ﬂﬂw 2ol FHE T3 tx A7 Al=pel] 3
o =

o
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o
ox ¢
ofr
ol
38
:L
[\®)
(@]
—_
[
rL
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o
mﬁg
3%}
\O
é".:
)
o2
)
]
i}
f
2
<
N

(o3

g Aol o® A E tEtAA EQ(FAH3)E st dint. 2 AaE FHS G HIs AR v.1.2)
S AL AZ AT P3| AAEGICE v.1.3, 71t v.1.4)8}e] Freld iR A B AT v.1.5)S A=
3hsdct. 20124 29 28 o]l thASH S AICHIIE v.1.5)0l] thal th3he] s3] Akt frat 813] ] $0lS 2 A3 e
1, 20129 69 259l FA3E3| ] F2lo] o] Fojxl o, fEts] e 4 AS Hujjgh e I sAD

Qo]

=
I v.1.0)& LI FZAILY A3 ol A 2 o3ttt
201243 7o) AL E A1 v. 1.0 (Korean Clinical Practice Guideline for Colon and Rectal Cancer v,1.0)&

wEs)2 St
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el 23t 2200

LRt ARDILHAIZ SO SISEH e

WSENIPIiie] 0134 O

oMol orgal g2

O oot 2JEHR Ao

mislieolnlliel &y 254

CHOrE 100 223 -

CHorotolotg) oz -
(IHLITH )
8. IBUZIZH IO e 17|

gARIEAIbE BABAY PR AP ATIA AN 1020440)) “Ze8h7]e 2RI AP

2 Slo/ g RTere] AW o] A ABEgov] APaAel APAAR AY A (melther oJsfeyst o
welstaa), ek Amet ARATAAR AATFEITN S ofofe hsteta ), el o2 met
AR AT A YA A (el san olatehet olatstn a0 2 T,

Astz|oh X2 IO JHE B O QIob/ChAIRIZ A OtO| JHut o4

[== i) [ = o'
o1 TR 2 iTt 39 IYpS
AODIQEISTHIQ APRQITS QIHA nE[nimyeinlinigviiomes)
YATZTHIQH HE AR} 2 EsinemelnliniSiginlsimes
(RIS H IO ot amelt oz 1O OLIITHS Ol1Iot il
9. AUXI HEH
e A B e ¥ o 51do] d=9 gEHoRE AN e B XF Y AFS T /e ASde
‘= H(preoperative)’ , =3 (postoperative) o] g o] oA} A 4l o]gfjo] EFo] H= Ao ddatd, F=
EE X5 AlES T 7]AE]% Z$-olli= ‘4= A (preoperative) Ei= =& F(postoperative) &] X 02 7|&
EiRsaB)= 6101-5}61 Q®] 9 HIALA F Al X & (concurrent chemoradiation therapy: CCRT)S ‘&l HFALA 2]

—_

GH, Oxman AD, Vist GE, Kunz R, Falck-Ytter Y, Alonso-Coello P, Schunemann HJ. GRADE: an emerging
consensus on rating quality of evidence and strength of recommendations. BMJ 2008;336:924-6.

2. Atkins D, Best D, Briss PA, Eccles M, Falck-Ytter Y, Flottorp S, Guyatt GH, Harbour RT, Haugh MC, Henry D,
Hill S, Jaeschke R, Leng G, Liberati A, Magrini N, Mason J, Middleton P, Mrukowicz J, O’Connell D, Oxman
AD, Phillips B, Schunemann HJ, Edejer TT, Varonen H, Vist GE, Williams JW, Jr., Zaza S. Grading quality of
evidence and strength of recommendations. BMJ 2004;328:1490.
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1. Wd8ge 98 vz 3

Ao (2) A7}, colon and rectal cancer; adenocarcinoma, A FE)S A A o2 WS 3¢E 2 A5= &
0272008 $-Ejvete] #7hEEAI ] Hate] st (A, A 22,6231 o)A A3t =
YollA 3HA 2 o] B ho g F AnE 1.49:112 FAtolA o @o] sty on W AFE dalolxd
13,53671 0.2 FAd o] o FollA 29, efxlellad 90877102 oA <] o FollA 4915 RISt EAbel A= 9 o
SO & ol WA, ojxbollA= A, e, S19 thE o & wo] whAsklnh ¢ Y S-euete] gt g
1999\ Q17+ 10717 F 20,484 2008l = 3418 02 F7} H=7b vl whe o) n], =Y 2y ge) 73, ol
of =g}, g A X1 8493} Fol Ao A, 2011d & TS o Sol w2, o)k o 35k i
o] Al etk kg Ao o FEm, Faboll A 158 = (A} 18,003%, 17} 11,703%) Bol AT Ao A
Hr], gt ez ek Abge 7,765 (AL 4,3759, 44k 3,300) 2.2 o g ek

el
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SUYY 7)E® &L et FellA MeE (adenocarcinoma) o] tigk W-&1HS 7]<3st3ict, tig<t
Bh3eka] Al 91300) wek oA oF 12-15em olhe] hollA] WAEHE Hehst ek 2elel] HAH
FRo R EREHM o5 FAHMA et F2 A Aol gt A (rectum) o] B 91l gk A o] ol 2o
s} 7lieo] wak e 1ol gkl & ek, dAlel ARATLINE 4L d-5em W9l
B8 R Aoz PRArYon], A 12-15em ohE o= Helssc
ZFeke] W7] A4S American Joint Committee on Cancer (AJCC) 78-S 7|22 2 & Tumor-Node-Metastasis

(TNM) Z7H-& AH-sF{TH(Table 1, 2). TNM —.—‘T—:'r‘ﬂd < Fed dALAE VIEe R gt A ARk V%
2

Lo
AL
fo,
N
rJ

7SR U TN, FEF el ekel o] B ) A% s} ol E ol ol g
Welshs A W/ (pTNDR TREM, $430 PR Tt JURL ey 5 $E4 449 M85} ool
F A 45 39S vlole ypINM 0.2 H15te] Pt

Table 1. ci#tet AJCCO| Tumor—Node—Metastasis 22

Primary tumor (T)

Tx Primary tumor cannot be assessed

TO No evidence of primary tumor

Tis Carcinoma in situ: intraepithelial or invasion of lamina propria

T1 Tumor invades submucosa

T2 Tumor invades muscularis propira

T3 Tumor invades through the muscularis propria into the pericolorectal tissues
T4a Tumor penetrates to the surface of the visceral peritoneum

Tab Tumor directly invades or in adherent to other organs or structures

Regional lymph nodes (N)

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 Metastasis in 1-3 regional lymph nodes

N1la Metastasis in one regional lymph node

N1ib Metastasis in 2-3 regional lymph nodes

Nic Tumor deposit(s) in the subserosa, mesentery, or nonperitonealized pericolic or
perirectal tissues without regional nodal metastasis

N2 Metastasis in four or more regional lymph nodes

N2a Metastasis in 4-6 regional lymph nodes

N2b Metastasis in seven or more regional lymph nodes

Distant metastases (M)

MO No distant metastasis

M1 Distant metastasis

Mila Metastasis confined to one organ or site (eg, liver, lung, ovary, nonregional node)
M1b Metastases in more than one organ/site or the peritoneum




Table 2. CHZote] TNM 220 w2 g 7(@

Ml Yo HeEAN 25 X LY EII

Stage T N M Dukes Modified Astler-Coller classification
0 Tis NO MO - -
T1 NO MO A A
! T2 NO MO A B1
1A T3 NO MO B B2
1B T4a NO MO B B2
IIc T4b NO MO B B3
T1-12 N1/N1c MO C c1
A T1 N2a MO C c1
T3-T4a N1/N1c MO C C2
1B T2-T3 N2a MO C c1/c2
T1-12 N2b MO C C1
T4a N2a MO C C2
e T3-T4a N2b MO C C2
T4b N1-N2 MO C Cc3
IVA Any T Any N M1la - -
IVB Any T Any N Mib - -
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K

A, AA AL L] AL of 2 AL

ol

Ht MMOFHSEHA (IV contrast-enhanced Abdomen and Pelvis CT)

A (Liver MRI)

FAH

Al (Rectal MRI)

L &1l (Transrectal Sonography)

&X' (CT Colonography)

TAQIHSEA (IV contrast-enhanced Chest CT)
2

%(Chest Radiography)
%(Abdomen Radiography)

[m] e §
x =2
EHEEYS (PET-CT)
A?M (Bone Scan)

o

A EHEUXSE (Double contrast Barium Enema)
gt

MIAZAE (Flexible/ Rigid Sigmoidoscopy)
TIXH

CHELHAIE (Colonoscopy)
XA (Rigid Proctoscopy)

DI0 T KA KA I RT RO

tt

Ab: CBC with platelet, Chemistry, CEA
of

124
LHAIZ AL

=

MXIZAL & 4=XI2IAL (Digital Rectal Examination)
0

ol
=

Table 3. cf
18




V. HZY MTo ¥4 A

dietel A9 % 27) A A8 B ke RIS A 2l e el S, o
! ) 2 3ol 2lgke] 97 &7

3
EHX“"/] itﬁﬂ AR} Hole] xlto g
1C: KQ 1-1 (747)]‘?7
st} [Level 1C: KQ 2 (13, 48-93)]

#H o] xlcte] tigh %—‘-‘% AFE SR e F5 G ol ek IF Ao vl AgkA o)Xk 00 B
Hog §H 74*‘51‘4* %01]*1 T Ade] ] viztee} Solwrt ‘?:‘r—ff HJEoh 9ol e Lefs &

292 Andit}, [Level 1C: KQ 3 (94-99)]

= 1.5~ F& ol HA 1’41* o thg F717h Dasje}
:’—?4‘4 Jﬂaﬂ—rﬂ %—4’6} A Fohe A8 e A, 295 EHZL'E— B7¥et7] flske] CT gz d<,

o5
A ERES, FAALEVERAE B9l FAE DA, o]2iF Y F CT O F2deo] e AFEE e
W3 olek. web, A ekl cha A A AR 5 OlvE"OixlX 53 A%, A8 297 gL 3

7 0

7Fak7] fl8ke] CT v =4S At [Level 2C: KQ 4 (102-113)] SFAIRF 91734 &=
<o) o]y Ao E BX ¢ 5 =

ek EHxﬂ BRBAG Y e AA % T WA A AL

Ao HedS &+ Q)

2 gefo} a9 (carcinoembryonic antigen: CEA)L B 7]7} w& thololl =
SFA] AN, o5 A F FAAARE o7}t 7] wlZol tiigete] oAl EH X g4

W7 A4S 3t A 5d HAF 23 9o w skale] Abej o} 28] 7] (performance status) o] 74, 3Fralst QW HF
AR A5 o A8 WRle] AR QS v, ] s AIee Fag o2 oS0t Hrt
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[KQ 1-1]

[KQ 1-2]

[kQ2]

[kQ 3]

[KQ 4]

[kQ 2, kQ5]

iEeo] H)| 2H2 2o 2™ LFE5L 28 A L AFHEBSEIS (IV contrast-enhanced
abdomen and pelvis computed tomography)S #1190t

[Level 1C] (H 1S3 1=strong; 2 HFZ C=low)

X0 =4 H)| 2O F2ATE 01| A0H AU 231 =22 AY I ISSFA2 HICT
[Level 1C] (H 1S 1=strong; 2 H4=Z C=low)

2H0fl = OfE MO O EALE 2t ERsS 1R, 23S 2t D83 (liver MRI) ZAE H
10t

[Level 1C] (H 1S3 1=strong; 2 HFZ C=low)

I &HO19] 2HE {0t0, 88 ZRHEEEI=S H1lPHH.
[Level 1C] (H11SZ 1=strong; 2 HFZ C=low)

HIAS CHE S 2O CHELHAZ A0 S TIEOl EIIEX| ROIFE E2, =8 B 2AF9
CHE HIIE ol cT HEAZ=(CT colonography)2 #1190t
[Level 2C] (H 1S3 2=weak; 2 HEZ= C=low)

OIEAUN SUILEHEELS(PET-CT)2 QAL = FHZ 28 JHO=0 £20] 2 28t 0t dl,
CFE SAZALU M AKX R0 XM0| HAE A= Q0L MOt oA = EL 2RI A
S0| ZHZ {0 FALEHEEHYZ H 0T
[Level 1C] (H1S2 1=strong; 2 H+=Z C=low)
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1.1.1. 4% 71 7).

1.1.1.1, cTINOMO

o

W3S Ao

7he] A8

=
T

2 2ieke] Avhol wz}

,mo

1.1.1.2. cT2NOMO

(CT3ANOMO~CcT4NOMO, cTany N+MO)

1.1.2, 7 W7) 1, 7).
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ol Wejake 4
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7F =, AAlE 24 o))<
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A% W7) 2499l 7]
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5 5 &4 %R0, R1 resection)/&+3} <%

A

%A

I

2~
Fe=d

=
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=

e g A e i

3%

Fo] =&, DA (Dissection) 2] H 9], zHz=9to]
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1.3.2. 1I7] A% (pT3NOMO~pT4NOMO)
A

1.3.1, 17] A4 (pT1,2NOMO)
1.3.3. 1117] A%k (pTany N+MO)
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V. gy Xz

1411, 224 @A%e] 924 4
Uz Aae) 95e gl gl 4] Bae] Wolg Fa Faol WHE Tt A
WA AT AR DAtk HF W1 1, 17) Aol 4T 2AE AT o}
BESIE ABYS G AP YY) BHE GME Holw 127 o) el Yz
A 43 W Pzae] dojel We) Weke Anah. [Level 2C: KQ 6 (157-146)] (~ 8l
ZIEHK| 347)
ka6l AZEII10I9H 1] ZALI0| HEOH AT B]2 QofAs HOIT 120 0IA0] RITH MEQH 2|

MES H S
[Level 2C] (H 1S3 2=weak; 2 HEZ C=low)

142, 837 5%
sl 47

=

oﬁor%
—1}—&—-—‘
o &
o
o
EE
o
£ o
=
e o
e
g%
X*
o =
\'o
T_x\_‘
@w—‘
i
E

Q7] ABLII, 0, 00| ZEL0 TAIE A4 S0l DS = 241
=

Ol Xt0l= RAALE 2 11, 1, 7| 20| ZANH +=HEO

[Level 2A] (H11SZ 2=weak; 2 HZ=Z A=high)

‘3}°‘(CT1NOMO) ﬂX}Oﬂfﬂ dgdes 1H/\]76m AAles A A8E & 5 den, WAEd 4

Yz G xo|E Hsla 0101(54—160)

k

e HEIE

Xéfs}—t‘ﬂl 0134%01 ‘221, A Auatetel WAE 4 dAles) A5 @J%Oﬂ ﬂlﬂ 37%““ e UH
<]

