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Figure 3, (A) Cumulative survival curves after resection of colorectal hepatic metastasis according to the time to recarrence. (B) Cumulative survival curves after
recurrence after resection of colorectal hepatic metastasis according to the time to recurence.

relative risk (RR) = 5.16: 95% confidence interval (CI).
2.10-12.69], bilobar metastases (P = 0.04: RR = 2.73: 95% Cl.
1.03-7.27), microscopic positive surgical margin (P = 0.03;
RR =2.25: 95% (1. 1.11-4.59) and CEA level above
15 ng/ml (P = 0.02;: RR = 1.96: 95% C1. 1.09-3.55) had a pre-
dictive value for decreased recurrence-free survival after CHM
resection. Median disease-free survivals and I-year recurrence
rates of patients with the aforementioned factors were 4.0.
5.6, 5.0 and 8.4 months and 100. 70. 79 and 65%. respectively.

Histological type of poorly differentiated signet ring cell or

mucinous adenocarcinoma in the primary tumor and CEA
level above 15 ng/ml were also the poor prognostic factors
for overall survival (data not shown).

DISCUSSION

The goal of this study was to assess the correlation between
time to recurrence after CHM resection and prognosis. Results
showed that prognosis of patients with recurrence within
6 months after resection was significantly worse than that
of patients with recurrence after more than 6 months. Our
tindings indicate that short time to recurrence after CHM
resection correlates with a poor prognosis.

The main reason for poor prognosis of patients with recur-
rence within 6 months was that only a few patients could
undergo a second resection for recurrence after CHM resec-
tion. Most patients who could not undergo a second resection
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Table 2. Correlation between clinicopathologicul fuctors and disease-free
survival after hepatectomy for colorectal hepatic metastases

Variable No. of Median P-value
putients  disease-free
survival tmonths)
Primary colorectal lesion
Location
Colon 73 9.0 0.67
Rectum 28 9.3
TNM Classification
L1 25 6.2 0.87
HL IV 76 9.6
Lymph node metastasis
Absent 35 9.0 0.79
Presem 60 9.5

Histological type of adenocarcinoma

Well- or moderately 94 113 <0.01
differentiated

Poorly differentiated signet 7 5.1
ring cell or mucinous

Hepatic metastases

Number of tumors

Solitary 58 13.6 <0.01
=2 43 5.9

Maximum size of the tumor (¢}
<5 77 9.0 0.58
=5 24 134

Distribution of melastases
Unilobar 67 13.5 <0.01
Bilobur 34 5.7

Microscopic surgical margin
Negative §7 10.3 0.03
Positive 14 6.4

CEA level before treatment {ng/ml)
<15 47 154 0.04
=13 54 8.4

Synchronous/metachronous
Svnchronous 39 9.1 0.84
Metachronous 62 9.3

Interval between colorectal

resection and hepatectomy
<] vear 65 7.8 0.11
=1 vear 36 135

CEA. carcinoembryonic antigen.

had extensive disease such as hepatic or pulmonary recurrence
with much wmor burden, recwrence involving multiple
organs. or distanl metastases outside liver and lung that
were not suitable for resection. In this series, re-resection

Jpn J Clin Oncol 2006:36(0) 373

rates of recurrence in the remnant liver and lung were relat-
ively low (42 and 40%, respeclively) when recurrences were
observed within 6 months after CHM resection, whereas they
were high (76 and 75%. respeclively) when recurrences were
observed more than 6 months after resection.

Tumor doubling time is correlated with prognosis in various
cancers (17-20). In CHM. it has been reported that short tumor
doubling time is a poor prognostic {actor for both overall and
disease-free survival (21). Short time to recurrence represents
short tumor doubling time. Those results are in accord with
those of the present study.

Our results suggest that recurrence-free survival can be a
swrrogate endpoint for adjuvant trial in resectable CHM. More-
over, recurrence within 6 months should be a major target for
additional chemotherapy because of a great number and the
poor prognosis of these patients. Theoretically, if we can deter-
mine which patients will have a recurrence with short recur-
rence-free survival, we could identify which ones would
possibly benefit from neoadjuvant chemotherapy. Adam
et al. (22) showed efficacy of neoadjuvant chemotherapy
for CHM patients with four or more tumors regardless of ini-
tially resectable or not. as long as objective tumor response or
stabilization was achieved by chemotherapy, and demonstrated
the possibility of neoadjuvant chemotherapy for resectable
CHM. However. neoadjuvant chemotherapy sometimes causes
chemotherapy-associated steatohepatitis which may increase
operative morbidity (23,24); then. neoadjuvant chemotherapy
should be recommended for high-risk patients for recurrence.

