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Malignant polyps and early colorectal cancer:

Treatment guideline for malignant polyps
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Pathology

normal, inflammatory, hyperplastic
inflammatory, hyperplastic
protruded type adenoma

depressed type adenoma

tubular adenoma, villous adenoma
malignancy

Stellar or papillary

Large tubular or roundish
Small tubular or roundish
Branch-like or gyrus-like
Non-structural

Description
Round pits

Table. Pit pattern classification

Type
Type 1l
Type2
Type3L
Type3S
Type 4
Type5



NCCN E‘:"m‘“‘*‘h‘—‘“-““'CNCCN Guidelines™ Version 3.2011 oo
~ANCCr Lolon L.anc
e Colon Cancer
CLINICAL WORKUP FINDINGS SURGERY
PRESENTATION 2P

Pedunculated
Single specimen, polyp with Observe ———»
completely removed invasive cancer
with favorable Olicavat

Pedunculated or « Pathology review 9 histological features® Sessile polyp 32k
sessile polyp ';OITOSC?M and Clesmargins with invasive |— | Colectomy9 with en

s Marking o bloc removal of

(adenoma [tubular, cancer ’
tubulovillous, or :;Zizii:’:ep::yp regional lymph nodes
pRSTmnl) i colonoscopy or
invasive cancer e Fragmented specimen or .

within 2 wks) : Colectomy9 with en
margin cannot be bloc removal of
assessed or unfavorable taalonal ivmph nodes
histological features® 9 ymp

Fig. 1. NCCN guideline for malignant polyp (www.nccn.org)
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The classification of the severity of sumucosal invasion _— Adenocarcinoma
by Kudo (From Kudo S. Endoscopy 1993)

, \
g 3 v Lalr :” | Normal colonic

/ mucosa \

Muscularis

i e smia : submucosal invasion remains within the
€ L upper third and the B/A ratio is less than 1/4
smib : B/A ratio is 1/4 - 1/2 A
. Stnic s BIA Tl mere tani/2 Pedunculated adenoma Sessile adenoma
' sm2 : submucosal invasion reaches the middle third.
sm3 : submucosal invasion reaches the lower third. aar . . -
A width of the tumor component in the mucosa Haggitt's Classification of SM Invasion

B : width of the tumor component in the submucosa
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Polyp suggestive of malignancy
(morphology, stains, magnification techniques)

Is susceptible of endoscopic resection?
(simple polypectomy, conventional . Not

endoscopic mucosal resection, ESD)

Non-invasive high | Yes — !
grade neoplasia | (resection and tatooing) ‘ Surgery
' ; ¢ A
‘ Malignant polyp ‘

Y

: Favourable histology and
pedunculated

= Not

¥
Follow-up Yes

Fig. 3. Diagnostic & therapeutic algorithm of malignant polyps
(Bujanda L et al. World J Gastroenterol. 2010)
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Malignant polyps and early colorectal cancer
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Technical issues of ESD, EMR and polypectomy
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Table 1. Diagnosis and Treatment of the Neoplastic Colorectal Lesions

Lesion Size (cm) Recommended therapy
Flat <0.5 Removal by
biopsy forceps
0.5~1 EMR
Lateraly 1-2 EMR en bloc
spreading tumor

>2 EMR piecemeal
Depressed <1 EMR en bloc

>1 Surgery

EMR, endoscopic mucosal resection.

Table 2. Actua Indications and Limitsfor EMR in Colorectal Neoplastic Lesions (Repici A et al. Dis
Colon Rectum 2009;52:1502-1515)
Indications

Intramucosal adenocarcinoma (G1~2) without
Venous and/or lymphatic infiltration
Elevated lesions (O- || @) no larger than 2cm
Depressed lesions (0- || ¢) no larger than 1cm
Limits
Pit-pattern Type V
Submucosal infiltration
Sm2, sm3 infiltration at HFUS
Ulcerated and/or depressed surface
Expansive appearance
No lifting sign
Convergence of the colonic folds
Large dimension (=30% of the circumference)

Longitudinal extension (=2 colonic folds)

EMR, endoscopic mucosal resection; sm, submucosa; HFUS, high-frequency ultrasonography

HeA (lateral margin)oll et B7He] HeHd2 93%, +2HEAHA (vertical margin) 7}
o] AL 95% 7 W iE .
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An update of pathophysiology in inflammatory bowel disease

Genetic factor
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2. Host immune dysregulation
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Evidence—based drug treatment guideline for IBD
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¥ 2 (1) younger age at diagnosis, (2) greater extent and duration of disease,
(3) increased severity of inflammation, (4) family history of colorectal cancer, (5)
coexisting primary sclerosing cholangitis WabA] o3t Y3 Ao dfj sl TAES K
ot AARE HAE Sl thidsrel WAsHy] dol e ARE WS sfjof 3ot

G o8 eApo Ao Al Z2ao] tefi= vas g Ad-a3E B AlA il

otk AN ARWO AL BA, RFPH FOR AR WY F SEH AES WA He 9E
of B oleld JFOE AUHF FAROIN FABAS BY AU YRS AT AW} @
A gre, o] AT Adp AF9 W 5T AP hge] AR TaelA g Y 9
o Aop g BAe ek vrs Ak ek e 27 BAS 1T 4 TRaRe
Do ARl ME AN Aol Aot 2ol A g 5

el
;‘(]-o] o] H o 94,

2597 TAE HiFo 2 7t Aol A 10em (HA 02 A HAE AlgskRlal, Fato] Q= 79
§F4 THE Hole FHAMAE Ly 2AHAE AT BaAd AAF A2 2471 E 0]
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Study Group. Consensus conference: Colorectal cancer screening and surveillance in
inflammatory bowel disease. Inflamm Bowel Dis. 2005 Mar;11(3):314-21.
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Fundamentals of IBD for practising surgeon and trainee

Emergent operative management of ulcerative colitis
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e et dEA i, UCE Adti 1d Yol BAE 10%9] S47F &8 deti
Wi w A gl
UC A9 A4 A 25 ¢ At e (ileal pouch—anal anastomosis;
IPAA)O] EFEXER Ae|al vk, 2 544 49 dHos 544S 3 Adese o
FotA A= L, Bl A QEHRE w4 o7 AFRtal ¢