(

I

| %‘ﬂé A7t 7}*?% 22 A AAle g AAl el SHA Algtol
A AAE A=) AsIME e 22 WA 2o] stk diE Al A
Apofa] TR 21 0 Aulkal g AMEHe Al AAEHE azle] floH, Ve o Wil ¢
A 7Vs2do] wolok gtttk 2E|al WAIZA A Al o] AN Ta gz Holeh 944 Holrt
9= Aukslok(cTINOMO) o] o] of &k}, [= KQ 8 (157-160, 165-179)]

t7ge] Autaiehs WA S ol 8she] HAlg & HA| 229 W] 2itte g Hrlste] Wulo] Wexida A
Al & é«l A AAZE F9aL, H=A o] P a7t §le Aeole 74 AALE gt A #EE 5 9l
o}, 2 W AA7F A& (en bloc) £ HAZE HAvetE AAE 22 o] WEzidtelA] f=ZA Holef 7}
TR0l =2 izﬂ(%zﬂ/@ﬂ & o] IAY, A&l vt 4l A, 52 AW %1017} s Ay
5ol Ag woll= F1H el E27 &S A3} [Level 1C: KQ 8-1 (157-160, 165-179) d
32/322)

A, WA AN S FH o] SbE Rl o2 WAIEH A=
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[KkQ 8-1] LHAIZE &8 2T O 01X 28 Hor0l He|MEHUM S0IZ3A X0l S80I0T I/ &
O ar Z-O0l AL, X=20l/ OI20 2401 22, 22 AR 20t 22 342 S 2IA XM0[9] 9" @
AFUE X f01|k1 FIHQI XA &2 MO
[Level 1C] (H1S2 1=strong; 2 HEZ C=low)

Figure. 1. cTINOMO ZA7%ato| X|2M2t=
pT1~2NOMO
> SIS R 3
pT3+or N+
23
cTINOMO emers
HXIOF
=200
LHAIZ H JUEESE=){ES - ip| Xict | pT1
Al Its Ja— > HAIZA Elilz > g A > 200 2t

(1) 192 [Level 1C): M SO| HAIZHN L& ATET0IL0 1S HIH JMd M, M=oY D120t &, A #
3R S (=15, 29 HAIZH 2Hiz0 oz; = HA 3.2 R 3.2.2)

= [=]
oA A DAL o] Fol AP A M o] FEF B FAstet a2 HF W] et 248 drth. B
z 2, o] 54 8 7] o5 aesto] xkel s FEA A=

1.6.1. 17] A%} (pT1, 2NOMO)

2AH AA} ol FolH 17] AL 2T B2 P Ay Do et

1.6.2. 117] 249} (pPT3ANOMO~pT4NOMO)
A A HATE o] Foxl HF Wy 117] AFSe B #F
) ]

RN EIE
Fluoropyrimidine 71 & okl o] ¥z getslst o 13 4 glek. ™™

1.6.2.1. 1198 117] A%<t
A H HA7} o] Foll HF W7 117] AY T4 EF(H 7] UB/IC), A/m|R3td Hs}
TG B4, gza/gdudd 39 /\J%‘?% AW AEa 4 AT Add og, B

i

g A = 1278 virke] F2d HA) 5o

2
¢
*O

)
AT 7] Axekel Hx etslstajor
SFU+LV/Oxaliplatin (FOLFOX)"*'¢] %3} g}otslst 9 S A st " ' [Level 1B: KQ
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9-1 (190, 192-193)] &A1t g=ke] e} A3 ol whel 5-FU/Oxaliplatin®?, Capecitabine/

Oxaliplatin™ | Capecitabine TH= Q"™ SFU+LV, &= 274 fluoropyrimidine™™ & 11
R
[KQ9-1] ZAE 222 U 1)| 2EA0| BX AAVBIQHOT OxalipatinS LD 52 AAVCIQEHS
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S8 20| LEANM HAHT 8cm OILHO AXIOIOI0F OHH, HEIXTHUM 2015 (G1, G2)Jt EPM,
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2Y3H= down staging®] X EH Y F AL Ho] A5 o) A2 drhlEe] T3k glo], ]2t th
& oAl ok p g o] thA ekt th ek Aol ghate] auE-o] fhatot ahef A Rt obet AE S SV

oX, mf

[ A 7hsE Ho] We] 2x]F HAAlEE HA| 7hs TAA 1] Xge A A

sh= olek, RE WHe] BAT} ks
1

tksksta W] Fofl 3k Ho] A a2 A Holo] A7tk 3

3} (complete remission) ]
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R
S5k Aol 7k Aole] gl Fu} AF<E(RFA; radiofrequency ablation)#} 48 1]
A, Y] ATFES AT tbso] A g5 e AEoly sd A& S

a

O 2 A7} Ve Aow AZEE 2k AR £2E dAS)E o2, nFs)
A

Palliative Resection and Procedures)
g thgdetoll A dAZE B7bsstodw, & #AMoly 28 5
573 9312 93 935t oS FYBFF A (+/- WA A 8) o] Fell WA aejstejof it

e
4
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of 7k = #| o] Warel thE HA| o] E7bsshAY
H H,

| LB =
FEo] ol A, do] i HAaNEH o AN E Fof AN EE FHD 5 Yt

4.5.1,

4,52,

stotslst Qe (Palliative Chemotherapy)Q| o Abst

A 0] B7F5a Mol thgeke] A&
Aol th et BAel AHF ARG A7) AAE T Aahol gk =olrk Fasteh A
o WL 7HA thie] B AT FA) Fdo] AFSHA e B9 gk AR, FAL b
g ol g Wulah D IS W AT A% BANE 93] P50l loB e e wE o

fi2
A9 At dlZelatel W Qlste] JABL PO R Fool 7hsd Hold Wlow Akue
297} BolAlrh. olefd gLl Aol Aol BRPEIIF A, 931, & B 339
A, abel A fA)el Aol B Fash Ach mebd, Ag A% Falole 2ée] vhgol B ehsk
o} w3 AekEtane SUA £ 7Psel A 4 9l A9t AAA ARl by dolEom B
ok Sheh. 10 )3 chiby ol Al s Aol B A AAl ks Aole] ohehw

=
3} eksistamle IRhe g A m ke WA Alflok gt

o
Hol4 v B4l 98t FAsTa el BAL AZ/S S|, 4L AT, el
e AT Rolm, AR F 2H Al 7Fs L Belshe Aol

< =
=2 h 1
514 o] Tkl N BRamolt BEAY R 37 SWE Al SFULY.” Capecitabine,

(57-59) (60-63) B

Irinotecan, evacizumab ,(8' 77,640 Cetuximab ,6 030 panitumumab®* * 7o)t}

12} 943} 8ketalst @ e 4122l fluopyrimidine(F:AFE- 5-fluorouracil 2-& & fluoropyrimidines)
ol cherat bl & BT FALEE Wb ol

4,5.2.1, FLAA - 5-FU/ Leucovorin(LV)¥} 778 Fluoropyrimidine

5-FU/ LV 2 1990t 7HA] B e oldtt. FAREH S e 833 8 os /Al

Oxaliplatin,
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o] 2o}t dutad o 2 5-FU/LVe] A|&AFH (continous IV infusion)o] YA|AFH
(bolus IV infusion)l] |3 5-FUS] F2hgo] 2 Helrk 7 s FU/Lve] &2 L8]
Leucovorin(LV)3} 5-FUE 297F A& AFal= dHH(LV 400mg/m” IV over 2 hours followed
by 5-FU 400mg/m’ IV bolus injection and then 1200 mg/m’/day x 2days)”"& 25 7+4 02
HhE 3= 99 8] L S-FUE 24A17F 59t A& ATk LV 500mg/m’ IV
over 2 hours followed by 5-FU 2600mg/m* IV by 24 h infusion)*”& | wE3}= Fo] &
3] Abg-Elc

Fluoropyrimidine A & ¢] 77§ A A ol = Capecitabine®} Tegafur-uracil/ LV7} It} 5-FU9]
A& Aol 5-FU LA ATl vls A AE713Ee] STk HolA] kAN, T oA
o} 2o Fag H8-2 A vkeg-go SULE VIt & F gl el ok spAlR, A1z
o] d@3tuy} Fasiths wdo] glolA B8 AR A EahE SHol e
Aol thidetre] 12k A= ti-rollA B3 etstetarmfo] AREHAL QIARE, A5 ghato

A& Fluoropyrimidine T8 W o] 18] €} 77

B35}k A| A - Trinotecan(CPT-11, o] 2] =H|ZH 3} Oxaliplatin (242 Z2}¢l)
E3tslel @ e 5-FU/LV/Irinotecan(FOLFIRD)Z} 5-FU+LV/Oxaliplatin(FOLFOX)7} QIth.
FOLFIRI®} FOLFOX 5-FU/LVEHE Q¥ o] H]3f & whg-& 7 FRPAE7|7HS Hojx] A&
717ke] Qo] el ® epAlolct, % = mgtsiat el HIlE WA, ol 2 WA A}
g3 AL F kA At Bahg o g2 Holr} ¥ Irinotecano] ©1.e} AL T &3t
o)1, Oxaliplatin® @227 o)7} t] Eajt}, x| ge] Bxo] ¢hx|7} oletd, 4] &
Hhdgko|ut A Al g o whet F-2-8-2 arefsiA ofAlE Al Elgitt,

FOLFOX+ @ W3} npx7}A| 2 Capecitabine/Oxaliplatin© 2 vl A9 &3l+= F535}
t}, 7 FOLFOXS] €4, §3S FOLFOX-4 [de Gramont 2000],“” FOLFOX-6 [Tournigand
20041,” modified FOLFOX-6 [Allegra 2009],”” FOLFOX-7 [Chibaudel 2009],”” FUFOX""%
thoksl 8 o] &4t} FOLFOX-4, FOLFOX-6, modified FOLFOX-6, Z1#] 3l FOLFOX-7-& &
5253 QW o]al, FUFOX= w5 Fof3k= W ot}

Ak o 2 25 QR0 Tf Wol ARg-HaL gl e, Oxaliplatind} 5-FUS| -7l wh& E3}ef A
o] that Bz} gl A o] 3L, mFOLFOX-6 (Oxaliplatin 85mg/m’ over 2 hours; LV 400mg/
m’IV over 2 hours followed by 5-FU 400mg/m” IV bolus injection and then 2,400mg/m*/day
over 46~48 hours)7} T2 A& 31 T},

FOLFIRI 9] 12} ¢hstslet o o 2 Mejeh 4= Qlv}, FOLFIRI®E thksh 87} §Fo = 4
7} Hek. 25 FOLFIRISH [Andre 1999°7/ Douillard 2000°1& wjF &% €] FUFIRI
[Douillard 2000°Y] B+ mIFL [Saltz 2000”137} 35 Q% ¢] Capecitabine/Irinotecand]] B|&} &
Tt 54 HellA o st Bart )lvh BICC-C -9 Aol w2 ™ 3714 &3¢
Irinotecans 3318+ E3F g Mol A FOLFIRIZ} Bevacizumab?] 37} Beal= #74¢)lo] mIFL
o H|3] EAIF R FosH AE7|7Ee] S H I, Capecitabine/ Irinotecanol] H] 3} 4]
= Q277 Aol HolA A, 54 Weld £5 FHF ojUleh At o4, 7
E 59 SAE o 2t webs, AA7HA Irinotecans 33 oA 9] 82 FOLFIRI
[Andre 199917} 7} Hro] Abg-5|a1 Qi)
FOLFOXIRI %JA] sr<0] B7Fsgh Hol A i7dete] 1

ol g thekel ahetslst e of A 7I7ke 3] AAe}7]
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O

| Rt Sael sla) FREA 3-8 Awel AIILE A
A57) vk AESA Beblel T S0l Uehithy selstete
Pa 5o] ol elgolof gt 53], Oxaliplating] WEAAE S tfEH

o2 HHA o2 800mg/m’e] Fof Fof| 3tHA|(Common Terminology Criteria for Adverse
Events v3.0, CTCAE) ©]7}2] 7+z}o)2do] oF 10~15%9lA] YERdTE 5% opTIMOX1 ¢l
A FOLFOX-7-5 63] Fo{8}al 5-FU/LVO.R 4] @& 8= Zl©] FOLFOX-4E ¢he] 3 olut
=l ofsf St & wj7hA] ARg-sh= Aol vlal vl A3E HolWA & Oxaliplatinel] o]gH
ARFAG0] g HYFAeh ™ OPTIMOX2 AF-oME S-FU/LVE AR O ALS
5k o] Fek 71718 7Rl Rk Ak 24 7] 7H(duration of disease control)¥} 713 AHE7]
Zro] o AR, HA| AE717llE 2hol 7k g1k ™ whebA, X 2717k Hlafal= el 7l
F7HA A mE A&k A 3~071E o] dA7IZE st an T FAQHE sk Aol B

5 46 b5k ol

ox, o rr
n\i

HE AR Z A - Bevacizumab, Cetuximab, Panitumumab
Wgeel BAXNRE Lt 9FH ople 37holh, BF WEE AR Bevacizumab,

Cetuximab3} Panitumumabo|th, o)Al th#ete| A FOLFIRIY FOLFOXS} $H7 W-& 3ot}
&} @ ' (Combination chemotherapy) 2.2 &8-S A2 4=

Bevacizumab-2 & ¥l 1] M| £ A7 Q1 2} (Vascular Endothelial Growth Factor, VEGF)S #%
GEE AR FEo] Erbsd dold tidehe] 13 A AR ofye}, 23} X84
=7 Fesletay] T ohds o8 ARG Zhssith, A S, Wil 9
g, A A 2D, EANAT T3 EEA XA Aol B 53] 654
ol’de] wrlelA FHAAT ] 7 Ho] l= A= Bevacizumabs WA AA = AHES
(B AT @A) v A S

Bevacizumab¥} & 4= ¢l& d¢s}st @ L8 5-FU/LV, FOLFOX, Capecitabine/Oxaliplatin,
FOLFIRI, FOLFOXIRI 5-0] QJt} & ¢4 %8 olo] M3l oW Z oA Bevacizumabd} W3} A&
& B9 7P At 22 el tig T AAl gl ol 24 gt a o] =49
AP, A= H2 o whEbA] 315t a ] ofAlE e E = Q1S Zloltt, FOLFOXIRI®| 73-%- =
’do] AatANE, ¥hg-go] A H o2 k= o] QlaL, 5-FU/LVE| Bhg-&o] A o= vt
A9E, F7do] Hojx] X7 o] HA T ghxte] A4l ey, S 55 2R st oAl A
go mg-& S ka2
Bevacizumab& XE3sE ¥ ettt QoA o] MNP A AE=A sletay okAlE
HHE ff Bevacizumab& A8 ZR1A ol thgk AI= Bevacizumabg fA18HA] 85 44 &
FY ) A E A QIAHVEGE) &) HH5 $14H(Rebound phenomenon)o] A& 7152 o] 9lo] A
% AFE-S FH3H Y BRITEQT9IA] BevacizumabS It 2 §A81= Zo] o] Eth= A3
2 290" 123, fA MO 2H Bevacizumabo] E-&AJol #3 AFE o} Y Fol
t}. Bevacizumab®] §h-8-& o 3sl7] 915k AS AT o w3 A= Wol W& Fol AT,
o} 2] 7}A] Bevacizumab2] W88 o|&8 &= Ql= BA} BAAE o} gith,

Cetuximab®} Panitumumab-& 3] A E A7 01 AH4=-8-A| (Epidermal Growth Factor Receptor,
EGFR)o|| t3t TZ2g A olt}. o] A=38t2 A|A|(biologic agent)2] &3 = KRAS oFA &
(wild-type)oll =gHEITE "™ o) gt BAbe] oF 40%7} KRAS-EAM o] F48& Ho]
3, 5~10%% BRAF-E%1W 0] -3 o]t} KRAS-E ¢l o]e} BRAF-E il o] 7} Aol EA3}

N
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A= 79 gl= Aog Holn, T 7FA] B¢ o] =T Cetuximab®} Panitumumab$] gk
S o2& = 9lE d|&A| E(predictive marker)o|Tth, KRAS o8 d o] Ao A th4kel shato
BRAF & of] theh AN a2 S o= QAR o} 2| 7kA]= 3-EGFR A4 & AHE-& 1S
2 ot} “ Cetuximab¥} Panitumumab-2 318t QW] A3} o]
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93}]\@}50*33)
CRYSTAL ¢3-0l|4] Cetuximab¥} FOLFIRIS] Bt Q¥ o] FOLFIRIYHE Q. ol H]3l KRAS
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Fluoropyrimidine T Q% % ¢o] 283} rhH, Irinotecan} Oxaliplatin®] 12| F]ofok
FOLFOX4 Capecitabine/Oxaliplatin®l] #13}4do] M Z b, Irinotecan T Q¥ (350mg/m’, 35 ¥h)
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353} 222ZHRFA; Radio frequency ablation)-2 $kx}2] Aej e} 717)5 ol whe} G508 S A $&
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[KQ1-1] (a0l B 28 ol 2&o XFE L =2 9 26 AFHEHSEIS (IV contrast-enhanced
abdomen and pelvis computed tomography)S
[Level 1C] (H11S2 1=strong; = H4=Z C=low)

[KQ 1-2] AF0| =4 HI| 2HO| FATE =017| /0 ML 2SI 22 M XD |SFS A2 HilCH.