In the present study, histological type of poorly differen-
tiated signet ring cell or mucinous adenocarcinoma in the
primary tumor, bilobar metastases, microscopic positive sur-
gical margin and CEA above 15 ng/ml were the independent
prognostic factors for poor recurrence-free survival. Espe-
cially, histological type of poorly differentiated signet ring
cell or mucinous adenocarcinoma in the primary tumor exhi-
bited the strongest power for predicting early recurrence
because all patients with the factor had recwred within
10 months. Then, histological type of poorly differentiated
signet ring cell or mucinous adenocarcinoma in the primary
tumor. which was not considered in other large studies (2.5),
should be considered as one of the preoperative predictors of
early recurrence after CHM resection. Patients with the factor
are recommended to receive neoadjuvant chemotherapy.
Bilobar metastases and CEA above 15 ng/ml were also
prognostic factors for recurrence; however, long-term recur-
rence-free survival was achieved in some patients with the
factors. Neoadjuvant chemotherapy for patients with either
of the factors is controversial. In addition. considering the
correlation between positive surgical margin and early recur-
rence. hepatic surgeons should pay much attention 1o keep
negative surgical margin during hepatic dissection in order
lo prevent early recurrence.

In a rewrospective analysis of consecutive 1001 CHM
patients by Fong er wl. (5), poor prognostic factors for
recurrence after CHM resection were positive surgical margin,

extrahepatic  disease, node-positive primary, less than
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Figure 4. Recurrence-free survival curves after resection of colorectal hepatic metastasis according o the histological type of primary tamor.

Table 3. Multivariate analyses of {actors affecting disease-free survival after
hepatectomy for colorectal hepatic metastases

Variable Relative risk P-value

{95% CI)

Primary colorectal lesion
Histological type of adenocarcinoma
Well- or moderately differentiated - <0.0]

Poorly differentiated signet 5.1612.10-12.69)
ring cell or mucinous

Hepatic metastases
Number of tumors

Solitary -

0.60

v

W

2 1.29 10.50-3.3%)
Distribution of metastases
Unilobar -

Bilobur 273 11.03-7.27)

0.04

Microscopic sargical margin

Negative - 0.03
Positive 2.25(1.114.59)
CEA level hefore treutment (ng/mb)

<15 - 0.02

=15 1.96 (1.09-3.55)

CL confidence interval: — reference.

12 months of discase-{ree interval from the primary resection.
2 or more tumors. tumor size >5 em and CEA >200 ng/ml. The
alorementioned prognostic factors for recurrence were also
predictors of poor overall survival, and the fact was consistent
with the concept of our results that short ime to recurrence

correlated with poor survival. Fong e1 al. proposed a scoring
system using five poor prognostic factors and insisted that the
scoring system was uselul in choosing adjuvant therapy.

The difference between our results and those of Fong's
might be partly due to patients’ background and the
number of patients examined. In the present study, patients
with extrahepatic disease were excluded because CHM with
extrahepatic disease was totally different from pure CHM
considering pathways of melastases. Moreover, none of the
patients had received adjuvant chemotherapy after primary
colorectal resection or CHM resection. However. the possib-
ility that not all of Fong's predictors could be validated well
because of relatively small population of our study cannot be
ruled out.

In the present study. patients were followed and examined
precisely at least for 5 years in order to elucidate complete
profile of recurrence. and then median follow-up of survivors
was 87 months. This study has clarified frequencies of the
recurrences after CHM resection in liver. lung and other
organs respectively according 1o time to recurrence and also
clarified the resection-rates for those recurrences. On the result
of the present study. the organ where recurrence had occurred
most frequently and the resection-rate for the recurrences
differed according to time to recurrence afler CHM resection.
Frequency of hepatic recurrence decreased rapidly after 2 years
of CHM resection: however. that of pulmonary recurrence
was not low even more than 2 years after CHM resection.
A periodical checkup by chest XP or chest CT adding to
abdominal examination is recommended for 5 years at least.