(T

sl A Al 3|4 F(temporary ileostomy):
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F<==(total colectomy / ileostomy)

2) A4
3) =7

% (restorative proctectomy / IPAA / ileostomy )
=

A& (ileostomy take down)
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Special session

Pelvic floor problems in
multiparous women
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muscle)?} t]F(levator ani muscle) &2 A% ZHbdfof ola) 1x}x o2 22| H} o] F=
Ao Q

TS 85, A, ARE AR a5E ok =, A Aol AT Ko FAA A sk
= A7 EEEe AS AR AT ofmel fIjle] o8l ojfet A|A| RE ] Vo]
ofetE|= - R A7I7F EEske AR olsiEal . 53] EWHAE A st £ 2 E
S dAatef v]gste] oldfsh= W o] AVfE =, PUL(periurethral ligament) ATFP

(arcus tendineus fascia pelvis), USL(uterosacral ligament)©] 74 23t 932 3=
& ofsi= L Utk (Fig. 1)

Pubourethra
Ligaments PUL)

' |. .. - = ¥
External wrethral ,- - . | . usL) Uterosacral
ligament (EUL) ' & I’ (USL) T Gaments
% _& s #__ post Anal
& g / {Anococcygeal Ligament)
Membrane & 4 =3
- J

Fig. 1

2. SE Y| EETY FTRA XNTEY B, ¥TU

Aa-¥H(Uterine prolapsed), 214 (Rectocele, A F(enterocele), W3 (cystocele) 5|
dom 2gEe =9 Qltf(cardinal) 2> g &l (uterosacral ligament)?] oFa}e] 9]
off Abgol Aeatm HES Aow Holgtty, AgHE ] AFIE Foll L 7S Fste] Aw A
glof| Tz Ao aeAdS ISk lom, Al o= POP-Q(Pelvic Organ Prolapse
Quantitation System )& HHAA o= ARG QI (Fig. 2,Fig. 3, Table 1, Table 2)”



Ap

anterior anterior cervix or
wall wall cuff
Aa Ba C
genital perineal | total vaginal
hiatus body length
gh pb tvi
posterior posterior posterior
wall wall fornix

Bp‘ D

Fig. 2

Table 1

Points Description Range

Aa Anterior wall 3 cm from hymen -3cmto+3cm
Ba Most dependent portion of rest of anterior wall -3cmto+TVL

C Cervix or vaginal cuff ZTVL

D Posterior fornix (if no prior hysterectomy) ZITVL or omitted
Ap Posterior wall 3 cm from hymen -3cmto +3cm
Bp Most dependent portion of rest of posterior wall -3cmto+TVL

TVL, total vaginal length.

Table2

Stage O

Stage |
Stage 11
Stage 11

Stage IV

No prolapse is demonstrated. Points Aa, Ap, Ba, Bp are all at -3cm, and point C is

between total vaginal length (TVL) and - (TVL -2cm).

The most distal portion of the prolapse is >1cm above the level of the hymen.

Themost distal portion of the prolapseis <lcm proximal or distal to the plane of the hymen.

The most distal portion of the prolapse is <lcm below the plane of the hymen but no

further than 2cm less than the total vaginal length.

Complete to nearly complete eversion of the vagina. The most distal portion of the

prolapse protrudesto > + (TVL -2)cm.
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HoAE e Aol )eo] WAl me wrhyl nuls) | 4 gla mejEolof & Aolth, 1 oy
oz =l A & gl glo] ulgA o5, QWYL &% BF, 4 Y, AANET vk @
A meshS o] 87 BAA ol BE $E0| A9 obd AZul GARA FF AT A F
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7 9E5 e gdd oY =4S 5 TaE A Aol g FEH A 5 3
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Aol Agsto] A ' A2 MAdshs el sk Aol 2AAdd Zojetal gyt (Fig. 4)

POP
GY:middle compartment
Uro:Ant. compartment 1 GS:Post. compartment
Pessary.cleisis, VTHAP,S-S,SCP.etc
Collaboration = Synergistic Functional Surgery
Fig. 4
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Bulletin. Int J Gynaecol Obstet 1996;52:197-205.
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Pelvic floor problems in multiparous women
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1. upper vaginal prolapse (uterine or vaginal vault);

2. anterior vaginal wall prolapse (cystocele, urethrocele, paravaginal defect):

3. posterior vaginal wall prolapse (enterocele, rectocele, perineal deficiency).

N
NJo

el
,

A7) A7t

oot

5

ol A 57}

A7AA A TAelo] 2

o

jani

of
ol
ol

mﬂlo

op
mmo
oy

o

5]

=04 2004 o] 3

47



y‘l-
(5) 20n wemmyses osyn

%§£g/ ............................................................................................................................................................................................................

w7h AEotA S7FEAL Qe WA Agke] WA WleTE SUHE AL Qg e A7 etk

(12000
Ll
)
(o}
— 10000+
a000
G000
A000 [ Private clinic
BlcemiH
. 1002 1095
200 [ IGeneral H
1614 1450
L . . ) uUniv H
2004 2005 2006
ba=ral
o 30000
il
=T,
=
[}
P
20000
3715 3927
100004 [ Private clinic
e H
1650 2036 1360 [ Jzeneral H
o 323 310
u : . . univ H
2004 2005 2006
Wedl




Multidisciplinary approach X|&2] 7|2 i

A

o] A7} et

28 &(western)

ro

wl

]

Apof Aol 8

MeFel HaloA A

il

12.5%, WA Ao A

= 0
=

oA el el ) '

K.

gl

Hi

il

=

IV )

65%<]

7§
5 g
™ S
T rin
X <
5 o
olJ m_ﬂ
% E
=Zo E
W
~a <
DI
I
W
ot o
7 -
o S
o -
52
A
=) O
=
mﬁ. al
oy o
8% )
To Ho
™ of
i il
W_.o
X oF
ol R
Bl ol
oy ~
N
NO u
o oo
g%

ot

R

ul A]
= =

(10.5%)



M-

.} 2011 EIHBEReY 14

Control FI RP

Ul

GP

rinary incontinence; GP, genital prolapse; Fl, fecal incontinence; RP, rectal

apse.f
SHERYIIZE2 BEISE
sfj oAl 25 ofsfsld TRHETIEE oldlE Y 4 vk A A& LA 9
oA W AFAIAA oo AyH i glrk

1) levator ani and coccygeust-$+ pelvic diaphragm-= ®43}, pubococcygeus®}

iliococcygeusit5o| Y=ol A Sﬂigi o1z 8kal 9itt,

2) levator platex= A7] & +&o] oA &35 o] sacrococcygeal ol =A%,

levator plate®loll A%, vagina A5-2/30] & A H .