[Level 1C] (H11S2 1=strong; = H4+Z= C=low)

&
=
e
0

1-2. =2z

& Ao 0]83) keywordi= o} Table 13} 2T},

Table 1. Procedure used for MEDLINE to identify eligible clinical trials for answering KQ 1.

Query No. Search Terms
“Rectal neoplasms”[MeSH Terms] OR Rectal neoplasm[Text Word] OR ((“rectal” [all fields] AND
Patient 1 (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinomaltiab] OR
adenocarcinomal(tiab] OR cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR
adenocarcinomasltiab]))
(((((“Tomography, X-Ray Computed”[tw]) OR “Tomography, Spiral Computed”[tw] OR CT
OR MDCT)) OR ((“Tomography, X-Ray Computed”[Mesh:noexp]) OR “Tomography, Spiral
Intervention ) Computed”[Mesh])) OR ((“Magnetic Resonance Imaging”[Mesh:noexp]) OR MRI[tw] OR MR[tw]) OR
(“Endosonography”[Mesh:noexp] OR Endosonography[TW] OR EUS[TW] OR (endoscopic[TW] AND
(US[TW] OR ultrasound[TW] OR ultrasonography[TW]))) OR (((“Positron-Emission Tomography”[tw] OR
PET[tw] OR PET-CT[tw] OR PET/CT[tw])) OR (“Positron-Emission Tomography”[Mesh])))
3 ((“Neoplasm Staging”[Mesh])) OR (Staging OR Stage)
4 1AND 2 AND 3
7 g o) 832, 1A AFE S-S RG] F2 AHEHAE 20004 o o) A Aok ASRAE ), F
1 1117}]9] =5o] AAE L}, o] =55 oFd Figure 13 22 inclusion ¥ exclusion criterial: 2]-8-8}¢], &2
2 327K ¢] =S A

81



)
ofd
a2
A
b
r#
Rl
re
<

)

Figure 1. Flow chart of searching strategy for answering KQ 1

1,111 retrieved articles
from MEDLINE databases
Jan 2000-June 2011

!

153 potentially relevant 958 excluded articles based on:
articles based on title and - Irrelevant contents e.g. other diseases
subsequently on abstract - Reviews

- Case reports

!

32 included articles in this 121 ineligible articles based on:
guideline following - Revaluation was not done after neoadjuvant
inclusion and exclusion criteria therapy or no description regarding

neoadjuvant therapy (n = 47)

- 2x2 tables not possible for staging (n = 27)

- Results regarding the tumor response (n = 15)

- Articles not found or not written in English
(n=13)

- Results from mixed primary disease
other than rectal cancer which cannot be
differentiated according to the primary
diseases (n =9)

- Studies containing less than 20 patients (n = 5)

- Results from not widely available technique
(n=2)

- Results from mixex modalities or observers
which cannot be differentiated according to
the primary diseases (n = 1)

- Results from the part of same population
(n=1)

- Results from recurrent disease (n = 1)

1-3. 2% Bt

HZE AAE 3279 =89 AF Ao FAAHS HIsl7] Yall Quality Assessment of Diagnostic Accuracy
Studies(QUADAS) 7]%-& ALg-3}dch. @
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Figure 2. Chart shows study design characteristics based on the QUADAS tool
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AFE G 5%0 2o WIZFEE 70%[95% A TTE, 63~73%], &
O|EE 78% [95% A1 T-3Y, 73~82%1% B H Ak
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Qukr{el B3 qolAsh o], F 7] AT} o] W BrHE e, FA 2ITH B
9 Zk AFEH @S2 94 1V contrast-enhanced abdomen and pelvis computed tomography S A] 33}
71 Axgi Y F Aol Hekgl vhotolu, I Y= A W) AL 915k, A A1 H A
3o AR 2592 AP ©8-g e 5 Qlep ¢

2> 2 9] T-stage®] F7tell Jlof, AFEGTHE A=, 53] A2 do ARSI e xE7] A
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22~80%]; 5015 91 % [, 70~100%)); AF7]188 47 (W= 67%H 91, 15~100%]; 5-ol%= 77%[ 91,
43~100%)). T3 B 7]0l|lA= 22t AL Wi o] Rizt e} Solws 247} ohg-3t Aok 21 W] 259K
= 89% [ 9], 53~97%]; 5015 83% [, 40~94%)); AH713H J7d (A= 77% [ 9], 44~100%); 5
o 75% [ 9], 45~100%)). T4 W 7)ol = Wzt e} So|ee= 742} vhg-3 2ok 24y 2531 s
88% ¢, 0~100%]; E-°]%= 99% [H <], 98~100%]); A}7]& ™ FF(HNAE 67%H 9], 0~100%]; E-o]%=
96% [H 91, 91~99%I), 7
2l 253k 27] 2AetellA =4 3 WS B 838t ol faL, FhH o= v)go]
A#sic, 27 273 G- 2R mesorectal fascia®f e FH AR 23] SN R} £
mjito]l A W AEZ oS3 ] 88 HRE ATT 5 Yk

Hzd Wr) AA o gt 7] HAF B o] vIR e} Solee 27t o Aotk AFHGTEIE
(D% 41% [ 9], 12~83%]; S| % 77% [ 9], 64~89%)); 21 W 2L3H(7E 64% [, 25~74%];
Eo)|& 74% W 9], 37~94%)); AH71 58 GRS 75% [, 46~92%] E-o) % 74% [ <], 42~97%])."

7-12, 16-18, 21, 23, 25, 27, 30)

1-5. 2HH 5

gt Saholl A T2 7] Aol ek AT Aahs, F2 G ) 23949 47 A1 TR de] ol AgET

glov], AFE DS F %ol et AT Ak AskH o] ik

W2 7] A4l g Brhele A7 e Z1Ee Aedta o), smmE 1EeR e dTEd]
%.9}_]:]_ (5,7-12,16-18, 21, 23, 25, 27, 30)

PAADELILATHRFEDE PELCTE 2 IPPARI 0 ol whgg F71she v 483 slow
G A ok, 74 W) Ao gk AT Ao AGdH oAt Ed A e T4 W) AHe] 4Y
Eoﬂ °§ _J: U] -E] 5"_ %]\q_.(‘) 14, 30, 32-40)

1-51, AFEESEAS
(1) =4 A W9
Kim 5o] 3192 & FiAbA QWS w2 ¢k 345 4o g 3t AT Ao AFEHT
Z#od2o T2 Wr)E Zekel=d] 86%(12/14) 9] W7 =9} 769%(13/17) 2] Eol=2 B gct ?

A A B

Author Pt No. Study design Criteria TP FN FP TN Sensitivity (%) Specificity(%)
Huh et al.®” 71 Retrospective 3mm 9 7 14 41 56 75
Kim et al.” 26 Prospective 5mm 10 2 5 9 83 64
Arii et al.® 53 Prospective 7mm 3 23 3 24 12 89

Pomerri %% SmmE 7|Eo R, &t WA WS why] A 3x) 50 S tid oz 235719 |
E
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Table 1. Procedure used for MEDLINE to identify eligible clinical trials for answering KQ 2-1

Query No. Search Terms
“Colorectal neoplasms”[MeSH terms]) AND (“liver neoplasms” [MeSH terms] OR “neoplasm
Patient 1 metastasis”[MeSH terms]) OR (“colon” [all fields] OR “rectal” [all fields] OR “colorectal” [all fields]) AND
(“liver” [all fields] OR “hepatic” [all fields]) AND (“neoplasm metastasis”[MeSH terms] OR “neoplasm”[all
fields] OR “metastases”|[all fields]
“X-ray” [all fields]) OR (“computed” [all fields]) OR (“tomography” [all fields]) OR (“magnetic” [all fields])
Intervention ) OR (“resonance” [all fields]) OR (“imaging” [all fields]) OR (“emission” [all fields]) OR (“positron” [all
fields]) OR (“FDG-PET/CT” [all fields]) OR (“MR imaging” [all fields]) OR (“CT” [all fields]) OR (“PET” [all
fields]
3 1AND2
4 Limits: Publication data from January 2010 to March 2011; humans
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Figure 1. Flow chart of searching strategy for answering KQ 2

1,747 retrieved articles
from MEDLINE databases
Jan 2010-Mar 2011

l

1,727 excluded articles based on:

- Irrelevant contents e.g. other diseases
- Reviews

- Case reports

20 potentially relevant
articles based on title and
subsequently on abstract

16 ineligible articles based on:

- Imaging other than CT, MRI, PET, or PET/CT to
identify liver metastasis (n = 10)

- Results are a combination of different imaging
modalities and cannot be differentiated for
single tests (n = 4)

- 2x2 table not possible for metastasis (n = 2)

43 included articles in this
guideline following
inclusion and exclusion criteria

39 additional articles
(included for a meta-analysis published in 2010
(Ref. #1)
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B7FsE7] 98] Quality Assessment of Diagnostic Accuracy Studies

Figure 2. Chart shows study design characteristics based on the QUADAS tool
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Remarks
Observers 1~3 B
Observers 1~3 B

Score 2—-4

o}&f Tables 2-109} 2t}

AE=
58.3
76.0
73.5
53.1
100.0
85.2
61.3
80.3
71.1
73.0
87.7
78.8
71.7
76.4

Sensitivity (%)
49.1

FP
1
10
26
63

FN
27
15
12
22
23
43
10
13
37
65
21
54
30

P
26
21
38
60
26
30

247
15
53
91

176
64
78

137
97

Imaging Phase
AP/PP
AP/PP

PP
AP/PP
AP/PP

Unknown

PP

PP

PP

Unknown
AP/PP
Unknown
AP/PP
AP/PP/DP
PP

CT Scanner
SDCT
SDCT
SDCT
SDCT
SDCT
SDCT
SDCT
MDCT
SDCT

Unknown
Unknown
MDCT
Unknown
SDCT
MDCT

Study

Table 2. Diagnostic Values of CT on a Per—Lesion Basis
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Huguet et al.”” MDCT AP/PP 47 20 70.1

Lubezky et al.®” MDCT Unknown 28 4 1 87.5 FDG PET/CT is used for CT
Rappeport et al.?” MDCT AP/PP 63 8 88.7 FDG PET/CT is used for CT
Fioole et al.®” MDCT AP/PP/DP 84 53 15 61.3 Score >3
Meijerink et al.®? MDCT AP/PP/DP 29 8 5 78.4

Motosugi et al.®” MDCT AP/PP/DP 46 30 10 61.0 Observers 1~3 H7
Mainenti et al.®® MDCT Unknown 11 5 7 68.8

* 2.5mm collimation data were used. TP=true-positive, FN=false-negative, FP=false-positive, SDCT=single-detector CT, MDCT=multi-detector
CT, AP=arterial phase, PP=portal phase, DP=delayed phase

Table 3. Diagnostic Values of MR Imaging on a Per—Lesion Basis for all lesions

Study Contrast Agent Sequence’ TP FN FP Sensitivity (%) Remarks
@ Unenhanced T2W SE; TE, 50-60 msec 28 9 0 75.7
Soyer et al.
Gadolinium 16 21 0 43.2
Lo Unenhanced T1W GRE and T2*W GRE 34 19 1 64.2
Strotzer et al.
SPIO 38 15 3 71.7
L@ Unenhanced 19 17 0 52.8
Lencioni et al.
SPIO 30 6 0 83.3
Ward et al.® SPIO 65 16 80.2 Observers 1~4 Tt
Ward (00 Unenhanced Fast SE 64 65 49.6
ard et al.
SPIO Long TR/short TE 89 40 69.0
g 7 Unenhanced GRE; TE, 15 msec 88 13 87.1 Observers 1~3 Bt
Ward et al.
SPIO T2W fast SE 73 38 65.8 Observers 1~3 G
Unenhanced 92 36 71.9
Bartolozzi et al."®
Mn-DPDP 115 13 89.8
Bhattacharja et al.™? Gadolinium 154 | 34 81.9
Bshm et al.”” Gadolinium 42 4 0 91.3
« Lo Mn-DPDP 27 6 81.8
im et al.
SPIO 8 2 80.0
| e Unenhanced 143 48 6 74.9
Regge et al.
Mn-DPDP 158 33 7 82.7
Rappeport et al.”” SPIO 58 13 81.7
SPIO 63 7 90.0
Coenegrachts et al.”™
Unenhanced DWI SS SE EPI (b =0) 69 1 98.6
h e Unenhanced DWI (b =0, 150, 500) 65 18 3 78.3 Observers 1&2 G
Koh et al.
Mn-DPDP 68 16 4 81.0 Observers 1&2 G/
N @ Unenhanced DWI SE EPI 77 0 100.0
Coenegrachts et al.
SPIO 69 8 89.6
Coenegrachts et al.*? Unenhanced RT FS T2W turbo SE 78 1 0 98.7
Motosugi et al.”” SPIO 46 30 4 60.5
e Gadolinium 13 3 0 81.3
Mainenti et al.
SPIO 13 3 1 81.3
Choi et al."*" Gadolinium' 76 3 3 96.2
. Lo Gadolinium' 75 | 5 2 93.8
im et al.
SPIO 71 9 2 88.8