In conclusion, short time to recurrence after CHM
resection correlates with a poor prognosis. This result provides
grounds for proposal that an effective neoadjuvant chemother-
apy and a system using the clinicopathological factors and
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pharmacogenetics which identify best candidates for the
neoadjuvant chemotherapy are needed in order to reduce
early recurrence. Histological type of primary tumor might
be a strong predictor for early recurrence after CHM resection.
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Function-Preserving Operation in Patients with Very Low Rectal Cancer: Saito N, Suzuki T, Sugito M, Ito M,
Kobayashi A, Tanaka T, Tsunoda Y, Shiomi A, MYano M, Nozomi Minagawa N and Nishizawa Y (Colorectal and Pel-

vic surgery, National Cancer Center Hospital East)

Intersphincteric resection with or without partial external sphincteric resection represents a safe and oncologically

radical procedure allowing preservation of anal function in very low rectal cancer patients. The oncological and function-

al results seem to be acceptable although short follow-up and functional side eﬁ‘gcts must be considered.

Bladder-sparing surgery is a viable alterative to total pelvic exenteration in selected patients with locally advanced rec-

tal cancer involving prostate and seminal vesicle. This procedure is simple and provides a better life-style, although it is

needed to compare our procedures with neobladder or ileal conduit.

Key words: Very low rectal cancer, Abdominoperineal resection, Interssphincteric resection, Total pelvic exenteration,

Bladder-sparing surgery
Jpm J Cancer Clin 52 (5): 403~410, 2006
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£ (Total pelvic exenteration: TPE) ER
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Fig. 1 Resecting lines in ISR
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L X DOEREFNE LUBENTEEZEH T TH
%.

1. BRI ER LS5 IFLES
Flr
1D % =®
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D5om URICHFEEL, BEFHOLELEFT
B 5. BEANCARE Type 3: 4, ST BZESH
B3, BLUHETE T4 (TNM 58) OFEFIT
KEHEOBIED SBACTVS. Lo LEET
1, T4HEFAITLHEBEOBONHTEEDH S
BAECAKERERL WA, 2006F 12 F T
2, MR THEBRE 166 :BREEBE2 MO
108 Flicsd LTISR #F & LAcAF ML E T
L7z. T0O55HHEH 106 #1102 F O cura-
tive fEF (96.2%) & EOXEE L.
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PR & M0 % Fig. LITR 7. [EEAFMN
WREMB YR E MR THS. HILFIESHE
G Total ISR, HCKHRE £ THIER7 % Partial
ISR, Partial ISR & Total ISR OB Tk 4 5
Subtotal ISR, 3 X UPIRLFIFENBHTRIC In 2 5t
HLFHEHNSO—8 % & 0183 % ISR+PESR ©
L1 EEOMATHS. & ILFIIWEoss &k
FILFEOHERARRNTRRY, MsEEEe
CESBETHI LIRS,

3) M &

(1) FIF9EAF=R

Fig. 2 1083 10 4E 10 Rb-P i DM YR IE
P BT AILFHRAFROHER R348, ILFIED
iR B F iR EERAITE A L7 2000 4 LARE
TRBEBOTEWVILFRFER (88.4%) &R L.

(2) MATHK

Table 1 iK% 102 BIOMAEZRT. WHRFAD
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cm T3 - 7. Total ISR 20 #1, Total ISR +
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Table 1 Patients Undergoing Curative ISR

Nov. 1999~Dec. 2005

No. of Patients 1102
Gender

Age, median (range; yr)

Distance to AV, median (range; cm)

Surgical procedure

: 57 (27~73)
: 3.8(1.5~5.0)
: Total ISR: 20

: Male 78, Female 24

Total ISR with PESR: 8
Subtotal ISR: 50

Partial ISR: 24

Neoadjuvant therapy (45 Gy, 5-Fu)  : 46
Tumor stage (p) ‘

Surgical margins

APR: 1
L 28<
} > Hartmann: 2

TO; 8, T1; 10, T2; 22, T3; 59, T4; 3
Radial margin: 3.5+2.6 mm

Distal margin: 12.4+10.1 mm
(Partial ISR: 16 mm, Subtotal ISR: 17 mm, Total ISR: 12 mm)

Follow—up period: 36 months, median (range: 3~74 months)

NVETV) BRTT0S. HRENTERERT
E 13 TO : 84 (Neoadjuvant therapy TEE ¥
%), T1: 104, T2:224], T3:59%l, T4:
3HTH - 7/-. F#¥ D Radial margin i3 3.5+2.6
mm, F# @ Distal margin {2 124+ 10.1 mm T
%Y, Safety margin AL TW5S.