3) Arcus tendineus levator ani (ATLA), Arcus tendineus fasciae pelvis (ATFP)2

ischial spine®l 4] pubis®] 914 %+ white fascial bands F*X&= =24 lateral support
= g9okal ok

4) Anterior vaginal wall defect 2<% 9]0 welA central, lateral, ¥ combined®

Bl 22 cystoceles T A 71T}

\:1_
HF4 0 2 vagina wall & 3o, ages Arg

Z
lo
Hu
ol

5 HWbTIEES o T Lokl =
= Yt A& ol weba 22 Heles Wil X ®mokA H T,
6) THFA 52 9]<—- myogenic -2 neurogenic muscle atrophy®] 7Hd = o|sf|afjof ghct,
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Peritoneum

Investing fascia of rectum

Presacral fascia

Rectosacral fascia

Denonvilliers' fascia

2. Levator plate

Uterosacral ligament
Cardinal Iigament\

Levator plate

Pelvic diaphragm <~ § =
Urethra

Vagina —
Perineal membrane and ———
associated muscles
Perineal body

Anal sphincter




3. Arcus tendon fascia pelvis, arcus tendon levator ani % arcus tendon rectovaginalis

_—

Paracolpium

Obturater inbern

muscle
Arcus tendineus /
fasciae pelvis ' " Ischial spi
" ; & // spine
Levator ani e e Levator ani o

Arcus lendinaus . :
Pubocervical fasc
levatar ani T *
Rectovaginal tascia
Vesical neck
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I.  Anferior Vaginal Wall {Anterior Compartment)}
A.  Cystocele
1. Central (Posterior)
2 Lateral (Anterior)
3 Combined
B, Uethrocele—uncommon
1. Apical Vaginal Wall (iMiddle Compartment}
A.  Enferocele
7. Anterior
2. Fasterior
B Uterne
C.  Uferovaginal with cvstocele, enferocele, rectocele
D.  \Vaginal vault eversion (post—hysterectomy) with cystocele, enterocele, rectocele
. Posterior Vaginal Wall {(Posierior Compartment]
A.  Reciocele

1. low
2 Miovaginal
3. High

V. Perineal Boady Defects
“Enterocele can also be seen in the pasterior compartment
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22 BI| EE 54 M-S EIE Implant

Synthetic implants Biologic implants

Remodelling:
- absorbable [ Autologous | | Heterologous |

- not
absorbable

Structure: l Allogenic 1 | Xenogenic |

Pore size: - monofilament
- |: macroporous (>75 m) - multifilament

- 1l: microporous (<75 m)
- lll: macro-microporous
- 1¥: submicroporous (Amid)

GiIDIX| 2H T& X|E Zdl(evidence based management)

1) Biofeedback #| &+ FAFo] Q= ZHFA A Z(pelvic floor dyssynergia) SR Al 48~ QL
— Level of Evidence: Class II —Grade of Recommendation: B

2) 74HA A e & AR HS o), Whg, AeEE5e] Rk Agke] wo] golsir
— Level of Evidence: Class III —Grade of Recommendation: C

3) A+ AT e FAs ol
— Level of Evidence: Class II —Grade of Recommendation: B

4) A 7}A] transrectal stapled repair(STARR) S A A7, A A5HS A3t

1o
>
>
i
oo

o 27 Bdo] RE3 Aol
— Level of Evidence: Class III —Grade of Recommendation: D

5) FAet ey WHgoel delo M qYFHZFl NAYAGASZ LI Tl >
sA wgs ad o vkt

6) Artifical Bowel Sphincter A& S-S HU =% g &o] =

7) WATo] Bk ABE 45 AR oo w5ad Mot W Nt arhc

8) AgErEe Aui AL 243 JYR YT 2E Aol AUEY Aol o, Fur
i oA s WA o] Ay, Seldivte] s Aol 4 wu|FAo] Wkt =
AR AR DAES v dHEel Ax, ARG AL Eo] A AW HE W F
Aol #th
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AR Hao] A AR 234 (RR 0.36, 95% CI 0.13 to 1), 2% (RR 0.24,
95% CI 0.09 to 0.6 9

Review: Surgical management of pelvic organ prolapse in women
Comparison: 3 One method of posterior prolapse repair versus another surgical method
Outcome: 2 Number of women with prolapse (objective failure)
Study or subgroup Method A Method B Risk Ratio Weight Risk Ratio
niN niN M-H.Fixed 95% CI M-H.Fixed. 95% CI

1 posterior vaginal colporrhaphy vs transanal repair (rectocele)

Kahn 1399 124 1433 —— 123% 1.38[0.09, 20.90]

Nieminen 2004 1/15 E/15 —.— B7.7 % 0.17[0.02,1.22]
Subtotal (95% CI) 39 48 ~a— 100.0 % 0.32 [ 0.07, 134 ]
Total events: 2 (Method &), 7 (Method B
Heterogeneity: Chi® = 1.52, df = 1 iP = 0.22); F =34%
Test for overall effect: Z = 1.56 (P = 0.12)

o.o01o0 01 1.0 100 1000.0
Favours A Favours B

Fig. 1. Number of women with prolapse (objective failure, posterior vaginal colporrhaphy vs
transanal repair)