* Results of clinical MRI interpretation were used. tHepatocyte-specific gadolinium chelates were used. TP=true-positive, FN=false-negative,
FP=false-positive, T2W=T2-weighted, SE=spin echo, TE=echo time, SPIO=superparamagnetic iron oxide, TIW=T1-weighted, GRE=gradient
echo, TR=relaxation time, Mn-DPDP=Mangafodipir trisodium, DWI=diffusion-weighted image, EPI=echo planar image, RT=respiratory-
triggered, FS=fat-saturated
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Table 4. Diagnostic Values of FDG PET and FDG PET/CT on a Per—Lesion Basis
Study Modality TP FN FP Sensitivity (%)
Ruers et al.* FDG PET 43 23 65.2
Bohm et al.* FDG PET 69 4 1 94.5
Truant et al.*? FDG PET 78 21 1 78.8
Huguet et al.®” FDG PET 64 3 95.5
Lubezky et al.®”" FDG PET 29 2 2 93.5
Nahas et al.”® FDG PET 5 2 86 71.4
Rappeport et al.””” FDG PET 38 33 53.5
Coenegrachts et al.*?" FDG PET 47 30 0 61
Rappeport et al.”” FDG PET/CT 47 24 66.2
Mainenti et al.®® FDG PET/CT 11 5 1 68.8
* FDG PET/CT was used for FDG PET. TP=true-positive, FN=false-negative, FP=false-positive
Table 5. Diagnostic Values of CT for Lesions {IOmm and Lesions =10mm on a Per—Lesion Basis
Lesions <10mm Lesions 210mm
Study
TP FN Sensitivity (%) TP FN Sensitivity (%)
Lencioni et al.*) 2 7 222 19 8 70.4
Ruers et al."” 14 8 63.6 39 5 88.6
Bartolozzi et al."® 18 29 38.3 73 3 96.1
Bhattacharjya et al.*? 22 20 52.4 154 50 75.5
Regge et al.?” 31 34 47.7 106 20 84.1
Rappeport et al.”” 13 6 68.4 50 2 96.2
Mainenti et al.*® 5 3 62.5 6 2 75
TP=true-positive, FN=false-negative
Table 6. Diagnostic Values of MR Imaging for Lesions {IOmm and Lesions =210mm on a Per—Lesion Basis
Lesions <10mm Lesions 210mm
Study Contrast Agent
TP FN Sensitivity (%) TP FN Sensitivity (%)
, Unenhanced 2 4 33.3 26 5 83.9
Soyer et al.?
Gadolinium 0 6 0.0 16 15 51.6
- Unenhanced 1 8 11.1 18 9 66.7
Lencioni et al.”!
SPIO 5 4 55.6 25 2 92.6
i Unenhanced 7 42 14.3 57 23 71.3
Ward et al."”
SPIO 14 35 28.6 75 5 93.8
. Unenhanced 24 23 51.1 68 9 88.3
Bartolozzi et al."®
Mn-DPDP 39 8 83.0 76 0 100.0
Bhattacharjya et al."®" Gadolinium 16 12 57.1 114 12 90.5
Syt Unenhanced 35 30 53.8 108 18 85.7
Regge et al.®”
Mn-DPDP 44 21 67.7 114 12 90.5
Rappeport et al.””" SPIO 10 9 52.6 48 4 92.3
- Unenhanced 22 0 100.0 55 0 100.0
Coenegrachts et al.*?
SPIO 15 7 68.2 54 1 98.2
Coenegrachts et al.? Unenhanced 35 0 100.0 43 0 100.0
9 Gadolinium 5 3 62.5 8 8 100.0
Mainenti et al.
SPIO 5 3 62.5 8 8 100.0
Choi et al.®” Gadolinium” 28 3 90.3 48 0 100.0

tHepatocyte-specific gadolinium chelate was used. TP=true-positive, FN=false-negative, SPIO=superparamagnetic iron oxide, Mn-

DPDP=Mangafodipir trisodium
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Table 7. Diagnostic Values of FDG PET and FDG PET/CT for Lesions {IOmm and Lesions =10mm on a Per—

Lesion Basis

Lesions <10mm Lesions 210mm
Study Modality
TP FN Sensitivity (%) TP FN Sensitivity (%)
Ruers et al."®" FDG PET 3 19 13.6 40 4 90.9
Rappeport et al.””” FDG PET 1 18 5.3 37 15 71.2
Coenegrachts et al.*?" FDG PET 8 14 36.4 39 16 70.9
Rappeport et al.”” FDG PET/CT 5 14 16.3 42 10 80.8
Mainenti et al.®® FDG PET/CT 4 4 50 7 1 87.5
Table 8. Diagnostic Values of CT on a Per—Patient Basis
Study TP FN TN FP Sensitivity (%) Specificity (%)
Strotzer et al.®! 14 1 19 1 93.3 95.0
Arulampalam et al."? 5 6 4 0 455 100.0
valk et al.” 48 9 55 3 84.2 94.8
Bartolozzi et al."®" 19 3
Selzner et al.”"" 61 5 7 3 92.4 70.0
Regge et al.”” 30 32 61 2 48.4 96.8
Mazzoni et al.*” 41 43 83 0 48.8 100.0
Rappeport et al.””" 28 0 1 2 100.0 33.3
Larsen et al.” 48 6 293 18 88.9 94.2
Orlacchio et al.®®" 306 30 125 6 91.1 95.4
Larsen et al.®” 48 6 293 18 88.9 94.2
Mainenti et al.*® 5 1 27 1 83.3 96.4
TP=true-positive, FN=false-negative, TN=true-negative, FP=false-positive
Table 9. Diagnostic Values of MR Imaging on a Per—Patient Basis
Study Contrast Agent TP FN TN FP Sensitivity (%) Specificity (%)
) Unenhanced 13 2 19 1 86.7 95.0
Strotzer et al.
SPIO 14 1 18 2 93.3 90.0
18 Unenhanced 20 2
Bartolozzi et al."®
Mn-DPDP 9 2
- Unenhanced 36 26 62 0 58.1 98.4
Regge et al.
Mn-DPDP 41 21 62 0 66.1 98.4
Titu et al.”® Gadolinium 31 6 231 25 83.8 90.2
Rappeport et al.”” SPIO 28 0 1 2 100.0 33.3
. Unenhanced 24 0 100.0
Coenegrachts et al.*?
SPIO 24 0 100.0
Gadolinium 5 1 28 0 83.3 100.0
Mainenti et al.®®
SPIO 5 1 27 1 83.3 96.4

TP=true-positive, FN=false-negative, TN=true-negative, FP=false-positive, SPIO=superparamagnetic iron oxide, Mn-DPDP=Mangafodipir

trisodium
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Table 10. Diagnostic Values of FDG PET and FDG PET/CT on a Per—Patient Basis
Study Modality TP FN TN FP Sensitivity (%) Specificity (%)

Staib et al.® FDG PET 33 0 66 1 100.0 98.5
Valk et al.” FDG PET 54 3 58 0 94.7 100.0
Wilkomm et al.*" FDG PET 9 0 19 0 100.0 100.0
Arulampalam et al."” FDG PET 11 0 4 0 100.0 100.0
Rappeport et al.””” FDG PET 23 5 3 0 82.1 100.0
Coenegrachts et al.“*"" FDG PET 23 1 95.8

Orlacchio et al.®®” FDG PET 316 20 120 11 94.0 91.6
Selzner et al.®" FDG PET/CT 60 6 9 1 90.9 90.0
Rappeport et al.”” FDG PET/CT 26 2 3 0 92.9 100.0
Orlacchio et al.®® FDG PET/CT 329 7 128 3 97.9 97.7
Mainenti et al.®® FDG PET/CT 6 0 27 1 100.0 96.4

* FDG PET/CT was used for FDG PET.T All patients had liver metastases. TP=true-positive, FN=false-negative, TN=true-negative, FP=false-

positive
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Figure. 3 Per—lesion sensitivity of CT for hepatic metastases of all sizes
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Sensitivity (95% CI)

Strotzer et al 0.49 (0.35-0.63)
Lencioni et al 0.58 (0.41-0.74)
Valls et al 0.76 (0.62-0.87)
Ward et al 0.73 (0.62-0.82)
Schmidt et al 0.53 (0.38-0.67)
Valls et al 0.85 (0.81-0.89)
Haider et al * 0.60 (0.39-0.79)
Ruers et al 0.80 (0.69 - 0.89)
Bartolozzi et al 0.71 (0.62-0.79)
Bhattacharjya et al 0.73 (0.67-0.79)
Bohm et al 0.88 (0.78-0.94)
Truant et al 0.79 (0.69 - 0.86)
Regge et al 0.72 (0.65-0.78)
Schwartz et al 0.76 (0.68 - 0.83)
Huguet et al 0.70 (0.58-0.81)
Lubezky et al 0.88 (0.71-0.96)
Rappeport et al 0.89 (0.79-0.95)
Fioole et al 0.61 (0.53-0.70)
Meijerink et al 0.78 (0.62 - 0.90)
Motosugi et al 0.61 (0.49-0.72)
Mainenti et al 0.69 (0.41-0.89)

Pooled Sensitivity = 0.74 (0.72 to 0.76)
Chi-square = 96.29; df = 20 (p = 0.0000)

Inconsistency (l-square) =

79.2%
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Figure. 4. Per—lesion sensitivity of unenhanced MRI for all sizes lesions
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Figure. 5. Per—lesion sensitivity of gadolinium—enhanced MRI for all sizes lesions
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Figure. 7. Per—lesion sensitivity of FDG PET and FDG PET/CT for hepatic metastases of all sizes
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Figure. 8. Per—patient sensitivity and specificity of CT for hepatic metastases
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Figure. 9. Per—patient sensitivity and specificity of unenhanced MRI for hepatic metastases
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Figure. 10. Per—patient sensitivity and specificity of gadolinium—enhanced MRI for hepatic metastases
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Figure. 11. Per—patient sensitivity and specificity of SPOl-enhanced MRI for hepatic metastases
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Figure. 12. Per—patient sensitivity and specificity of FDG PET and FDG PET/CT for hepatic metastases
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Table 1. Procedure used for MEDLINE to identify eligible clinical trials for answering KQ 3-1

Query No. Search Terms

((“Colorectal neoplasms”[MeSH terms]) AND (“lung neoplasms”[MeSH terms] OR “neoplasm
metastasis”[MeSH terms]) OR (“colon”[all fields] OR “rectal”[all fields] OR “colorectal”[all fields]) AND
(“lung”[all fields] OR “pulmonary”[all fields]) AND (“neoplasm metastasis”[MeSH terms] OR “neoplasm”[all
fields] OR “metastases”|[all fields]))

Patient 1

((“Chest X-ray”[tw] OR “Simple chest radiography”[tw] OR “plain chest radiography”[tw])) OR
(“Radiography, Thoracic”[Mesh:noexp]) OR (((“Tomography, X-Ray Computed”[tw]) OR “Tomography, Spiral
Intervention 2 Computed”[tw] OR CT OR MDCT)) OR ((“Tomography, X-Ray Computed”[Mesh:noexp]) OR “Tomography,
Spiral Computed”[Mesh]) OR ((“Positron-Emission Tomography”[tw] OR PET[tw] OR PET-CT[tw] OR PET/
CT[tw])) OR (“Positron-Emission Tomography”[Mesh])

3 ((“Neoplasm Staging”[Mesh])) OR (Staging OR Stage)

=
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Figure. 1. Flow chart of searching strategy for answering KQ 3-1

678 retrieved articles
from MEDLINE databases
Jan 1985-June 2011

J

26 potentially relevant 652 excluded articles based on:
articles based on title and - Irrelevant contents e.g. other diseases
subsequently on abstract - Reviews

- Case reports

J

3 included articles in this 23 ineligible articles based on:
guideline following - Articles not found or not written in English (n = 4)
inclusion and exclusion criteria - 2x2 tables not possible for metastasis (n = 15)

- Unacceptable reference standard (n = 1)

- Results from mixed primary disease other than
colorectal cancer which cannot be differentiated
according to the primary diseases (n = 2)

- Results from the part of same population (n = 1)

106




r
lo
=2
0z
1]
Mo
he
=
g
o2t
El
MO
re

Vil gt

3-3. EY Bt

HO

HAE AAE 37 =52 AT A AL Fr1shr] 28 Quality Assessment of Diagnostic Accuracy Studies
(QUADAS) 7|H-& AHa3Ft), 571 study designol] 93k Hol7) 918l o™, &3] 314} selection criteria 7|3}
reference standardol] 3} 7| S04 B det A= Bt} 37) =52 QUADAS ZA3-= Table 291 Q9F AJAI5}IT

Table 2. Chart shows study design characteristics based on the QUADAS tool

1 2 3 4 5 6 7 8 9 10 1 | 12 | 13 | 14
Grossmann |, et al.” Y Y N U Y N Y Y Y N Y Y Y N
Kronawitter U, et al.(2) N Y N u u Y N N N
Gielen C, et al.” Y Y Y Y Y Y Y Y Y U Y Y N Y

Y=0{; N=OILIQ; U=& 2=ZS.
1. =20 2ATFZ0| AN DRI ZAIS B &S T 4 U=TR

L 2ROl MFTIZ0! FEOHH JI8EIRN=Tr
. Reference standard= 0g 2SS SO0 JEHZ + A=t
. Reference standard®} index test AtO|0f 2HAEHE HHOIOIH & J12t0] ZXHOHX| =t

JEHO| reference standard £ MEHE [HAXIO] MEHQ| RAQ|Z ML= 22 MHE HACE OI¥EIR
. Index testQ] Z 1Ot UH G0 XIS reference standardQ| ZAIS U= SEXMOZ HAEREIN?
. Reference standard= index testQt SEZQIIH0| & O] ZAEE & OHLIIF CHZ OFLEOl LE0| Zt0IHLt OFX| 5271)?
. Index test HEI0| Z20| A0 AHTIOIM ZAO] IS0 IS0t
9. Reference standard Q| ZAIZH0| S20| A MO AZZ0IA 2 A0l IS0 Its8tIF
10. Reference standard 2l AIZ 1}= index test Z 00 O FE 10| OIAEIRX=IR
11. Index test ZAIZ 1= reference standard Z k0l TP & Q10| OfAEIRU=Tt

12, AP Z U OHMEINS [ SLOHH AL Ittt QATI0IE I A=Ir

13. ONAIEIX] @5 HLE (uninterpretable) £2F 21t (intermediate test results) Off LHSH 2110t Q=1
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Grossmann I, Avenarius JK, Mastboom W1J, Klaase JM. Preoperative staging with chest CT in patients with
colorectal carcinoma: not as a routine procedure. Ann Surg Oncol. 2010 Aug;17(8):2045-50.

Kronawitter U, Kemeny NE, Heelan R, Fata F, Fong Y. Evaluation of chest computed tomography in the
staging of patients with potentially resectable liver metastases from colorectal carcinoma. Cancer. 1999 Jul
15;86(2):229-35.