(3) ATEAABHE

FHICBLE T 5 A HHER 328 (31.4%) IZFR
OHHhN, ERLDITBBRNEE LBEAT2ICEE
THLDTH-7. EBGAIESHA (4.9%) IR
HHN, TOSHLIFNTBMFMIC L HMAE
FEALE LT FHMEELTHE, REDOL
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@ F # .
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DFSi270% TdH - 7. HEIT 102 Fi4 19 #Fhic
FHbN, BREMIMS 1I3AEEDLELEL, B
Fr (BEAY VNSRS W) 66, K5 A,
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Table 2 Functional Results After ISR

(N=63, 2dM =)

Stool frequency: 10/day =

21

29 9

Urgency: (+) 51 34 21 13

Feces—flatus discrimination: (=) 32 16 12 9

Day-soiling: 1/week= 63 53 29 26

Night-soiling: 1/week = 67 52 44 30
(96)

8.4+45

Wexner Score® 11.2+4.0

Kirwan classification Grade 1 0 23 36
Grade I 9 17 14
Grade TI 70 48 43
Grade ¥ 19 12 7
Grade V 2 0 0

* Mean=+SD (%)
FERBL, TORAEEESEONI 3EMD PEMEO solling A 1 EI/BUHEDD, 72 EOBHE

BEfE IR L% Table 2 1IC/R"d. EEBROERE, BHE
BEOEWHAOHBEHE #BEFINICRF Lt d
DODTH5H. TBROFEIL, Continence DR %
Wexner Score®, ¥ X U Kirwan 43 TRl L
72bDTHS. FHEERLZ 10E/RLE, Ur
gency (+), {8 - HABEHARF, HFD Soiling
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RHOEVIEROBRITERNICRY 355,

soiling {3 2 @ L T 0% i OFEFICED
BR/c. Wxner score &, FRIICEILL., BHE
RMOBERBOOLNA. T/ Kiwan 53T
&, Grade N @ major soiling % 528 % £ 13 &
BFAOICHEA L, 2ERBLACRATIR T%DAD
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TPE %% L CT\od, AR z8A L7 2000
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20054 12 A Tz, #ETRTPE DHEIETH
% 11 £ 15 I= Bladder-Sparing surgery % 7 L
7o PIRIIERG SEM L EREREERAB
EO3EMTHA. SEME DT, MHiZhk
X Ui R CRISLIR £ /TR B K U EEIC
BEBEDLN/IEFNTHS.

2) B &

AFEMk% Fig. 4 IR, BEOTHEBE
@ ZF fii 12 Radical postatectomy & #t i L., A HE
PR D EERE - REWE B L UL FIENSHT SRR
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AREDB AL, BREFEEREHEVW/BRELERL
7o ERILPIENHOBREARREOSEE, APR%Z
MifT L stoma 2R LA, AL, "TEELR
D stoma {EWSTHETHS.

3) M B’

(1) mefrir=

Bladder-sparing surgery 47 » 7= 11 SEFI O fla
A % Table 3" 4. LR E (ISR, Ultra
LAR) #4401, Bkt - REWE (CUA) #lid
TH., BRWEILIATHE-~. BHETEDL
double stoma i 4 I Tdh 55, BEH L DI
BEE CHEREESVE L kAR (RBREIH
BETEE) Thoi:.

(2) FWEEBFR

M MRFRRRIIR - BEEEAT 11 f4
SHITH » 7=. LREHNC I\ THELZERY surgical
margins (X TH Y, cancer-free O margin 8
BohTw% (Table 4).

3 F &

BEMEOFREL 25 A A TH 54, 11 fi9F
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Table 3 Patients Undergoing Bladder-Sparing Surgery

Primary

1 60 P-SV ISR+RP CUA CAA
2 60 P-SV APR+RP CUA Stoma
3 72 P APR+RP CUA Stoma
4 66 P ISR+RP CuA CAA
5 57 P APR+RP CS Stoma
6 43 P APR+RP CS Stoma
7 52 P APR+RP Cs Stoma
8 68 P ISR+RP CUA CAA
Recurrent
9 (Post LAR) 52 P APR+RP Cs Stoma
10 (Post APR) 54 P-SV APTR+RP CUA Stoma
11 (Post AR) 26 P-SV Ultra LAR+RP CUA CACA
P: Prostate ISR: Intersphincteric resection CUA.: Cysto~urethral anastomosis
SV: Seminal vesicle APR: Abdominoperineal resection CS: Cystostomy
LAR: Low anterior resection CAA: Colo—anal anastomosis
AR: Anterior resection CACA: Colo—anal canal anastomosis