2. %& ¥ WM HHBTOIQL By T4l ot
Se F MRS AR A AL WD

=3}

H

cm)ol g Al AaE HAth (p=0.05) 24 iAol e}
ol.4

-

IOl A L3kt (RR 0.73, 95% CI 0.37 t

Review: Surgical management of pelvic organ prolapse in women
Comparison: 3 One method of posterior prolapse repair versus another surgical method
Outcome: & Number of women with obstructed defecation / constipation after surgery
Study or subgroup Method A Method B Risk Ratio Weight Risk Ratio
niN niN M-H.Fixed. 95% CI M-H.Fixed. 95% CI

1 posterior vaginal colporrhaphy vs transanal repair

Kahn 1995 8/20 10/24 B 8.4 % 0.96[0.47,1.96]

Nieminen 2004 111 410 —— 6% 0.23[0.03,1.71]
Subtotal (95% CI) 31 34 - 100.0 % 0.73 [ 0.37, 142 ]
Total events: 9 (Method A, 14 (Method B
Heterogeneity: Chi* = 1.85, df = 1 iP = 0.17); IF =46%
Test for overall effect: Z = 0.93 (P = 0.35)

0.01 0.1 1.0 10.0 100.0
Favours A Favours B

Fig. 2. Number of women with obstructed defecation / constipation after surgery (posterior vaginal
colporrhaphy vs transanal repair)

g
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Review: Surgical management of pelvic organ prolapse in women
Comparison: 3 One method of posterior prolapse repair versus another surgical method
Outcome: B Number of women with dyspareunia
Study or subgroup Method A Method B Risk Ratio Weight Risk Ratio
niN niN M-H.Fixed. 95% CI M-H.Fixed. 95% CI

1 posterior vaginal colporrhaphy vs transanal repair

Kahn 1999 3/24 0/33 . 16.9% 89.52[0.51,176.13]

Nieminen 2004 4112 2111 B B3.1% 1830041, 8.11]
Subtotal (95% CI) 36 44 g 100.0 % 3.13 [ 0.87, 11.23 ]
Total events: 7 (Method &), 2 (Method B
Hetelogenelly Chi* = 1.06, df = 1 (P = 0.30); P =5%
Test for overall effect: 2 = 1.75 (P = 0.080)

o.o01o0 01 1.0 10.0 10000
Favours A Favours B

Fig. 3. Number of women with dyspareunia, (posterior vaginal colporrhaphy vs transanal repair)

ARz H1wo] AR AWKt Zdofo] At “? (Fi )
oS WML o (s} A AT HAE =S50 = R T. Flg.4
Review: Surgical management of pelvic organ prolapse in women
Comparison: 3 One method of posterior prolapse repair versus another surgical method
Outcome: 9 Blood loss (ml)
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Fig. 4. Blood loss (ml. posterior vaginal colporrhaphy vs transanal repair)
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Review: Surgical management of pelvic organ prolapse in women

Comparison: 3 One method of posterior prolapse repair versus another surgical method
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niN niN M-H.Fixed.95% C| M-H.Fixed. 95% CI
4 posterior vaginal colporraphy vs postellol colpollaphywnh mesh reinforcement for rectocele
Sand 2001 7I67 B/E5 ‘.‘ 100.0% 1.13([040,3.19]

Subtotal (95% CI) 67 65 - 100.0 % 113 [ 0.40, 3.19 |

Total events: 7 (Method &), 6 (Method B

Heterogeneity: not applicable
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Fig. 5. Number of women with prolapse (objective failure, posterior vaginal colporraphy vs posterior

colporraphy with mesh reinforcement for rectocele).




2011 OH

o] =<4 algorithm

POP impression

stress test

video anoscopy

colorectal surgeon

uro-gynecologist

urinary,fecal incontinence

constipation

cystodefecogram,PNTML ,mano

CTTS,cystodefecogram,EM G, mano

urodynamic,EAUSEVUS,
M R-cystodefecogram

EV US,MR-cystodefecogram

POP+SUI +sphincter injury/overt R.prolapse

uterine or vault prol pase,rectocel e,enterocele

cystocele,DPS (POP)

One stage-TVH or not
Mccall culdoplasty/uterosacral suspension

1st stage
sphincter/R.prolapse repair (colorectal)

2nd stage
POP repair (urogynecol ogy)

transvaginal cysto/rectocele repair
L aparoscopic sacrospinous suspension

ol

H

_
o

Bo
o
ol
TR

27} 2172 AJZo] Eojof

—_
;OO

~O

o%
B

up

N
No

oju

ol

)

K

o
=

w_]ﬂ

slA sjrist 4] vpe

Fof, 2R e A g2t

uls

[oig
=

w
el
%

<

0

oju

r



f

2011 HRIHH B2 S5 Y Tt

. Beck RP, McCormick S, Nordstrom L. A 25-year experience with 519 anterior colporrhaphy

procedures. Obstetrics and Gynecology 1991;78(6):1011-8.

. Brubaker L, Bump R, Jacquetin B, Schuessler B, Weidner A, Zimmern P, et al.Pelvic organ

prolapse. Incontinence: 2nd International Consultation on Incontinence. 2nd Edition. Plymouth:
Health Publication Ltd, 2002:243-65.

. MacLennan AH, Taylor AW, Wilson DH, Wilson D. The prevalence of pelvic floor disorders and

their relationship to gender, age, parity and mode of delivery. British Journal Obstetrics and
Gynaecology 2000;107(12):1460-70.

. Kahn MA, Stanton SL, Kumar D, Fox SD. Posterior colporrhaphy is superior to the transana

repair for treatment of posterior vaginal wall prolapse. Neurourology & Urodynamics
1999;18(4):329-30.

. Nieminen K, Hiltunen K, Laitinen J, Oksala J, Heinonen P. Transanal or vaginal approach to

rectocele repair: a prospective, randomized pilot study. Diseases of the Colon & Rectum
2004;47(10):1636-42.

. Sand PK, Koduri S, Lobel RW, Winkler HA, Tomezsko J, Culligan PJ, et al.Prospective

randomized trial of polyglactin 910 mesh to prevent recurrence of cystoceles and rectoceles.
American Journal of Obstetrics & Gynecology 2001;184(7):1357-64.