Gielen C, Sanli I, Stroeken L, Botterweck A, Hulsewe K, Hoofwijk A. Staging chest radiography is not useful in
patients with colorectal cancer. Eur J Surg Oncol. 2009 Nov;35(11):1174-8.

Girvin F, Ko JP. Pulmonary nodules: detection, assessment, and CAD. AJR Am J Roentgenol. 2008
Oct;191(4):1057-69.

Henschke CI, McCauley DI, Yankelevitz DF, Naidich DP, McGuinness G, Miettinen OS, et al. Early Lung
Cancer Action Project: overall design and findings from baseline screening. Lancet. 1999 Jul 10;354(9173):99-105.
Ketai L, Malby M, Jordan K, Meholic A, Locken J. Small nodules detected on chest radiography: does size
predict calcification? Chest. 2000 Sep;118(3):610-4.
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[KQ 4] HIAA CHAQE SECHOIA CHALHAI B Z AT R4l CHAOl ZOLEIX] ROIFSE 4L, 28 HM 20
[HA "IIE Q0 =8 cT XYL S HIBH
[Level 2C] (H1S2 2=weak; 2 HEZ C=low)

g gxke] B9, FAIA tigdo] A NIEr) 1.5~9%2 A B s Ql7] wfidl], & ol vk=A] 4]
hgol that 8717} o] ol ol get 2 AA el vt By A A S o] g8t Al EE Aol 71 45
stet, ey, o WAIBS o] &3 A tide] H7bt of el et ksl IS & it old A%, CT
i°ﬂ%(CT colonography), H}HJ*X* FAASE Yo AMEE g e, 7 A7 FekEol gk A= o

AgtA o), ofof] =2 ¢ AR Uit FARE 27| A3) ol Table 17 22 keywordE-S A
3}04 Pubmed& ©]-8-3}4 :‘?:?8 A g J7HE ate] Hrtbehes A o833t

4-2. =2 B

3 Ao ©]-8-gF keyword= of2f| Table 13} 22T},

Table 1. Procedure used for MEDLINE to identify eligible clinical trials for answering KQ 4

Query No. Search Terms

(((((((large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab])) AND (malignan[tiab]
OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinoma[tiab] OR adenocarcinomaltiab]
OR cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR
adenocarcinomas[tiab]))) OR (“colorectal neoplasms”[MeSH Terms])) OR (“rectal neoplasms”[MeSH
Patient 1 Terms]))) OR (((((colon[tiab] OR colons[tiab] OR colonic[tiab] OR large bowel[tiab] OR bowel[tiab] OR
large intestin*[tiab])) AND (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR
carcinoma(tiab] OR adenocarcinomaltiab] OR cancers[tiab] OR malignant[tiab] OR Neoplasms][tiab]
OR carcinomas[tiab] OR adenocarcinomas[tiab]))) OR ((“Colonic Neoplasms”[Mesh:noexp]) OR
“Sigmoid Neoplasms”[Mesh]))

((CT colonography[tw] OR CTC[tw] OR Virtual colonoscopy[tw] OR VC[tw])) OR (“Colonography,

Intervention 2 Computed Tomographic”[Mesh])
3 1AND 2
4 Limits: humans

A7) RS o1 8AL 1, F 103670] el AT o] EFES olelsh Figure 13} 22 inclusion %
exclusion criteria® 2-g3}e], HEH 0 2 879 o] A3}t
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Figure. 1. Flow chart of searching strategy for answering KQ 4

1,036 retrieved articles
from MEDLINE databases

1,013 excluded articles based on:

- Irrelevant contents e.g. other diseases
- Reviews

- Case reports

23 potentially relevant

articles based on title and
subsequently on abstract 15 ineligible articles based on:
- Articles not found (n = 3)

- Various causes for incomplete colonoscopy
(n=3)

- Contrast-enhanced CT colonography for
cancer TNM staging (n = 3)

8 included articles in this - Data are not appropriate for analysis (n = 4)
guideline following - Not written in English (n=1)
inclusion and exclusion criteria - Mixed with non-occlusive cancers (n =1)

HE AR E g7l =89 AT A AAAE H7F3E7] 98] Quality Assessment of Diagnostic Accuracy Studies
(QUADAS) 715 AH8-8F 3Tt & 1470 9] 3ol thaf 415 3 SlaL 4 A= of 2 Table 29} 2t}

Table 2. Study design characteristics based on the QUADAS tool

1 2 3 4 5 6 7 8 9 10 | 11 12 13 14
Macari M, et al.”’ Y N N u Y N Y Y N N Y u Y N
Fenlon HM, et al.*” Y Y N U Y N Y Y N U Y U N N
Galia M, et al.”’ Y Y N U Y N Y Y N U Y U N N
Luo M, et al.© Y N Y U Y Y Y Y N U Y U N N
Mainenti PP, et al.” Y Y Y U Y Y Y Y Y Y Y U N N
Kim JH, et al.® Y Y Y U Y Y Y Y N U Y U N N
Nagata K, et al.” Y Y Y U Y Y Y Y N U Y U N N
Cirocchi R, et al."” Y Y Y Y Y Y Y Y N U Y U N N

Y=0il; N=OILIQ; U= 2EZ3.
1. =20] 20| A PRTOIA BAIS B AXZE HES 4 U=l

L 2RO MFTIZ0] HEOHH JI&ER=T1R

. Reference standard= 0llg 2FAEHE FL0H| JEHZ = A=

. Reference standard@} index test AFO|0f| 2HAEHS HOIOHH & J12F0] ZXHOHK| =0

HEHO| reference standard = FTHE LHAXIO| MEHO| 2AQIZ MEEU=X] 22 MHE WYOT OIEIR

. Index testO] Z IO UK Q0] Z XIS reference standardQl ZIAIS BIQI=JH22 SEXOZ 2ALEIIET?
. Reference standardi= index testQt SE&CIIH0| & JHO| ZAIEE & LIt CHE OFLIO| 20| ZL0IHLE OFX| 21)?
. Index test 20| Z20| &MOHH ASEIOIM ZIAHC] THSI0| D52t

9. Reference standard9| ZIAIEEI0] S20| A MO AFTIOIM ZAO XiSI0] Its0HIf

10. Reference standard 2l AFZ 1I= index test Z 0| O HE Q0] OIAEIRX=I

11. Index test ZAIZ U= reference standard Z 0t THPH FE Q0] OHAMEIRE= TR

12, AFZPDHHAEIAXS T S0P A8 JFsS AATI0IE I U=t

13. OHAEIX] @5 HLH(uninterpretable) 2t Zill(intermediate test results)0il LS 2 17 Q=012

14, A0 ST CHEE A0l A=IR

0N LA WN

111



oF X T S OW )
E_E‘uﬁﬁo@.mu.“ 1__/lm Eaﬁae
R SEREEE aLQOth
ﬁoﬂEoMMmT mod,lAmLmeEa%u L_oﬂl_iﬁ_ﬂioo
- R M = By oo M rETTak
B oE T2 m_sﬂq&o%% %5%61;.%
Q%Eﬁﬁmwm}m aﬂmﬂﬁwﬂmo Mﬂv%ﬂWuLa
,IE‘JJI‘I,I_ w2 fasel =
ZU.AV%.LOM ,modM‘%E_z_odl. ﬁWoj ATWA.UHMMO
3T T g U N F oo B woo J
%@#Mw% o__ﬂu,.%wro A AR
Ea?%%#@%@ﬂ%@# L w
H%,ﬁwﬁo%om%ﬂ@@o% %Wu%%%%
ﬂﬂﬂonm,muoﬁoﬁl‘m %oﬂ&o oW oH W Nq
A N — = BE ol Mo oo o 4 o
Wbmﬂﬂoﬁomﬁﬁ%mg%ﬂﬂo %uﬁrmﬁwh%%
_ o © — % -
dumwmuﬁmuwuﬂ%uﬂ%&mmmiﬂ_wwmﬂ %EHEMTU
A el U O - A
mwwmfwm%mﬁﬁﬁw ERS R
S = ‘Elqn\.,!qLL o0 o = HA_I —
< ﬂzwmﬂ_ﬂ,%ﬂwwww%g o e LT
= 5 0 _.ullllr o 2n o M = 0 N
nl ,_p.IONK,Q.JlA;oSs%ouA o % W o o
1r1r0 T]E _IZLLO]_I 1J| . .WAWH J.,.OOOOT
oK _6L7lotﬁ.1,m]MMJl,WIZn_mooM .,_Wun_rmoil_ﬁo
__o%mﬂ_zﬁﬂmAuw TS o o U
b N L RS T o oﬂuﬁozoiﬁﬂﬁ dvﬁ_zﬁxoch%
N3 o g = ol )
= %wr%moour%s%oﬂm Y ST R
- = N 2 ﬂmmMﬂodo = Eﬂﬁ_ dfuiﬂo@aﬂee
8 2o N A W s o G o AR
N O oA Eoﬂ.ﬂﬂr o m K KO =L o
of ﬁoﬂ%n&nhTﬂlaﬂoﬁthoLtﬁTﬂum wﬂunumo_ﬂ_@l
ql qwﬂoﬂ@wmﬂmmﬂ@:qw Eox Lo
7o) X0 mwume.ﬁCﬁumﬂﬂ‘_tmﬁ@l u:w_nﬂiodlEXO
R urm%ﬂ%%o_e%%nzﬂﬂ%% G%HT%_X,@
=N ® X ST E® A
m =& <H®53 ﬂﬂuﬁEmexhﬁu&o %ur%ﬂﬂrmﬂ
o %%%ﬁ;#%ﬁwﬂu%wg% Y e
- —_ 0 T Jl‘lf = = — O
2 & %iﬁ@wa@%f;@m@ww ErIgEz
> i oﬁawwmaﬁuﬁwcr%%@%% %%ﬂumoﬂ_@
- = ﬁouﬁﬂﬂw_wﬂﬁg%ﬂo%%ﬂu %_ﬂagﬂ%%
o KK Mﬂﬁo%gwﬂﬂuo_eﬁ_o%%H_T o 3
o S DGEE A %0 ok ox BX
™ m.oudoo_eﬂoi%ﬂoWﬂo%amMu%E T mﬂmﬂﬂoﬁuﬁoﬂu
m o ﬂ&%mﬁgd%m%mﬂmg " o
K X ﬂ_rHl.I‘LI I A S s N — =
Ko < ﬂTHiﬁCATwﬂudﬂmq\_ﬂ.ULo_ NG
= I ﬂco_yan@,aﬁy?1ﬂﬂ%ﬂﬁ rni %Qﬂm«wmﬂ
~ ﬂ@uﬂbﬂomx_]AﬁiﬂﬂLdawm m_.?_ o) aLL.uo/o 7o
T B o o X0 m4§.$mﬂ
© ~ AR R I R T W T
< = S [N
= A A

R

f

3

[S)

K

st ol mat
A

A=)

RL

olggol AAY 771

G == .
9], ©] % Ravizza 52 9249 1577] W4 7}
o L

stk AdEA 852 2719

S

21719k Welof whet thop
]q_.(‘))

—)1\_% L=y
o] =2 oM AR 2 FdAk

112



Bl
il

Vill. T

uolisa| Suneiasan T - uoIs3| 3uneIsdanT - PEIIER] e
‘sdAjod ¢ - (#=N) 20 ‘sdAjod ¢ - (TZ=N) 422UEd 3AISN|PI0 TZ:N | 9/8uIS ‘jeuonensasqo . u%%___
(%6T) T2/v (%6T) T2/v aAndadsollay 1974 1495041
(sewouape 131U9)
§ nsediadAy s) sdAjod ot - (£=N) D0 sA9UeI T - (£T=N) 492u€d 3AISN|220 Aydesgouojod 9|8uIs ‘|euonieasasqo ‘|e19 ‘Y e1eSeN
‘sioued z - - (%ST) €T/ h ’ 15/13d 504 YUM €T :N " Sanvadsos f
(%vS) €T/L ! d
20
U0 SJ0JJ3 UOoI1eZ||ed0| § - sdAjod 6¢ - sdAjod g€ - PEMIER]
‘s1aoued ‘s1aoued ¢ - YN ‘s19oued ¢ - (S£=N) 492ued dAISN|220 G/ :N | 9|8uIs ‘|euoizeatasqo (o183 HI Wiy
snouoJyauAs ¢ - (%L1) SL/€T (%LT) SL/€T anadsoliay
(%ST) swusned 1T
[papione
Awoloa|ooiway ‘(z=N) JEIVER)
Awoyoaj0owiay 331 SELIOUSPE § Seuouspe 5 umouu !N | 9]3uIS ‘|euolleAIasqo | | |e1d ‘dd uaule
& 1J9] ‘Aw0193]0d ‘sJ90ued € N ‘S192UEd € Aun B3N 2Isuis _m>;u.w%obmx 19 dd RUSUIEN
|B3030NS & UOI103SAI !
piows3is] syuaned ¢
wwss
sdAjod si11102 aAnesad|N G - ‘0T :WWg-g A\W ”EuHva' (¥=N) s4ay10 13us0
uMmou ‘sewouspe 17 - (TT=N) 20 ‘(£=N) wseds . ‘ el
Nun sdAjod g7 “(£=N) 40 sdAjod 97 - {(pT=N) Aouepunpay 09 :N | ®|8uls ‘|euolleAIasqo 1832 ‘N on7
uw_u:mu T - 4soued T - ‘(S€=N) Mwucmu mhm:_m“.o N3230s0433Y
(SS/ST) %LT - :
(:d4 ‘ST :d1) sdAjod 8T - (€=N) 390a sdAjod 07 (61=N) FEMIER)
umouyun siaoued 7 - ‘(8T=N) D0 s130ued 7 | ewourp1e anssn(a20 03 ang 6T :N | 9|8uIS ‘|euoizeasasqo o183 ‘Weles
(6T/¥T) %¥L ‘(z=N) "do : : an1ads0i19Y
(Awoyosjooiway PaWLIJUOD BLIOUIPE (T (€ :wwg>
=N) 3900 , o 7 191u92 3|3ul
ya1 1o Awoysaiod (e1=N) sdAjod wiugr-S g - AMN”_NZV wo 9T HIWE'S 'S \WITR) (6z=N) 6C N \_m:o;m?__wﬁw |2 19 ‘IAIH uojuad
£103gNS& AW0303]00 | (Z=N) SI90UBD SNOUOIYIUAS 7 - B sdAjod yz | ewouldied aAIsn|220 03 anQg ’ § v
I q I 4 ‘(e=N) do _ _ ENMREL NeFIEN]
prowsis) syuasied g (62/71) %8¥ slaoued g ’
\ (T=N) dAjod woz 0 - (6=N) 3830 spusned 7 u sdAjod 2 - (0z=N) 515 Aisonioy (0T=N) pWaUa \ 193u92 9|8uIS . \
umouyun | ‘(T=N) ewouape Jejngny woT - “(T1=N) 20 (02/2) %ot P wnueq yum J1D [eUONBAIDSGO | |E 1D ‘N LedBIA

(02/2) %01

0C N

EVVRRET NN

ue|d x| |eniul paaly

sisouselq |eulq

pJepuels pjoS

1D uo s3uipul4 [euolippy

ainjie} DO 40} SUOSERY

sol3slaoeIRY) JUBEed

ugisag Apnis/3uinas

Apms

J32UDD [0303J0[0D SAIFONIFSQO YPM SJUSI30d U] UOIFON|OAS [owixold JoJ saljjopow BuiBow| Jo 9|qog 92USpIAT °E 9|qo L

113



o=)
ol

AR, [KQ 4]

114

o
A

—_

10.