- RP: Radical prostatectomy
APTR: Abdominoperineal tumor resection

Table 4 Histopathology and Prognosis

Negative Liver—Resection. 60Mo ANED

1 T3 NO MO
2 T3 NO MO Negative 41Mo ANED
3 T4 NO MO P Negative 31Mo ANED
4 T3 N2 M0 () Negative Liver—Resection 30Mo ANED
5 T4 NO MO P Negative Lung (multiple) 27Mo AWD
6 T4 NO MO P Negative 25Mo ANED
7 T4 N2 M0 P Negative 22Mo ANED
8 T4 NO MO P Negative 13Mo ANED
9 Recurrence P Negative 22Mo ANED
10 Recurrence Y Negative 12Mo ANED
11 Recurrence P-SV Negative Pelvis, Skim, Lung 4Mo DOD
P: Prostate ANED: Alive with no evidence of disease Mo: Months
AWD: Alive with disease
DOD: Dead of disease
[EFFEIBRIC & 0 disease-free TEFFTH 5. LIFLAERD o, BHIOREEIRD
(4) fhoapée ¥, REORKIZBZI 1B/ AOBRECHFET S

#it% 1AL EOBE UKD - R EWSER 5 LEVWAORETHY, BREOBE VR TS -
BIOBRISHE, &0 CHEBR/SZ—VICE 5 7.

BER BTRETH - 7. —EREIL 250 (range; FRIPIR A LT (—Ri A TALFIEASEE)
150~350) m/ C. BREL 10 (range: 0~20)ml 1L B8 LA AL FHRTEE S 3 AlOZEER I

203



TOWR #52% - 85% 2006454
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continence i3{F /N T, BHERBIEFHS
E/BTHD, F&HADRKIIL LTEMD soil-
ing T RKBEOEZEYROAIBE Th-7/2. B
FERECEL Th, HBEHREFLRIRTH- 7.

TLH

L YRR Tld sk A stoma & £ > B B YIE i O
I & 7x HRBEMBEBBEAIC ST, TOKRF
ISR #FE & LAIFEOHB S BRAFEHRICL S
PR FEBAE L I oo, S OH LW EEERFF
WMOEBFHFLUIRDONDDOH D, MHED
BHEMELHFHBRN L EZDONS. LALEA
DOHHEBERESFETAOLHFRETHD., Ih
SIZBET AR L M0 S OFEMT PN MNET
H5.

R RREZ 4 D THERETEEAOR
EFMH T, BRABLESR (TPE) A—8B1
T D double stoma & B BEHE . HifER
FUBRBHBOEFEICED, QOL DET D
b 5. 4EER L 7/ Bladder-sparing surgery
T3 TPE OE#EARGE L 72D, QOL O L,
HBSNLRHEH. BLUBKBEOBONAC
LTRBEI NI, FhARETIRARDOBEEREN Y
FEHET LD, MBI LA RAENC K TER
TELBDHEEZOLNSEO. KFEMEOBRER
P bOO, |EFITIEFEE QOL 5 HLER
RIFTH A1), Ui LEMENHRNERFT
i & AREHRAOBHmEL, REOE IAHAFEDLNZ
V. Tk, SHOERMINEEIC & HFHE AL
BThb.

EHYIC

THEBEOBRE T, EICBEGEME L BERE
OETHIBEE A EDE. CORAEHRET
Lz ODEREOMBNEL TN, FaTiEAL
TOZOHRLIRBOLNDOH 5.

FILVWFREDOBRERT LI LLABEETH LM,
REFRDOEHPFMEICILDB T S BERE
SBEVFEMAHERETHILELDBLETHS.

409(47)

FLOWHRERROBEEFHORIXHFIEI
combination L. B & EERFICE L GAT
RO WEEORESE T NS, [RigmEF] &
i, BICHEH#WEETHS.

X

1) Schiessel R, Karner-Hanusch J, Herbst F, et al: In-
tersphincteric resection for low rectal tumours. Br J
Surg 81: 1376-1378, 1994

2) Rullier E, Zerbib F, Laurent C, et al: Intersphin-
cteric resection with excision of internal anal sphin-
cter for conservative treatment of very low rectal
cancer. Dis Colon Rectum 42: 1168-1175, 1999

3) Renner K, Rosen HR, Novi G, et al: Quality of life
after surgery for rectal cancer: do we still need a
permanent colostomy?. Dis Colon Rectum 42: 1160-
1167, 1999

4) Shirouzu K, Ogata Y, Araki VY, et al: A new ultimate
anus-preserving operation for extremely low rectal
cancer and for anal canal cancer. Tech Coloproctol T:
203-206, 2003