Colorectal cancer for practising
surgeons

Y as

1. Open? laparoscopic? robotic?: How can | explain to my patients?
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2. What's new in the adjuvant treatment? How to follow the patient?
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3. My patient has a distant metastasis : Is this hopeless?
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Open? laparoscopic ? robotic?
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How can | explain to my patients?
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What's new in the adjuvant treatment?

The main prognostic factor for survival or relapse after surgery of localized colorectal cancer is
tumor staging. Stage | disease is usually cured by surgery alone, and decision of adjuvant
therapy is based on the risk of locoregional or distant relapse for stage Il and stage |11 colon
cancer. Three-year disease-free survival (DFS) has been recommended by the US Food and Drug
Administration Oncology Drugs Advisory Committee as a new regulatory end point for full
approval in adjuvant colon cancer based on the validation of its surrogacy for 5-year overall
survival (0OS). The 3-year DFSin stage |11 cancer without any postoperative chemotherapy range
between 44% and 52%. The staging in colon cancer revealed 2 subsets of patients: stage Il
tumors with poor prognosis and stage 111 tumors with better prognosis. However, the definition
of factors useful for identification of patients for whom adjuvant therapy is needed, safe and
effective, remains controversial.

ADJUVANT CYTOTOXIC CHEMOTHERAPY

5-Fluorouracil

5-Fluorouracil (5-FU) was the first drug to show a survival advantage over surgery alone in
adjuvant colon cancer, with a 3-year DFS of 61% to 67%. It was shown in the early 90’ s that
adjuvant chemotherapy with 5-FU and levamisole improved DFS and OS in stage |11 colon
cancer. The Intergroup trial (INT-0035) was the first large-scale study to demonstrate in patients
with stage Il colon cancer treated with adjuvant chemotherapy, a 40% and 33% relative
reduction in the risk of recurrence and in the overall death rate, respectively. Two other studies
demonstrated the benefit of adjuvant chemotherapy versus no treatment in patients with colon
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cancer: the International Multicenter Pooled Analysis of Colorectal Cancer Trials showed a 22%
relative risk reduction in mortality with high-dose 5-FU and leucovorin (LV) (5-FU/LV); the
Mayo Clinic regimen showed improvement of time to relapse and survival with monthly low-
dose LV and bolus 5-FU. Equivalence of the modified Roswell Park regimen (weekly high-dose
LV and bolus 5-FU) to the Mayo Clinic regimen was demonstrated in the Intergroup study INT-
0089. Standard intravenous treatment, FUFOL (monthly high-dose LV and bolus 5-FU), was
also compared with infusional therapy, LV5-FU2 (fortnightly LV and 5-FU bolus plus infusion)
in atria including stage Il and stage |11 colon cancer. There was no statistical improvement in
DFS [hazard ratio (HR) = 1.04, P = 0.74], but LV5-FU2 became an accepted standard due to the
improved safety profile.

Capecitabine

The Xeloda in Adjuvant Colon Cancer Therapy (X-ACT) trial compared intravenous bolus 5-
FU/LV (Mayo Clinic regimen) with oral capecitabine for 6 months in stage 111 colon cancer.
DFS in the capecitabine arm was at least equivalent to the control arm (HR = 0.87, P = 0.001).
Oral uracil and tegafur plus LV was compared with weekly bolus 5-FU, and the results showed a
similar OS and DFS, with asimilar toxicity.

Oxaliplatin

Fluoropyrimidine and oxaliplatin combination trials led to a significant advantage in term of
survival in 3 phase Il trials. The Multicenter International Study of Oxaliplatin/5-
Fluorouracil/Leucovorin in the Adjuvant Treatment of Colon Cancer (MOSAIC) adjuvant
chemotherapy trial recruited 2246 patients with stage Il and stage 111 colon cancer and compared
LV5-FU2 and FOLFOX4 for 6 months. Adding oxaliplatin resulted in a 23% improvement of
DFS (HR= 0.77, P = 0.002). Updated results showed 5-year DFS rates of 73.3% and 67.4% for
FOLFOX4 and LV5-FU2, respectively (HR = 0.80; P = 0.003). Six-year OS rates were 78.5%
and 76.0% for FOLFOX4 and LV5-FU2, respectively, and the difference was more important in
stage |11 subgroup with 72.9% and 68.7%, respectively (HR = 0.80; P = 0.023). The MOSAIC
trial demonstrated that adjuvant FOLFOX4 improved 5-year DFS and 6-year OS of stage I and
stage |11 colon cancer and should be considered after surgery.

The National Surgical Adjuvant Breast and Bowel Project (NSABP) trial C-07 evaluated the
FLOX regimen (oxaliplatin added to weekly bolus of 5-FU/LV) in 2492 patients with stage ||
and stage 111 colon cancer. The extent of benefit afforded by oxaliplatin on 3-year DFS was
equivalent to that reported in the MOSAIC study (HR = 0.80, P = 0.004). Later follow-up
indicated a persistence of the DFS advantage.
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Lastly, the superiority of XELOX over bolus 5-FU/LV has been shown for DFS as adjuvant
treatment for stage 111 colon cancer in the NO16968 trial (1886 patients), with a 3-year DFS of
71.0% versus 67.0%, respectively (HR = 0.80, P = 0.0045).

Irinotecan

Although oxaliplatin and irinotecan efficacy can be considered equivalent in the advanced
setting, 3 studies of adjuvant irinotecan added to 5-FU/LV failed to show any improvement
compared with the control arm. The cancer and leukemia group BC89803 study studied the
irinotecan/FU/LV regimen with bolus 5-FU/LV in 1264 patients with stage Il colon cancer.
Neither DFS (P = 0.85) nor OS (P = 0.74) were improved with irinotecan/FU/LV. The Actions
Concert?es dans les Cancers Colorectaux et Digestifs (ACCORD) 2 and the Pan European Trial
in Adjuvant Colon Cancer (PETACC) 3/V 307 studies compared infusional 5-FU/LV to
irinotecan plus infusional 5-FU/LV. None of these studies met the primary end point of
superiority of the irinotecan-based chemotherapy over 5-FU alone: the ACCORD 2 study
showed 51% versus 60% of 3-year DFS (HR = 1.19, P = 0.22) in 400 patients with stage |11
colon cancer; in the PETACC 3/V 307 study observed 3-year DFS were 63% and 61% (HR=0.90,
P=0.106) in 2094 patients with stage 111 colon cancer.