11.

12.

13.

14.

b
ri
Rl
re
<

o

Langevin JM, Nivatvongs S. The true incidence of synchronous cancer of the large bowel. A prospective study.
Am J Surg. 1984 Mar;147(3):330-3.

Dasmahapatra KS, Lopyan K. Rationale for aggressive colonoscopy in patients with colorectal neoplasia. Arch
Surg. 1989 Jan;124(1):63-6.

Macari M, Berman P, Dicker M, Milano A, Megibow AJ. Usefulness of CT colonography in patients with
incomplete colonoscopy. AJR Am J Roentgenol. 1999 Sep;173(3):561-4.

Fenlon HM, McAneny DB, Nunes DP, Clarke PD, Ferrucci JT. Occlusive colon carcinoma: virtual colonoscopy
in the preoperative evaluation of the proximal colon. Radiology. 1999 Feb;210(2):423-8.

Galia M, Midiri M, Carcione A, Cusma S, Bartolotta TV, Angileri T, et al. [Usefulness of CT colonography
in the preoperative evaluation of patients with distal occlusive colorectal carcinoma]. Radiol Med. 2001
Apr;101(4):235-42.

Luo M, Shan H, Zhou K. CT virtual colonoscopy in patients with incomplete conventional colonoscopy. Chin
Med J (Engl). 2002 Jul;115(7):1023-6.

Mainenti PP, Romano M, Imbriaco M, Camera L, Pace L, D’Antonio D, et al. Added value of CT colonography
after a positive conventional colonoscopy: impact on treatment strategy. Abdom Imaging. 2005 Jan-
Feb;30(1):42-7.

Kim JH, Kim WH, Kim TI, Kim NK, Lee KY, Kim MJ, et al. Incomplete colonoscopy in patients with occlusive
colorectal cancer: usefulness of CT colonography according to tumor location. Yonsei Med J. 2007 Dec
31;48(6):934-41.

Nagata K, Ota Y, Okawa T, Endo S, Kudo SE. PET/CT colonography for the preoperative evaluation of the
colon proximal to the obstructive colorectal cancer. Dis Colon Rectum. 2008 Jun;51(6):882-90.

Cirocchi R, Coccetta M, Giuliani D, Morelli U, Spizzirri A, Cattorini L, et al. [Virtual colonoscopy in stenosing
colorectal cancer]. Chir Ital. 2008 Mar-Apr;60(2):233-6.

Luboldt W, Volker T, Wiedemann B, Zophel K, Wehrmann U, Koch A, et al. Detection of relevant colonic
neoplasms with PET/CT: promising accuracy with minimal CT dose and a standardised PET cut-off. European
radiology. 2010;20(9):2274-85.

Ravizza D, Bartolomei M, Santoro L, Tamayo D, Fiori G, Trovato C, et al. Positron emission tomography for the
detection of colorectal adenomas. Digestive and liver disease. 2010;42(3):185-90.

Taylor SA, Bomanji JB, Manpanzure L, Robinson C, Groves AM, Dickson J, et al. Nonlaxative PET/CT
colonography: feasibility, acceptability, and pilot performance in patients at higher risk of colonic neoplasia.
Journal of Nuclear Medicine. 2010;51(6):854.

Mainenti PP, Salvatore B, D Antonio D, De Falco T, De Palma GD, D; Armiento FP, et al. PET/CT
colonography in patients with colorectal polyps: a feasibility study. European Journal of Nuclear Medicine and
Molecular Imaging. 2007;34(10):1594-603.



=
P
o2

2
gl
HU
rd
Kl
re
1°
2
0z
[
Ha
4
=
3
o
El
Ao
re

5-1. 2E: 1T XA ZtQ] MO|Q] ZIHE QOfA O FLAXE AL BR8N

[ka 5] CHEO0IM QMBS HEEIS(PET-CT)2 QML= EHIS 28 JHO=0 =201 2
E SEZATR0IM 2ALIX] RO MO0| A 2A0H=0 RE0IL. MOt _J*'JJE 3
20| Z2Z= M %‘EIFH*KE%‘*EJ%; HPt.
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(“Colorectal Neoplasms” [MeSH]) AND (“Liver neoplasms” [MeSH]) AND (“Tomography,Emission-Computed” [MeSH] AND
(sensitivity and specificity [MeSH] OR sensitivity [WORD] OR specificity [WORD] OR false negative [WORD] OR false positive
[WORD] OR diagnosis [MeSH] OR diagnostic use [MeSH] OR detection [WORD] OR accuracy [WORD])
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Table 1. QUADAS checklist for included studies

Reference standard not part of
Reporting of intermediate test

Y=01; N=OILIQ; u=& 2E3.
Representative patient population
Description selection criteria
Adequate reference standard
Adequate time between tests
Reference standard in all patients
The same reference standard
Reference standard not part of index
test
Description index test
Description reference test
Blinding for reference standard
Blinding for index test
Same data available
Reporting of intermediate test results
Reporting of withdrawals
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Table 2. Additional value of FDG—PET in identifying extrahepatic disease over conventional imaging

No. of No. of Patients with | Patients with EHD | Patients in whom
Patients in | EHD discovered only | discovered only FDG-PET altered remarks
Study by FDG-PET by FDG-PET (%) | management (%)
Lai® 34 11 32 29 Abdomen,
Lung
@ Lung,”
Fong 40 8 20 40 Other EHD”
Zhuang® 28 6 21 21
Strasberg® 43 5 12 23
Ruers® 51 7 14 23 All patients with Chest CT
Arulampalam® 28 4 15 32
Forenza” 73 0 2 0 e
Truant® 53 5 9 18 Intra-abdominal EHD
Joyce® 71 18 35 24 Egjgjf’n‘i‘,’?;”;l;m) Intra-
Rappeport™ 35 3 9 9 Lung,” abdomen"”
Wiering™" 131 7 5 Intra-abdominal EHD
Akiyoshi®? 65 10 15 15 LN, bone,” Lung"
Total 676 97
Mean 52 7.5 16.6 23.25
Median 43 7 15 23
EHD=Extrahepatic disease, CDM=Clinical diagnostic modality
Table 3. Sensitivity and specificity by diagnostic modality
PET cT
TP FP FN ™ Sn(%) | Sp(%) TP FP FN ™ Sn(%) | Sp(%)
Lai” 12 1 1 20 92 95 - -
Fong? 15 2 4 19 79 91 6 4 13 17 32 81
Ruers® 19 1 1 30 95 97 12 3 8 28 60 90
Truant® 5 1 3 46 63 98 2 4 6 43 25 91
Rappeport™” 10 1 2 22 84 96 7 3 5 20 59 87

Fig 1. Per—patient sensitivity and specificity of PET or PET/CT

| Lai(1)
i“* Fong(2)

: . i Ruers(5)
I;._ Truant(8)
! , Rappeport(10

® i | ppeport(10)
T . T
| |
| |
i i

0 0.2 0.4 0.6 0.8 1
Sensitivity

Sensitivity (95% Cl)

0.92 (0.64 - 1.00)
0.79 (0.54-0.94)
0.95 (0.75-1.00)
0.63 (0.24-0.91)
0.83 (0.52-0.98)

Pooled Sensitivity = 0.85 (0.74 to 0.92)
Chi-square = 5.61; df = 4 (p = 0.2300)
Inconsistency (I-square) = 28.7 %
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Specificity (95% Cl)
T Lai(1) 0.95 (0.76 - 1.00)
—@ Fong(2) 0.90 (0.70 - 0.94)
—a Ruers(5) 0.97 (0.83 - 1.00)
@ Truant(8) 0.98 (0.89 - 1.00)
i . Rappeport(10) 0.96 (0.78 - 1.00)
il
I I
I I
' Pooled Specificity = 0.96 (0.91 to 0.98)
Chi-square =1.81; df =4 (p =0.7712)
. ) 009
0 02 04 06 08 1 Inconsistency (l-square) = 0.0 %

Specificity

Fig 2. Per—patient sensitivity and specificity of CT
Sensitivity (95% Cl)

| I Fong(2) 0.32 (0.13-0.57)

. I Ruers(5) 0.60 (0.36-0.81)

: & Truant(8) 0.25 (0.03 - 0.65)

. | ! Rappeport(10) 0.58 (0.28 - 0.85)

Pooled Sensitivity = 0.46 (0.33 to 0.59)
Chi-square = 5.45; df =3 (p = 0.1417)
0 0.2 0.4 0.6 0.8 1 Inconsistency (l-square) = 45.0 %
Sensitivity
Specificity (95% Cl)
| [ Fong(2) 0.81 (0.58 - 0.95)
@ Ruers(5) 0.90 (0.74 - 0.98)
—@— Truant(8) 0.91 (0.80-0.98)
_;_._ Rappeport(10) 0.87 (0.66 - 0.97)
| i
| i
[ I
Pooled Specificity = 0.89 (0.81 to 0.94)
Chi-square = 1.61; df = 3 (p = 0.6565)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 0.0 %
Specificity
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[KQ 8-1] LHAIZE 2t AEJF OIF 01 Z& MEoto] He| XN ShIEA 2XS0] SH0I0E &
Zo St ARO| QAL HME20/0IE0F 201 42, 22 A 20 A2 32 5 2§EE &
o QAT Q= 2T E IR 2X& a8 HIBH
[Level 1C] (H1] S2 1=strong: ZH =& C=low)

[KQ 8-2] LHAIZZE b8 ZEJF O|F 01 A MEotto] He| XN S0IEA AXH0] SAO0I0E SHIa/
ZoH odar AHO| QUALE, K20 0129 201 32, 22 A 2010t 22 42 S 2XE H0|9
s QAT Y= 2XUHME IR 2X& 552 MO
[Level 1C] (#H1] S2 1=strong: 2H =& C=low)

59 A2 sla] obalsh 2e A olste] 20006 195 2011 487kA) AAE BHS ST,

Polypectomy AND lymph node AND submucosal invasion
1. (“cancer” OR “cancers” OR “neoplasm” OR “tumor” OR “tumour” OR “tumors” OR “tumours” OR “carcinoma” OR “sarcoma”
OR “adenocarcinoma” OR “adenom” OR “neoplasms” OR “lesion”)[TW]
2. “neoplasms”[MeSH Terms] OR “sarcoma”[MeSH Terms] OR “adenocarcinoma”[MeSH Terms]

3. #1 OR #2

4. (“colorectal*” OR “colon” OR “colonic” OR “bowel*” OR “rectal” OR “rectum” OR “sigmoid” OR “anal” OR “anus”)[TW] OR
(“Colorectal cancer”)[TW]

5. “colon”[MeSH term] OR “colon, sigmoid”[MeSH Terms]

6. #4 OR #5

7. #3 AND #6

8. (incidence[MeSH:noexp] OR mortality[MeSH Terms] OR follow up studies[MeSH:noexp] OR prognos*[Text Word] OR

predict*[Text Word] OR course*[Text Word]))
9. “neoplasm staging”[MeSH Terms] OR “neoplasm invasiveness”[MeSH Terms] OR “lymph nodes”[MeSH Terms] OR “neoplasm
metastasis”[MeSH Terms]

10. (“neoplasm”[TW] AND “staging”[TW]) OR “neoplasm staging”[TW]) OR (“neoplasm”[TW] AND “invasiveness”[TW])
OR “neoplasm invasiveness”[TW]) OR (“lymph”[TW] AND “nodes”[TW]) OR “lymph nodes”[TW] OR (“neoplasm”[TW]
AND “metastasis”[TW]) OR “neoplasm metastasis”[TW] OR (invasion[TW] AND depth[TW]) OR (submucosal[TW] AND
invasion[TW])

11. #9 OR #10

12. #7 AND #8 AND #11.
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Figure 1. Forest plot for the meta—analysis of lymphatic invasion as a risk factor of lymph node metastasis

log[Odds Lyminv (+) Lyminv (-)
Study or Subgroup  Ratio] SE Total Total Weight
Kitajima 2004 1.546 0.2691 276 589 66.1%
Tominaga 2005 1.466  0.6387 39 116 11.7%
Ishikawa 2008 1.678 0.8218 22 39 7.1%
Tateishi 2010 1.16 0.5621 76 246 15.1%
Total (95% CI) 413 990 100.0%

Heterogeneity: Tau” = 0.00; Chi’ = 0.44, df = 3 (P = 0.93); I’ = 0%
Test for overall effect: Z = 6.80 (P < 0.00001)

Odds Ratio
IV. Random, 95% CI

4.69[2.77, 7.95]
4.33[1.24, 15.15]
5.35[1.07, 26.81]
3.19 [1.06, 9.60]

4.43 [2.88, 6.80]

Odds Ratio
IV. Random, 95% CI

L 5

\ 4

T T
0.01 0.1
Favors lym inv (-)

1

T
10
Favors lym inv (+)

Figure. 2. Forest plot for the meta—analysis of lymphovascular invasion as a risk factor of lymph node

metastasis

log[Odds Lyminv (+) Lyminv (-)
Study or Subgroup  Ratio] SE Total Total Weight
Yamamoto 2004 1.397 0.5487 89 212 43.9%
Okaba 2004 1.482 0.4851 135 293 56.1%
Total (95% Cl) 224 505 100.0%

Heterogeneity: Tau® = 0.00; Chi’ = 0.01, df =1 (P = 0.91); I’ = 0%
Test for overall effect: Z = 3.98 (P < 0.0001)
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Limits: Humans, English
1. Rectum [MeSH] OR Surgery [MeSH] OR Surgical Procedures [MeSH]
2. Rectal neoplasm [MeSH] or Surgery [MeSH] or Therapy [MeSH]
3. Recurrence [MeSH] or Neoplasm Recurrence, Local [MeSH]
4. Total mesorectal excision
5. 1AND 2 AND 3 AND 4
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[KQ11-1] ZZ2 FAENE0 MSE2 30| FJ|Jt3cm OI2H0I L, 2& LHZOl & S29] 30%= EXI = Jt
S8 30| FESAUM HAHT 8cm OILHU KXIOIOI0F OHH, BEIXHUA 2015 (61, G2)Jt E2M,
I d/ZuA A 20| CH, SEZM0M Z0| A HAU0LS OlLHZ A0 22t =X
2SI OINEIN, &8 HXE MO T d(cNo) MEHE= XTI H IOt
[Level 2C] (H11SZ 2=weak, 2 H+Z C=low)

[KQ11-2] B2 FUOAZA(cTINOMO)0I LHEH B2 E = AETs 2MO HelMHIL SOIZX 2ol &
20l 2OIAHLE H=40t IFO0l 02 42, 2o &-0I 2 HL Z=4o MO0l 02 42, HEa/0|
2001 2L, HI /UG 0| AR L= ZR0= 010 2XH =2 HiIT
[Level 1C] (H11SZ 1=strong; = H4+Z C=low)

11-2. =224

((("Endosonography"[Mesh:noexp] OR Endosonography[TW] OR EUS[TW] OR (endoscopic[TW] AND (US[TW] OR ultrasound[TW]
OR ultrasonography[TW])))) OR (("Magnetic Resonance Imaging"[Mesh:noexp]) OR MRI[tw] OR MR[tw])) AND ((((((transanal
excision)) OR (local excision)) OR (transanal endoscopic microsurgery))) AND (((((large bowel[tiab] OR bowel[tiab] OR large
intestin*[tiab] OR rect*[tiab])) AND (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinoma[tiab] OR
adenocarcinoma[tiab] OR cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas[tiab]))) OR
("rectal neoplasms"[MeSH Terms])))

AT =2 21690 thaf otef o] 7EE A&t = 117hE AHE sk

ry

7

il
il
L4
ox
P\L
32
o)

1. Limits: Humans, English 16471

2.20004 0| =2 XIQl, =2UHE0] Xt XX = == HQl, BAMSA JH(| 2ot =2 XIQl: 84
LRI = A2 = sci=E 30 =t

4.3 101 =25 &1 2UCF 48
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Nascimbeni R, Nivatvongs S, Larson DR, Burgart LJ. Long-term survival after local excision for T1 carcinoma
of the rectum. Dis Colon Rectum. 2004 Nov;47(11):1773-9.