5) Saito N, Ono M, Sugito M, et al: Early resuits of in-
tersphincteric resection for patients with very low
rectal cancer: an active approach to avoid a perma-
nent colostomy. Dis Colon Rectum 47: 459-466,
2004

6) Rullier E, Laurent C, Bretagnol F, et al: Sphincter-
saving resection for all rectal carcinomas: the end of
the 2-cm distal rule. Ann Surg 241: 465-469, 2005

7) Schiessel R, Novi G, Holzer B, et al: Technique and
long-term results of intersphincteric resection for
low rectal cancer. Dis Colon Rectum 48: 1858-1865,
2005

8) Jorge JM, Wexner SD: Etiology and management
of fecal incontinence. Dis Colon Rectum 36: 77-97,
1993

9) Kirwan WO, Turnbull RB Jr, Fazio VW, et al
Pullthrough operation with delayed anastomosis for
rectal cancer. Br J Surg 65: 695-698, 1978

10) Fujisawa M, Ueno K, Kamidono S: Novel bladder
sparing surgery for select patients with advanced
rectal carcinoma. J Urol 167: 643-644, 2002

11) Campbell SC, Church JM, Fazio VW, et al: Com-
bined radical retropubic prostatectomy and proc-
tosigmoidectomy for en bloc removal of locally in-
vasive carcinoma of the rectum. Surg Gynecol Obstet
176: 605-608, 1993

12) Balbay MD, Slaton JW, Trane N, et al: Rationale
for bladder-sparing surgery in patients with locally
advanced colorectal carcinoma. Cancer 86: 2212-

204



410(48) FOWK $52%-%#5% 2006554

2216, 1999 : ZrETC. AEEAEE 111 (10): 683-691, 2004

13) Wiig JN, Waehre H, Larsen SG, et al: Radical 15) SimiEd, FH £, DHEES - b AR - B
prostatectomy for locally advanced primary or oL b EBOGEZERT LALMER
recurrent rectal cancer. Eur J Surg Oncol 29: 455- ERFEDO M. AARKBIIFIRESEE 59: 265-
458, 2003 269, 2006

14) 7S, HAFE, PRIEAR: FRABORRE

205



Intersphincteric Resection in Patients
with Very Low Rectal Cancer: A Review
of the Japanese Experience
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PURPOSE: This study was designed to evaluate the percent at three years, and five-year overall and disease-free
feasibility and oncologic and functional outcomes of survival rates were 91.9 percent and 83.2 percent,
intersphincteric resection for very low rectal cancer. respectively. In 181 patients who received stoma closure,
METHODS: A feasibility study was performed using 213 68 percent displayed good continence, and only 7 percent
specimens from abdominoperineal resections of rectal showed worsened continence at 24 months after stoma
cancer. Oncologic and functional outcomes were investi- closure. Patients with total intersphincteric resection dis-
gated in 228 patients with rectal cancer located <5 cm played significantly worse continence than patients with
from the anal verge who underwent intersphincteric partial or subtotal resection. CONCLUSIONS: Curability
resection at seven institutions in Japan between 1995 and with intersphincteric resection was verified histologically,
2004. RESULTS: Curative operations were accomplished by and acceptable oncologic and functional outcomes were
intersphincteric resection in 86 percent of patients who obtained by using these procedures in patients with very
underwent abdominoperineal resection. Complete micro- low rectal cancer. However, information on potential

scopic curative surgery was achieved by intersphincteric functional adverse effects after intersphincteric resection
resection in 225 of 228 patients. Morbidity was 24 percent, should be provided to patients preoperatively. [Key words:
and mortality was 0.4 percent. During the median observa- Very low rectal cancer; Intersphincteric resection; Abdom-
tion time of 41 months, rate of local recurrence was 5.8 inoperineal resection; Coloanal anastomosis; Anal function]

L ocal control and survival for patients with rectal
cancer have been improving with the develop-
ment of surgical techniques and combined adjuvant
therapies. The advent of mechanical low-stapling
and double-stapling techniques and sutured coloanal
Correspondence to: Norio Saito, M.D., Colorectal and Pelvic £ is has facilitated . f is at th
Surgery Division, National Cancer Center Hospital East, 6-5-1 anastomosis has laciitaied casier anastomosts at the
Kashiwanoha, Kashiwa, Chiba 277-8577, Japan, e-mail: norsaito distal rectum. These methods have increased the
@east.ncc.go.jp frequency of sphincter salvage. Nevertheless, perma-
Dis Colon Rectum 2006; 49: 513-522 t colost is still formed i imately 20
DOI: 10,1007/510350-006-0598-y nent colostomy is still performed in approximately
© The American Society of Colon and Rectal Surgeons percent of patients with low rectal cancer. Abdomi-