TARGETED THERAPIES IN COLON CANCER

Bevacizumab

Antiangiogenic agents were found to importantly improve the PFS of patients with advanced
cancer. Angiogenesis also plays an important role in early stage colorectal cancer justifying the
testing of angiogenesis inhibitors in the adjuvant setting. Vascular endothelial growth factor
(VEGF) is the main factor controlling tumor-associated angiogenesis. Adjuvant antiangiogenic
treatments could suppress micrometastasi s vascul arization and thereby tumor growth.
Bevacizumab is a humanized monoclonal antibody targeting VEGF. Adding bevacizumab to
standard chemotherapy (5-FU/irinotecan, 5-FU/oxaliplatin, and 5-FU alone) improves outcomes
in patients with metastatic colorectal cancer. The NSABP C-08 and the avastin adjuvant
(AVANT) phase 111 trials evaluated bevacizumab in combination with an oxaliplatin-based
chemotherapy in patients with stages 117?211 colon cancer.

Contrary to advanced disease, arterial ischemic events, gastrointestinal perforation, and
hemorrhage were not observed at higher frequency with bevacizumab. After a short follow-up of
36 months, no statistically significant prolongation in DFS was observed with a 3-year DFS of
77.4% versus 75.5% with modified FOLFOX6 + bevacizumab versus control, respectively (HR
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= 0.87; P = 0.08), despite a transient benefit in DFS during the first year when bevacizumab was
administered. Preclinical data models suggested the possibility that inhibition of angiogenesis
could accelerate metastatic behavior, but 2 years after discontinuation of treatment, no negative
effect was observed in terms of recurrence, death, or second cancers. The decrease of
recurrences during the first year of bevacizumab could thus be explained either by an inhibition
of the supposed early angiogenic switch, which was too short to be definitive (if possible), or by
the prolongation of the PFS in patients with undetectable micrometastases. Further studies of
adjuvant bevacizumab are needed. The effect of prolonged bevacizumab therapy should be tested
inthe NSABP C-12 trial. The AVANT study compared FOLFOX4 (6 months) versus FOLFOX4
(6 months) with bevacizumab (12 months) versus XELOX (6 months) with bevacizumab (12
months) in 3451 patients with stage Il or 11 colon cancer. The primary objective of thistrial was
DFS in stage |11 patients only. The adverse event profile was comparable with the safety profile
in metastatic disease and in the NSABP C-08 trial. And the AVANT trial showed the addition of
bevacizumab to FOLFOX4 or XELOX did not prolong DFS in the adjuvant treatment of stage
[l colon cancer.

Cetuximab and Panitumumab

Cetuximab is a chimeric human mouse anti-epidermal growth factor receptor (EGFR)
monoclonal antibody. It has been studied in combination with oxaliplatin-based and irinotecan-
based chemotherapy in the advanced setting. It has been shown that only patients with wild-type
kras tumors responded to cetuximab. In first-line advanced disease in patients with wild-type
kras tumors, cetuximab with irinotecan-based chemotherapy show a prolongation of PFS; for
cetuximab to oxaliplatin-based chemotherapy, 1 trial show a prolongation of PFS, but another
trial failed to show a PFS advantage.

The adjuvant trial, the NO147 trial was done to test the potential benefit of cetuximab in a kras
wild-type population in combination with FOLFOX. The results revealed that the addition of
cetuximab to FOLFOX chemotherapy in early-stage colon cancer had no benefit in the NO147
trial .41 The results of the PETACC 8 trial (primary objective: increasing DFS in patients with
the wild-type kras tumor) are not yet available.

Panitumumab is a fully human anti-EGFR monoclonal antibody, which showed also a PFS
improvement in kras wild-type metastatic patients in third-line therapy. More recently, 2 large
trials performed in first- and second-line therapy have shown a prolongation of PFS for
panitumumab added to FOLFOX (first line) or FOLFIRI (second line). Panitumumab remains to
be evaluated in the adjuvant setting in kras wild-type tumors. It is evaluated in addition to
CAPOX and radiation for localized rectal cancer in aNSABP phase |1 study.
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How to follow the patient?

In this lecture, we will discuss the rationale for postoperative surveillance, the available
diagnostic methods for detection of disease recurrence, and the current recommendations for the
role of surveillance of colorectal cancer.

RATIONALE FOR POSTOPERATIVE SURVEILLANCE

The primary objectives of surveillance following surgical resection for colorectal cancer are to
detect disease recurrence (local and metastatic) and to screen for metachronous colorectal
lesions and primary cancers in other organ systems. Although most clinicians agree with the
necessity of colorectal cancer surveillance, no strong consensus exists regarding the scheduling
and utility of various diagnostic modalities. Between 60 to 80% of colorectal cancer recurrences
occur within 24 months following primary treatment, and 90% occur within 4 years. Improved
clinical outcomes have been demonstrated when recurrent cancer is treated at an early stage.
Therefore, most proposed surveillance protocols emphasize initial follow-up at shorter intervals.

METHODS FOR DETECTION OF RECURRENT OR METACHRONOUS DISEASE

History and Physical Examination

Multiple diagnostic modalities are available for combined use in the surveillance of patients with
colorectal cancer. The simplest of these is the history and physical examination. Symptoms
suggestive of locoregional or distant disease recurrence include coughing, abdominal or pelvic
pain, change in bowel habits, rectal bleeding, and fatigue. A thorough physical examination,
including digital rectal exam, palpation of inguinal nodes, and pelvic examination in female
patients should also be performed. Recurrent disease is rarely diagnosed on the basis of the
history and physical exam alone, and studies have indicated that symptomatic disease
recurrences are less likely to be resected for cure. Positive clinical findings are an indication for
further diagnostic investigation. Other advantages of routine postoperative clinical assessment
include patient education and reassurance and detection of disease in other organ systems.

Laboratory Studies

Various laboratory tests, including serum hemoglobin, hepatic enzymes, and carcinoembryonic
antigen (CEA) levels, have been extensively studied as markers of colorectal cancer recurrence.
Serum hemoglobin and liver function tests have not been demonstrated to be effective indicators
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of disease recurrence and are not recommended for use in routine surveillance.