You YN, Baxter NN, Stewart A, Nelson H. Is the increasing rate of local excision for stage I rectal cancer in
the United States justified?: a nationwide cohort study from the National Cancer Database. Ann Surg. 2007
May;245(5):726-33.

Bentrem DJ, Okabe S, Wong WD, Guillem JG, Weiser MR, Temple LK, et al. T1 adenocarcinoma of the rectum:
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Endreseth BH, Myrvold HE, Romundstad P, Hestvik UE, Bjerkeset T, Wibe A. Transanal excision vs. major
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Seitz U, Bohnacker S, Seewald S, Thonke F, Brand B, Braiutigam T, et al. Is endoscopic polypectomy an
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12-1. & T yugtstarAlM K| Z (postoperative chemoradiotherapy)2] 28522

Ml

A
T

HO

Population: 4=&-% rectal cancer 32}
Intervention: surgery and postoperative radiotherapy or chemoradiotherapy
Comparator: surgery alone

Outcome: local control, disease-free or overall survival

12-1. =

ZHAHAI
[== R B |

MO

(((adjuv* OR postoperative OR post-operative)) AND ((((((((large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]))
AND (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinoma[tiab] OR adenocarcinomaltiab]
OR cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas[tiab]))) OR ("colorectal
neoplasms"[MeSH Terms])) OR ("rectal neoplasms"[MeSH Terms]))) AND ((chemoradiation OR chemoradiotherapy) OR
(radiotherapy)))) AND (((((((((((groups[tiab])) OR (trial[tiab])) OR (randomly[tiab])) OR (drug therapy[sh])) OR (placebo[tiab])) OR
(randomized([tiab])) OR (controlled clinical trial[pt])) OR (randomized controlled trial[pt]))) NOT (animals[Mesh] NOT (humans[Mesh]
AND animals[Mesh])))

12-2. E2: ==X FUTISIYAIMX|Z (preoperative chemoradiotherapy)?] M§T2?

HO

Population: %7 rectal cancer $A}
Intervention: preoperative radiotherapy or chemoradiotherapy and surgery
Comparator: surgery alone

Outcome: local control, disease-free or overall survival

12-2. =

ZH AH Al
[ == R B |

HO

((CCCCCC((((groups[tiab])) OR (trial[tiab])) OR (randomly[tiab])) OR (drug therapy[sh])) OR (placebo[tiab])) OR (randomized[tiab]))
OR (controlled clinical trial[pt])) OR (randomized controlled trial[pt]))) NOT (animals[Mesh] NOT (humans[Mesh] AND
animals[Mesh])))) AND (((neoadjuvant therapy[MeSH Terms] OR ("neoadjuvant"[tw] AND "therapy"[tw]) OR "neoadjuvant
therapy"[tw] OR "neoadjuvant"[tw] OR preoperative[tw] OR pre-op)) AND ((((((((large bowel[tiab] OR bowel[tiab] OR large
intestin*[tiab] OR rect*[tiab])) AND (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinoma[tiab] OR
adenocarcinoma(tiab] OR cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas(tiab] OR adenocarcinomas[tiab]))) OR
("colorectal neoplasms"[MeSH Terms])) OR ("rectal neoplasms"[MeSH Terms]))) AND ((chemoradiation OR chemoradiotherapy) OR
(radiotherapy))))

12— 3. 2E: HTZOUM TAIXIZ 2 AI7|E?

Population: rectal cancer $F2}
Intervention: preoperative radiotherapy or chemoradiotherapy
Comparator: postoperative radiotherapy or chemoradiotherapy

Outcome: local control, disease-free or overall survival
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ZH AH Al
[ == B |

i

(interval OR optimal) AND (((resec* OR operation OR surgery OR surgical OR dissection OR operative)) AND (((((((((((((groups[tiab]))
OR (trial[tiab])) OR (randomly[tiab])) OR (drug therapy[sh])) OR (placebo[tiab])) OR (randomized[tiab])) OR (controlled clinical
trial[pt])) OR (randomized controlled trial[pt]))) NOT (animals[Mesh] NOT (humans[Mesh] AND animals[Mesh])))) AND (((neoadjuvant
therapy[MeSH Terms] OR ("neoadjuvant"[tw] AND "therapy"[tw]) OR "neoadjuvant therapy"[tw] OR "neoadjuvant"[tw] OR
preoperative[tw] OR pre-op)) AND ((((((((large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab])) AND (malignan[tiab]
OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinomaltiab] OR adenocarcinomaltiab] OR cancers[tiab] OR
malignant[tiab] OR Neoplasms|[tiab] OR carcinomas[tiab] OR adenocarcinomas[tiab]))) OR ("colorectal neoplasms"[MeSH Terms]))
OR ("rectal neoplasms"[MeSH Terms]))) AND ((chemoradiation OR chemoradiotherapy) OR (radiotherapy)))) AND (Humans[Mesh]
AND (Clinical Trial[ptyp] OR Randomized Controlled Trial[ptyp])))

[KQ12-1] 2XH 222 XS I, 1 AEA2 +22 BX XS ZE fluoropyrimidine HIZ0| SAHIQL HLtO
O ZAVSTAAMI|ZE MO
[Level 1A] (H1S2 1=strong; 2 HaZ= A=high)

[KQ12-2] A& EIn, NI AZLO| HEQLEO T AAVCIAAMXIZ (CCRT)E HlPHLCL
[Level 1A] (H11S2 1=strong; 2 H4Z= A=high)

[KQ123] 24271, 1710 MFYS $4% YAVEIANNBHIE 24 YLOOEIANKIBE HiIDIH,

[Level 2B] (1152 2=weak; 2 H4Z B=moderate)
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Limits: Humans, English

1. (large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]) OR (colon[tiab] OR colons[tiab] OR colorectal[tiab]
OR large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab])
(malignan[tiab] OR Neoplasia[tiab] OR Neoplasm(tiab] OR cancer[tiab] OR carcinoma[tiab] OR adenocarcinoma[tiab] OR
cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas[tiab])

g

3. (“Rectal Neoplasms”[Mesh:noexp]) OR “ colorectal Neoplasms”[Mesh])
4. (“Adjuvant Chemotherapy”[TW] OR “Postoperative”[TW] OR “Adjuvant”[TW])
5. (1AND 2) AND 3
6. 4-5/AND
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Limits: Humans, English
1. (large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]) OR (colon[tiab] OR colons[tiab] OR colonic[tiab] OR
large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab])
. (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinomaltiab] OR adenocarcinomaltiab] OR
cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas[tiab])
. (“Colonic Neoplasms”[Mesh:noexp]) OR “Sigmoid Neoplasms”[Mesh]) OR (“rectal neoplasms”[MeSH Terms]) OR (“colorectal
neoplasms”[MeSH Terms])

N

w

4. (“Radial margin”[TW] OR “resection margin”[TW] OR “Safely margin”[TW]) OR (“Total mesorectal resection”[tw] OR
“Pathologic diagnosis”[tw] OR “Radial resection margin”[TW])

5.(1AND2)OR3

6. 4-5/AND
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16—1. E2: MO8 T XM YLMESFUX+=EM(EGFR)O LISt EXX|E Z2FE
Ot KRAS S ZIXt ZAIE B 28It

Population: Z o] t)et 3ka} 2 K-RAS AR} AXLE 812 2 x| 2418 AFg-3t 3x}
Intervention: K-RAS ok 8 A=} hx}
Comparator: K-RAS ¥ o] {-7H=} g4}

Outcome: & X84 Fo] & A&7+

[KQ 16] HOIN ZH-AELUM STMENZIX+EM(EGFR)0 LT EXXIZE 2HS A0l 3L XA
KRAS REXI0| SG1H0] 2kt E H 1Pt
[Level 1A] (H1SE 1=strong; 2 H=+

16-2. =

ZH AH Al
[ == B |

HO

Limits: Humans, English

(“survival”[tw] OR “survival”[MeSH Terms])

(EGFR)) OR (BRAF)) OR (RAS GENE)) OR (RAS)) OR (K-RAS)

(cetuximab)

(large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]) OR (colon[tiab] OR colons[tiab] OR colonic[tiab] OR
large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab])

(malignan[tiab] OR Neoplasia[tiab] OR Neoplasm(tiab] OR cancer[tiab] OR carcinoma[tiab] OR adenocarcinoma[tiab] OR
cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas][tiab])

(“Colonic Neoplasms”[Mesh:noexp]) OR “Sigmoid Neoplasms”[Mesh])

(4 AND5) OR 6
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QL HMAE HMQ (A = HE N EF I LT =5)
Sl 21, H= 54

Ioh MOIN HAE HAOZ MTIMEAROITI=EMI(EGFR)MH LHOF T X|Z X(Cetuximab)Ql XIZ Qi M=
OJ| 40 KRAS SEVXIZAIE A ARZ X ZEISE (response rate)lf MZEM AE HIAICH =2
ZMAMS SO MEISH =5 182

ZJl &2 =2 (related article) Z2AS S0 5)40] =2 =t
HIQl: KRAS RTXt ZAIE AYOIROLE Cetuximab2 XIZLHZ AHSOHA| &

rlo

o
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16-4. 2H =Ed A1l 52 8

o

Cetuximab2- chimeric immunoglobulin G1 ¥4 &A% epidermal growth factor receptor(EGFR)l| sl Z2
18t o] glo] EGFE] ligand binding & B4 2 Wajste] AEF24 & Xﬂb‘]’k‘ J‘*iqu]ixﬂ ]‘:’i 4 ‘%‘75_ }
9| ¥zt A8 adel] G2 v 5 9ok AIE 23 A
ATEFE Fotatalon, #dd A7 T KRAS fr32e] =W
HEREA st 2ARE AASEAT. HAEZA ek AaE AAgE 724 EHJZ— "]t’”ﬂ“r" ‘:H”O ]E}ﬁ"’-ﬂ%

shls Wl Aae] dAdE Kol dE AT AFe dAER HEx 27 $F2 A (high quality) 2 3FaL 27
o] = E 31 == 4% (downgrade or upgrade quality of evidence)Z7g3loF & S| Algto] §lo] HF 27 5
T AR A3t 91 T2 2A 55 18 od B9 ¥ BEE F3lo] &2 A3 53 (strong recommen-

dation) 2 AA 3}t

16-5. HEIEA &

1, 22| tHZEA|E 917 (Randomized studies, RCT)

A, 98-8 (Response rate, RR)

Cetuximab No Cetuximab Odds Ratio Odds Ratio
Study or Subgroup _Events Total Events Total Weight M-H. Random, 95% Cl M-H. Random, 95% Cl
1.1.1all
Bokemeyer 2009 77 169 60 168 20.5% 1.51[0.97, 2.33] el
Tol 2009 186 368 184 368 35.2% 1.02[0.77, 1.36] .
Van Cutsem L 2009 281 599 232 599 44.3% 1.40[1.11, 1.76] b
Subtotal (95% Cl) 1136 1135 100.0% 1.27 [1.01, 1.60] L g
Total events 544 476
Heterogeneity: Tau? = 0.02; Chi? = 3.43, df =2 (P = 0.18); I?=42%
Test for overall effect: Z=2.05 (P = 0.04)
1.1.2 wild
Bokemeyer 2009 37 61 27 73 21.0% 2.63[1.30, 5.29] -
Karapetis 2008 15 117 0 113 1.9% 34.33[2.03, 580.98] .
Tol 2009 97 158 78 156 33.7% 1.59[1.02, 2.49] —
Van Cutsem L 2009 181 316 139 350 43.4% 2.04[1.49,2.77] -
Subtotal (95% Cl) 652 692 100.0% 2.09 [1.40, 3.11] >
Total events 330 244

Heterogeneity: Tau? = 0.07; Chi? = 5.67, df =3 (P =0.13); I?=47%
Test for overall effect: Z = 3.60 (P = 0.0003)

1.1.3 mutant

Bokemeyer 2009 17 52 23 47  14.2% 0.51[0.22, 1.14] -

Karapetis 2008 1 81 0 83 0.9% 3.1110.12, 77.51] >
Tol 2009 45 98 64 108  30.9% 0.58[0.34, 1.01] —

Van Cutsem L 2009 67 214 66 183  54.0% 0.81[0.53, 1.23] —r

Subtotal (95% CI) 445 421 100.0% 0.69 [0.51, 0.94] ’

Total events 130 153

Heterogeneity: Tau? = 0.00; Chi? = 2.30, df = 3 (P = 0.51); I*= 0%
Test for overall effect: Z = 2.35 (P = 0.02)

01 02 05 1 2 5 10

. . Favours experimental  Favours control
Test for subaroup differences: Chiz2 = 19.74. df = 2 (P < 0.0001). I? = 89.9%
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B. 7218 &8 (Progression-free survival, PFS)

Cetuximab No Cetuximab Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio]  SE Total Total Weight IV, Random. 95% Cl IV, Random, 95% ClI
2.1.1 WILD_PFS
Bokemeyer 2009 -0.567 0.211 52 47 1.2% 0.57[0.38, 0.86] -
Karapetis 2008 -0.916 0.125 17 13 13.2% 0.4010.31, 0.51] -
Tol 2009 0.009 0.102 98 108  13.6% 1.01[0.83, 1.23] T
Van Cutsem L 2009 0.067 0.209 214 183 11.2% 1.07[0.71, 1.61] T
Subtotal (95% Cl) 481 451 49.3% 0.70 [0.42, 1.18] L 1