Sponsored by a Grant-in-Aid (14-10) for Cancer Research from
the Ministry of Health, Welfare and Labor of Japan.
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noperineal resection (APR) is a standard surgery for
low rectal cancers located <5 cm from the anal verge
or <2 cm from the dentate line (DL). These cancers
may be associated with lymph node metastasis along
the levator ani muscle or in the fatty tissue of the
ischiorectal fossa,? and also may have the potential
for microscopic involvement of the rectal wall below
the tumor. APR has been established as a standard
procedure in patients with lower rectal cancer.
Patients undergoing APR can experience some prob-
lems with quality of life, because permanent colos-
tomy results in psychologic and social limitations.>®

In recent years, intersphincteric resection (ISR)
with coloanal anastomosis has been proposed to
avoid permanent colostomy for rectal cancers located
<5 cm from the anal verge, although these tumors are
not generally considered for sphincter-saving proce-
dures.”*? Several studies have reported that local
control and functional results after ISR are satisfacto-
ry.7114 Experiences with ISR, including partial
external sphincteric resection (PESR), also have been
reported in recent studies'®*®: however, data remain
scarce. The rationale for ISR in patients with very low
rectal cancer is described in this review article by
using data from Japanese experiences and Western
reports, and our theoretic background is provided
based on the histologic evidence.

PATIENTS AND METHODS

Pathologic and Theoretic Background

The pathologic study was performed by a surgical
pathologist (KS) at Kurume University. In this
pathologic study of 213 surgical specimens from

" APR for lower rectal cancer or anal canal cancer
excluding anal cancer, the external sphincter muscle,
puborectalis muscle, and fatty tissue of ischiorectal
fossa were investigated for direct invasion and skip
metastasis. The entire tumor mass was sectioned at
5-mm intervals, including oral and anal parts up to
5 c¢m from the tumor. The same surgical pathologist
(XS) made all final pathologic diagnoses.ls’16

Patient Population

A total of 228 consecutive patients (168 males)
who underwent ISR between 1995 and 2004 were
identified from the hospital databases, and medical
charts were retrospectively reviewed. These 228
patients received ISR at seven institutions in Japan
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that participated in the “Studies on preservation of
anal function for very low rectal cancer patients,”
sponsored by Grant-in-Aid 14-10 for Cancer Research
from the Ministry of Health, Welfare and Labor of
Japan. Median age was 58 (range, 27-77) years. All
228 patients displayed adenocarcinoma located <5 cm
from the anal verge.

The anal verge was defined as the terminal part of
the surgical and anatomic anal canal. The inter-
sphincteric groove (ISG) exists between the terminal
part of the internal sphincter (IS) and the subcutane-
ous part of the external sphincter (ES). Exact level of
the lower edge of the tumor from the anal verge was
assessed and measured by digital examination and
endoscopy. All tumors found infiltrating the rectal
wall on digital examination, computed tomography
(CT), magnetic resonance imaging (MRI), or endo-
rectal ultrasonography (US) were eliminated from
consideration for local excision. Patients were classi-
fied according to International Union Against Cancer
(UICC) standards'” after preoperative diagnosis using
CT, MRI, US, colonoscopy, chest radiography, and
biopsy.

An exception to selection of ISR was made if
malignant infiltration of other organs or of the
striated muscles of the pelvic floor (such as levator
ani muscle or external sphincter) was suspected, if
tumors displayed low differentiation on histopathol-
ogy, or if preoperative anal function demonstrated
marked insufficiency. Patients with synchronous
metastases also were excluded from ISR. These
patients were treated by using conventional APR. In
the present study, ISR was performed mainly in very
low rectal cancer patients with T3, T2, or T1 (massive
invasion of the submucosa) disease lying <5 cm from
the anal verge. All resected specimens were exam-
ined to determine macroscopic and microscopic
surgical margins (distal and radial). Postoperative
mortality and morbidity, local control, and survival
also were investigated.