CEA, an oncofetal protein associated with colorectal and various other cancers, lacks both
sensitivity and specificity and is therefore not a useful screening tool for colorectal cancer.
However, in patients with an established history of colorectal cancer, an abnormal CEA is often
the first indication of disease recurrence. Because false positive CEA elevations are common (7
to 16%), a second level should be obtained to confirm the elevation prior to embarking upon an
extensive diagnostic workup.

Radiographic Imaging

Disease recurrence at distant sites, most commonly lung and liver metastases, can be detected
with abdomina computer tomography (CT) imaging and chest radiography.

Resection of isolated pulmonary metastases is associated with a 5-year survival rate between 30
to 40%. Chest radiography is a relatively inexpensive, noninvasive method by which
asymptomatic pulmonary metastases may be detected. But Chest CT is recommended.

The use of routine abdominal CT imaging for the detection of resectable hepatic metastases is
useful. Several studies have demonstrated the utility of routine CT imaging for detecting
asymptomatic hepatic recurrences. However, few of these recurrences were resected for cure.
The role of positive emission tomography (PET) scanning in routine surveillance has not been
extensively studied. This modality can be effective for the detection of disease recurrence in
patients found to have persistent CEA elevations.

Endorecta ultrasound (EUS) is emerging as a useful adjunct in the surveillance of patients with
previously resected rectal cancer. Using this technique, the rectal wall and perirectal tissue can
be examined for evidence of local recurrence of disease. However, results are operator-
dependent, and this modality is not at this time recommended in standard surveillance protocols.

Endoscopy

Complete endoscopic evaluation of the colon for synchronous lesions should be performed prior
to surgical resection of colorectal cancer. If this is not possible, colonic evaluation should be
performed within 6 months following surgery. Because the risk of metachronous cancer is 1.5 to
3 times greater in patients with an established history of colorectal cancer, lifelong endoscopic
surveillance is mandatory. Flexible sigmoidoscopy, which can be performed with minimal
preparation in an office setting, is a useful method for visualizing rectal anastomoses for
evidence of recurrence.
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SURVEILLANCE SCHEDULES

Several randomized trials and meta-analyses have examined the theoretical benefit of intensive
surveillance following potentially curative resection of colorectal cancer. In a 1995 study,
Ohlsson et a reported a randomized study in which 53 patients were enrolled in an intensive
postoperative surveillance program. This program required physical examination, rigid
proctosigmoidoscopy, serum CEA, liver function tests (LFTs), fecal occult blood testing, and
chest x-rays at 3 month intervals, with complete colonoscopy performed at 3, 15, 30, and 60
months postoperatively. CT of the pelvis was performed at 3, 6, 12, 18, and 24 months in
patients who underwent abdominoperineal resection. Compared with a control group of patients
(n=54) who underwent no scheduled follow-up studies, no significant difference in time to
disease recurrence or overall 5-year survival was demonstrated.

A prospective, randomized trial by Makela et al compared postsurgical patients who underwent
standard follow-up with those who underwent intensive followup. The intensive schedule
included annual CT imaging of the abdomen and pelvis, hepatic ultrasound every 6 months, and
colonoscopy at 3 months and then annually. Barium contrast enemas were performed instead of
colonoscopy in the standard follow-up arm.

The time to first disease recurrence was significantly decreased (10 versus 15 months) in the
intensive followup group. There was no difference in 5-year survival. Similar results were
reported in alarger study by Kjeldsen et al in 1997, in which the control arm underwent minimal
follow-up postoperatively.

In the only major randomized prospective study to demonstrate an increase in survival with
intensive follow-up, Pietra et al compared conventional followup (n=103) to intense follow-up
(n=104). Cancer recurrence was detected significantly earlier (10.3 versus 20.2 months) in the
intense follow-up group. These patients underwent surveillance every 3 months for the first 2
years, every 6 months for years 3 through 5, and annually thereafter. Five-year survival rates
were 73.1 for the intense follow-up group and 58.3 for the standard follow-up group (p <0.02).

A recent meta-analysis of the five major randomized comparisons of intensive and standard
colorectal cancer surveillance protocols demonstrated a significant reduction in all-cause
mortality (p=0.007), earlier detection of all cancer recurrences (p<0.001), and an increased
detection rate for local cancer recurrences (p<0.011). Improvement in overall survival rates were
most pronounced in studies that incorporated frequent CEA evaluation and computed
tomography in intensive follow-up schedules.
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CURRENT SURVEILLANCE GUIDELINES

In 2004, the Standards Practice Task Force of the American Society of Colon and Rectal
Surgeons (ASCRS) proposed practice parameters for follow-up of patients with colon and rectal
cancer based on the current literature related to surveillance efficacy. They determined that
follow-up for patients with completely resected colorectal cancer is justified, and should include
routine office visits, CEA evaluation, periodic anastomotic evaluation in rectal cancer patients,
and colonoscopy. Serum hemoglobin, fecal occult blood testing, liver function studies and
routine hepatic imaging were not recommended as components of the standard follow-up
schedule.
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My patient has a distant metastasis : Is this hopeless?
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Practical issues in benign anal diseases

A more accurate classification is

Fistula—in—ano
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Practical issues in benign anal diseases
Pathophysiology of chronic anal fissure
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Practical issues in benign anal diseases

My patient has multiple external, internal

hemorrhoids with several skin tags
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Hemorrhoids
Pathogenesis

Combined prolapse of
external hemorrhoids
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Table 1. Classification of Internal Hemorrhoids

Grade

Physical Findings

Prominent hemorrhoidal vessels, no prolapse

Prolapse with Valsalva and spontaneous reduction

Prolapse with Valsalva requires manual reduction

Chronically prolapsed manual reduction ineffective
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Table 2. Indication for Complete Colon Evaluation

- Age > 50 yearsif no complete examination within 10 years

- Age > 40 years with history positive for a single, first-degree relative with colorectal cancer or
adenomas diagnosed at age > 60 and no complete examination within 10 years