Heterogeneity: Tau? = 0.26; Chi? = 37.89, df = 3 (P < 0.00001); 1> = 92%
Test for overall effect: Z = 1.33 (P = 0.18)

2.1.2 MUTANT_PFS

Bokemeyer 2009 0542 0.226 52 47 108%  1.72[1.10,2.68] —
Karapetis 2008 001 0.157 81 83 125%  0.99[0.73,135] T
Tol 2009 0.241 0115 98 108 134%  1.27[1.02,1.59] b
Van Cutsem L 2009 -0.165 0.078 214 183 14.0%  0.85[0.73,0.99] N
Subtotal (95% Cl) 445 421 507%  1.12[0.84,1.49] 4

Heterogeneity: Tau? = 0.06; Chi? = 14.62, df = 3 (P = 0.002); I = 79%
Test for overall effect: Z=0.78 (P = 0.43)

Total (95% CI) 926 872 1000%  0.90[0.67,1.19] ﬂ

T T T T T
005 02 1 5 20
Favours experimental  Favours control

Heterogeneity: Tau? = 0.15; Chi? = 66.60, df = 7 (P < 0.00001); [2 = 89% —Ht
Test for overall effect: Z=0.75 (P = 0.46)
Test for subaroun differences: Chiz =2.38. df =1 (P =0.12). 2= 57.9%

C. Z&& (Overall survival, OS)

Cetuximab No Cetuximab Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio]  SE Total Total Weight IV, Random, 95% Cl 1V, Random, 95% CI
2.2.1 WILD_Overall survival
Bokemeyer 2009 -0.157 0.181 52 47  15.8% 0.85[0.60, 1.22] -
Karapetis 2008 -0.598 0.151 17 13 17.8% 0.55[0.41,0.74] -
Van Cutsem L 2009 -0.174 0.139 214 183 18.7% 0.84[0.64, 1.10] Nl
Subtotal (95% Cl) 383 343 52.3% 0.73[0.55, 0.97] L 2

Heterogeneity: Tau? = 0.04; Chi? = 5.30, df = 2 (P = 0.07); I>=62%
Test for overall effect: Z = 2.14 (P = 0.03)

2.2.2 MUTANT_Overall survival

Bokemeyer 2009 0.255 0.199 52 47  14.6% 1.2910.87, 1.91] ™
Karapetis 2008 -0.02 0171 81 83 16.5% 0.98[0.70, 1.37] B
Van Cutsem L 2009 0.029 0.169 214 183  16.6% 1.03[0.74, 1.43] T
Subtotal (95% Cl) 347 M3 471.7% 1.07[0.88, 1.31]

Heterogeneity: Tau? = 0.00; Chi? = 1.20, df = 2 (P = 0.55); 2= 0%

Test for overall effect: Z=0.70 (P = 0.49)

Total (95% Cl) 730 656 100.0% 0.88 [0.70, 1.11] ﬂ

0.05 02 1 5 20
Favours experimental ~ Favours control

Heterogeneity: Tau? = 0.05; Chi® = 14.68, df = 5 (P = 0.01); I> = 66%
Test for overall effect: Z = 1.08 (P = 0.28)
Test for subaroun differences: Chi? = 4.63. df =1 (P = 0.03). 2= 78.4%
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2~Z 3T
D. 275 H7t
Quality assessment No of patients Effect
No of : . . . . - Other . Relative Quality Importance
studies Design Risk of bias | Inconsistency | Indirectness | Imprecision considerations Cetuximab | Control (95% Cl) Absolute
Response rate (follow-up 3-5 years)
544/1136 | 476/1135 | ogq 57 | ooy Per 1090
randomised | no serious no serious no serious | no serious (47.9%) (41.9%) ‘ (from 2 more to
4 5 . R . N - . L none (1.01 to 117 more) HIGH
trials risk of bias | inconsistency | indirectness | imprecision 1.60)
0%
Progression Free Survival (follow-up 3-5 years)
) ) ) ) 0/926 0/872 | HR0.90 .
3 randc_)mlsed no serious serious® “noserious | no serious hone (0%) (0%) (0.67 to MODERATE
trials risk of bias indirectness | imprecision
0% 1.19)

*12=89%, P-VALUE<0.000001

29 =AY AT-o] wekEA 23, AA dhdAtedl dolA cetuximabg ARE-EE o] IHA] S ol HlE]
response rate7} B o EAIH 07 FodtA = @k, e KRAS Aol wiel o (wild type) 2t E¢iH o]

= L
% (mutant type) &2 23S o] ORI A Q] 49 cetuximabs AHEE o] THA] 2 ol HEl ¥HE-&(RR)O|
U =1 o] FAH SR frofaitt, EAmeld o] Aol cetuximabg ARESE o] 1R A] ¢k ol Hlsf w3

=3
o) ¥ it o) BAH 2 folajrt. Wb §34 PAVE ceximabA] 2] W88 dlZshet F8akn B
ol ol Bhg-go] v AL 5T 5 Sl
2 I8 YELPFS) ] B cetuximab AMEEE o] 1A o ol Hlsz Ahg-go] vk UH(HR=0,90) &
Hoz folgk Ao gtk ol EAMo Y] A4 fARI. oA ] A% cetuximabd AHEEE o] 1%
gre ol Hlal APgEo] Tl W OUH(HR=0.70) BAH .2 F2]F Aol §ith. Overall survivale] 9% o] g} -

A
] R OT —
AVE G AL ok R el B9 BAH O frolgk Apelt Sk,
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2. 2&EAT (Non-randomized studies, NRS)
A, 8§ (Response rate, RR)

WIDE MUTANT Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Benvenuti S 2007 0 0 0 0 Not estimable
David Paez 2010 19 69 122 44% 7.98[1.00, 63.52]
De Roock 2008 271 67 0 46 1.4% 63.15[3.73,1068.41] B —
De Roock W 2010 126 352 17 253  50.7% 7.744.52,13.26] &
De Roock W 2011 91 345 3 188 114%  22.091[6.89, 70.87] -
Di Fiore 2007 12 37 0 22 17% 22.06[1.23,394.14]
Frattini M 2007 9 17 110 24% 10.13[1.04,98.49]
Fre de ric Bibeau 2009 10 37 121 34% 9.63[1.15, 80.63]
Khambata-Ford 2007 5 50 0 30 22% 7.37[0.39,138.25] ]
Laurent-Puig P 2009 52 113 1 53 29% 44.33[5.92,331.83]
Li F-H 2010 18 39 122 27% 18.00[2.20, 147.37]
Lievre 2008 34 78 0 36 15% 56.60[3.35,955.13]
Loupakis F.2009 13 53 2 3 13% 5.36[1.13, 25.48] —
Sartore-Bianchi A 2009 0 0 0 0 Not estimable
Souglakos J 14 60 0 32 20% 20.27[1.17,352.01]
Yen L-C 2010 46 54 9 41 6.0% 20.44[7.13,58.65] -
Total (95% Cl) 1371 817 100.0% 13.46[9.29, 19.52] ¢
Total events 476 36 .

Heterogeneity: Chi? = 11.01, df = 13 (P = 0.61); 2= 0% ’ ’ '

0.001 01 1 10 1000
Testfor overalleffect. 2= 13.72 (P < 0.00001) Favours experimental  Favours control

B. T8 A&E& (Progression-free survival, PFS)

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% ClI IV, Random, 95% CI
Bibeau F 2009 058 026 13.1% 1.7911.07, 2.97] -
De Roock W 2010 0.683 0.089 27.8% 1.98[1.66, 2.36] Bl
Loupakis F.2009 079 025 13.7% 2.20[1.35, 3.60] -
Sartore-Bianchi A 2009 05 023 15.0% 1.65[1.05, 2.59 -
Souglakos J 04 02 17.3% 1.4911.01,2.21] -
Yen L-C 2010 142 026 13.1% 4.14]2.49, 6.89 -
Total (95% CI) 100.0% 2.02 [1.59, 2.56] L 4

Heterogeneity: Tau? = 0.04; Chi2 = 11.01, df = 5 (P = 0.05); I = 55% ‘ ‘ '

I
0.2 05 1 2 5
Test for overall effect. Z = 5.81 (P < 0.00001) Favours experimental  Favours control

W& RRS AAIGH 16709] BEATE o g AR vlekis o Aabe 729 i zAId 79 A3t
Aslth, okl E o] Sl o] o) H]Ete] HFS-g-o] A9 2 H ORZEo| 13,4602 F 17ke] uh-2-&-9] x}o]7} wj & =
™, S eld o) A vhego] Y A& JEehdith,

e 16709] = F APEA RS AAEE O =g B3 8% APEIEHIE 2.02(1.56, 2.59) 2 opAF o ]3]
Eqno|go] TAHRE Fofst ot el iAol 2fol7h e Aelnt, ol cetuximabg A FAIR A E
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[kQ18-1] ZH 2)ts M0l R0 EAXIZ M Bevacizumab2 ME S SRAVGIQE L 2 XSS

TP,
[Level 2A] (H11S2 2=weak; 2 H+Z A=high)

[KQ18-2] EAXIZXl Anti-EGFR EE‘%%*HI(Cetummab Panitumumab)= KRAS OFZHO| MO|4 CHAI0| =

OIOHH, MIE=d A0S E I 2TH HEXZE HilCt
[Level 2B] (H 1152 2=weak; 2 H4Z B=moderate)

18-2. =2 HMA
Limits: Humans, English

1

I

. (large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]) OR (colon[tiab] OR colons[tiab] OR colorectal[tiab]

OR large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab])
(malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinoma[tiab] OR adenocarcinoma[tiab] OR
cancers[tiab] OR malignant[tiab] OR Neoplasms[tiab] OR carcinomas[tiab] OR adenocarcinomas|tiab])

3. (“Colonic Neoplasms”[Mesh:noexp]) OR “ colorectal Neoplasms”[Mesh])
4. (“Palliative chemotherapy”[TW] OR “bevacizumab”[TW] OR OR “Cutuximab/Panitumumab”[TW])
5.(1LAND2)OR3
6. 4-5/AND
18-3. =& 48 J|E
A5 oF 24001 ol thal ofehe] 71 A gl = 142 Aste] ARE Aot AR wE

& BT TR 33 TA9) 0 ATk
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Bevacizumab 2] 2|23} tal 34 ﬂ
2} Bevacizumab®] &AL tal &A= & JQ%D}
o2 A28 Ae] Cetuximab/Panitumumab B8 12}, 23}, 3z} &el3lst o ol HR Fofsl TS| T2
g 717ke] Qe Hasqint, 53] o]Hgt A7E] £TF EA A KRAS gt 54 frake] wolde = &2}
F 39S ), ok d AEjel SAfE AT TH X E A Cetuximab/Panitumumab ¢ 237} FEE A A
RS & AT Wt ofyz} o] gt A A Sl = A E7IT] A Ve Bastoict, wet
A BA X84 Anti-EGFR T2 28} (Cetuximab, Panitumumab)= KRAS oF8 3 o] F o)A ot Zshslm, A2
=4 glotalsl o Wit 3 W8 X8 E dof stbe AL &7 5 moderate 2 H7}F3F AT, Bevacizumab¥ Cetux-
imab/ Panitumumab ©] AF-EE HEREA S 8F S wollte, o] 2§ oFAlE ‘ﬁ%ﬁﬂr% 53t st
o 7] S} 17te] okl gk AFE o] ] Wele o o) @ FHoIA L e (weak)
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Limits: Humans, English

1. (large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab] OR rect*[tiab]) OR (colon[tiab] OR colons[tiab] OR colorectal[tiab]
OR large bowel[tiab] OR bowel[tiab] OR large intestin*[tiab])

2. (malignan[tiab] OR Neoplasia[tiab] OR Neoplasm[tiab] OR cancer[tiab] OR carcinomaltiab] OR adenocarcinomaltiab] OR
cancers[tiab] OR malignant[tiab] OR Neop lasms[tiab] OR carcinomas[tiab] OR adenocarcinomas|tiab])

3. (“Colonic Neoplasms”[Mesh:noexp]) OR “ colorectal Neoplasms”[Mesh])

4. (“second line chemotherapy”[TW] OR “Salvage”[TW])

5.(1AND2)OR3

6. 4-5/AND
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Author/Yr | Method | Participant | Feasibility Intervention End-point | mOS Safety Etc
Cunningham RCT N=279 Age 18-75, |lIrinotecan 350mg/ oS 9.2vs |- Diarrhoea 22% / Supportive care
etal. (189 vs 90) | previous m’q3W 6.5 Neutropenia 22% / 28/90(31%)
/1998 (1) treated by months | Asthenia 15% received
5-FU based - Diarrhoea 6% / chemotherapy
regimen Neutropenia 0% /
Asthenia 19%
Fuchs et al / RCT N=291 Patients - Irinotecan oS 9.9vs |-Diarrhoea 19% 16.5% previous
2003 progressing | 350mg/m’q 3W 9.9 - Diarrhoea 36% chemotherapy
(2) to 5-FU - Irinotecan months treatment was
125mg/m” weekly adjuvant
Kimetal./ RCT N=491 | Patient - Irinotecan 350/ Survival | 14.7vs |- Diarrhoea 30%/Nausea | Previous
2009 progressing | m”q3W 13.5 24% / Neutropenia 40% | chemotherapy
(3) to one - FOLFOX4 months | / Parasthesia 1% :31% was
prior 5-FU - Diarrhoea 11%/Nausea | adjuvant
treatment 12% / Neutropenia 54% | chemotherapy
/ Parasthesia 11%
BSC:
Rothenberg RCT N=459 Patient - 5-FU/LV continous ORR mPFS 2.7 | - Diarrhoea 3% / 30% previous
etal. /2003 progressing | infusion vs 1.6 | Neutropenia 5% chemotherapy
(4) to IFL - Oxaliplatin vs 4.6 |- Diarrhoea 4% / treatment was
- FOLFOX4 months | Neutropenia 0% adjuvant.
- Diarrhoea 11% /
Neutropenia 44%
Rougier et RCT N=267 Patients - Irinotecan Survival 10.8 - Diarrhoea 22% /
al. /1998 progression | 350mg/m’q 3W vs 8.5 | Asthenia 13%
(5) to 5-FU -5-FU/LVin months
continous infusion - Diarrhoea 11% /
Asthenia 12%
Tsavaris et RCT N=120 Patients - irinotecan 350 Survival | 7.4vs9 |-Diarrhoea 41%/
al. /2003 progre ssing | mg/m”i.v. every 3 months | Nausea-Vomits 30% /
(6) to 5FU/LV weeks Asthenia 24%
-irinotecan 175 - Diarrhoea 66% /
mg/m’ i.v. every Nausea-Vomits 12% /
10 days. Asthenial8%
Percentage of cycles
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Kim GP, Sargent DJ, Mahoney MR, Rowland KM, Jr., Philip PA, Mitchell E, et al. Phase III noninferiority
trial comparing irinotecan with oxaliplatin, fluorouracil, and leucovorin in patients with advanced colorectal
carcinoma previously treated with fluorouracil: N9841. J Clin Oncol. 2009 Jun 10;27(17):2848-54.
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