- Age > 40 years if the history is positive for two or more first-degree relatives with colorectal
cancer or adenomas diagnosed at age > 60 and no complete examination within 3to 5 years

- Positive fecal occult blood test
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Are you afraid of sphincters?
o

Practical issues in benign anal diseases
O]

Transsphincteric fistula
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Fistulotomy for transsphincteric fistula

Identification of the fistula tract
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2. Surgical procedures
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Authors/Type(Parks) IS TS SS ES Unclassified

van Tets(1994) 11/86(12.8%) 52/166(31.3%) 0/1(0%) 10/14(71.4%)

Garcia-Aguilar(1996) 70/180(37%)  57/108(54%) 4/5(80%)  5/6(83%) 32/74(49%)
IS: Intersphincteric fistula

TS: Transsphincteric fistula
SS: Suprasphincteric fistula
ES: Extrasphincteric fistula

Authors Healing Recurrence — Incontinence -
Liquid/flatus Solid
Short-term seton
Williams et al. 100 14 36 7
Thomson & Ross 44 56* 17 0
Kennedy & Zegarra 78 22* 22 0
Parks & Stitz - 10 - 0
Cutting seton
Williams et al. 100 0 45 8
Pearl et a. 97 3 - 5
McCourtney & Finlay 96 4 - 0
Hamalainen et al. 94 6 63 -
GarciarAguilar et a. 92 8 50 33
Dzihi et al. 100 0 38 19
Rectal advancement flap
Athanasiadis et al. 88 12 19 0
Schonten et a. 75 25 38 12
Wedell et al. 97 3 - 0

* Fistula not healed treated by second stage fistulotomy (Williams JG, Joy HA. Colorecta Dis. 2002)
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2. Gordon PH, Nivatvongs S. Principles and practice of surgery for the colon, rectum, and anus. 3rd
ed. New York; Informa Healthcare USA, Inc. 2007;333-352.

3. Corman ML. Colon and rectal surgery, 5thed. Philadelphia; Lippincott Williams & Wilkins.
2005;333-346.

4. Keighley MRB, Williams NS. Surgery of the anus, rectum & colon. 3rd ed. Philadelphia;
Saunders Elsevier Ltd. 2008;421-491.

5. Parks AG, Gordon PH, Hardcastle JD. A classification of fistula-in-ano. Br J Surg 1976;63:1-9

6. van Tets WF, Kuijpers HC. Continence disorders after anal fistulotomy. Dis Colon Rectum
1994;37:1194-7.
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. Garcia-Aguilar J, Belmonte C, Wong WD, Goldberg SM, Madoff RD. Anal fistula surgery:

factors associated with recurrence and incontinence. Dis Colon Rectum 1996;39:723-9.

. Ramanujam PS, Prasad L, Abcarian H. The role of the seton in fistulotomy of the anus. Surg

Gynecol Obstet 1983;157:419-22.
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Practical issues in benign anal diseases

Unusual types of fissure—in—ano : How to handle them?
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Fig. 1. Pathophysiology of anal fissure




2011 OH

HEA 2 = ()

st

HAA e

2}
= =2

o]

5+

oANM E7fetolu o=

N

of ehdstal anpAol 7P del AlRIE AL Rl A ROl A]

ol
=

g Al

A

]_
oF 10%°] A
Al

|

ol

s
=

7

1
=

L
L

or
H
=
-

HO
N

tlE]—/\
s
=

= 5
£

o]

M
I

1. Anal fissure without sphincter hypertonia
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3. Anal fissure with stenosis
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Malignant polyps and early colorectal cancer
Treatment guideline for malignant polyps

Technical issues of ESD, EMR and polypectomy

Fundamentals of IBD for practising surgeon and trainee
An update of pathophysiology in inflammatory bowel disease
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Colorectal cancer for practising surgeons
Open? laparoscopic? robotic?: How can | explain to my patients?
What's new in the adjuvant treatment? How to follow the patient?

My patient has a distant metastasis : Is this hopeless?

Practical issues in benign anal diseases
Fistula-in-ano : A more accurate classification is possible by imaging modalities
Pathophysiology of chronic anal fissure
* Video presentation and discussion
My patient has multiple external, internal hemorrhoids with several skin tags
Circumferential hemorrhoidectomy with anoderm advancement
Transsphincteric fistula : Are you afraid of sphincters?

Unusual types of fissure-in-ano : How to handle them?
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CHEMQOTHERAPY-irinotecan

Ovarian Cancer, Cervical Cancer, NSCLC (2007.06.PMSEtE 0|2 X&)
Irinotecan/cisplatin weekly g 4wks

ARg 24 - 22 Eo{Al7|
irinotecan 60 mg/m* + 5% D/W 500 m2 for 90 min D1,8,15
cisplatin 60 mg/m* + 5% D/W 500 m{ for 1hr D1

Ref) NEJM 2002 346:85-91

Metastatic or Locally Advanced Gastric Carcinoma (ll)

Irinotecan/Leucovorin/5—FU : ILF g 2 wks (2% 212 28| E0{E 1 F7|2)
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Small Cell Lung Cancer
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Ref> NEJM 2002 346:85-91
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O Simple blade activation system
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Let life continue

Precise VEGF inhibition
proven control tumour growth to extend
survival in multiple tumour types.
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Efficacy that makes a difference
in the treatment landscape
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INNOVATION
DELIVERED

Endo GIA™ reloads
with Tri-Staple™ technology

Revolutionary technology that is redefining endostapling.

The new revolutionary reload design with Tri-Staple™ technology incorporates two triple-staggered,
height-progressive rows of titanium staples, a stepped cartridge face that progressively closes
the tissue to the appropriate gap for each staple height, and a stronger and slimmer fixed anvil
that provides optimum tissue compression while securely holding the target tissue. Reloads with
Tri-Staple™ technology are intended to be used over a wider range of tissue thicknesses and may
improve burstpressure strength. Tri-Staple™ technology also reduces tissue compression stress on
the outer staple row.

www.covidien.com

K. covibieN

positive results for life”
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CONVENIENT AQUEOUS FORMULATION

A solution for
brighter perspectives
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Because health matters
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