Surgical Technique and Classification

ISR was performed according to the methods
previously reported by Schiessel et al.” and
others.’®!213 The surgical technique included both
abdominal and perianal approaches. Abdominal
dissection was performed first. Total mesorectal
excision (TME) with lateral node dissection was
undertaken. During the abdominal approach, the
autonomic nerve system was preserved to the fullest
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extent possible, using Japanese methods previously
described.’®?? The rectum was mobilized carefully
as low as possible to the pelvic floor to facilitate the
perianal approach. The IS was then exposed and
circumferentially divided from the puborectalis mus-
cle and ES. During these procedures, the tumor was
evaluated through gentle palpation by the surgeon.
If tumor had invaded beyond the rectum into the
puborectalis muscle or ES at the anorectal junction
or anal canal, the puborectalis muscle was resected
and faty tissue of the ischiorectal fossa was vi-
sualized. ISR plus PESR was performed in those
patients.

After the abdominal approach, perianal resection
was performed. Circumferential incision of the mu-
cosa and IS was initiated 1 to 2 cm distal to the
tumor. The anal orifice was closed by pursestring
suture to avoid spread of tumor cells during perianal
operation.’? Once the intersphincteric space was
entered, careful dissection continued upward be-
tween the smooth and striated sphincters under
constant guidance by the abdominal surgeon.

ALTERNATIVE TO APR FOR VERY LOW RECTAL CANCER 515

Total ISR involved complete excision of the IS for
tumors spreading to or beyond the DL. The distal
cut-end line was at the ISG. Total ISR was unneces-
sary in patients with tumor located 2 cm from the
DL. Those patients underwent subtotal ISR. The distal
cut-end line was between the DL and ISG, and the
DL was included in the resected specimen. In
patients with tumor located from >2 to 3 cm from
the DL, the distal cut-end line was just on or above
the DL. This procedure, partial ISR, sometimes
includes conventional coloanal anastomosis proce-
dures. When patients displayed tumor invading the
ES, ISR plus PESR was performed. At least the
subcutaneous part of the ES was preserved in these
patients. ISR was classified into four types: total ISR;
subtotal ISR; partial ISR; and ISR + PESR (Fig. 1).

After specimen removal and generous irrigation of
the pelvic cavity, the sigmoid colon was pulled down
and coloanal anastomosis with or without colonic

‘pouch was made according to the method described

by Parks.?® Anastomoses were performed by using
perianal manual suturing in all patients.

Deep part

. CLM : Conjoined Longitudinal muscle
a: Total ISR ISG  : Intersphincteric groove
b: Subtotal ISR LAM : Levator ani muscle

¢: ISR + PESR IS : Internal sphincter
4ot AN ES  :External sphincter
‘ DL  : DenateLine

Type of ISR Anastomotic line Sacrificed sphincter
Just on DL or within 1cm oral side
Partial Partial IS
from DL
Subtotal Between DL and ISG Almost all of IS Figure 1. Resecting lines in inter-
) Total IS without or with sphincteric resection (ISR) are
Total Just on ISG

illustrated. PESR =partial ex’gemal

partial ES . . .
I sphincteric resection.
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Finally, a diverting stoma using terminal ileum or
transverse colon was established. This stoma was
closed at three to six months postoperatively.

Adjuvant Therapy

Preoperative radiochemotherapy was performed
in 57 patients with T3 tumors who agreed to pre-
operative adjuvant therapy at the National Cancer
Center Hospital East (NCCHE), National Defense
Medical College, or Chiba University. Other patients
underwent surgery alone, because preoperative radio-
chemotherapy for resectable rectal cancer is not
standard in Japan. The 44 patients from the NCCHE
received 45 Gy during a five-week period, followed
by operation two weeks later. In addition, continuous
infusion of 5-flurouracil (250 mg/m*/day) was ad-
ministered to these patients during radiotherapy
to increase radiotherapeutic efficacy. Although re-
valuation using CT, MRI, US, and colonoscopy was
performed in these patients after completion of
preoperative radiochemotherapy, all patients under-
went ISR. Most patients with Stage 1II tumor (pTNM
pathologic classification) received postoperative che-
motherapy with S-fluorouracil and folinic acid, or
tegaful uracil, or others for six months or more.

Follow-Up and Functional Assessment

Follow-up examinations were performed every
three months for two years postoperatively, and
subsequently every six months. Examinations includ-
ed clinical, laboratory (including tumor markers,
such as carcinoembryonic antigen and carbohydrate
antigen 19-9), and radiologic (abdominal and pelvic
CT and chest radiography) investigations.

Functional outcomes also were assessed at the
same time by using our functional questionnaire.
This functional questionnaire asked about stool
frequency (number of bowel movements per 24
hours), feces and flatus discrimination, urgency
(ability to defer stool evacuation for >15 minutes),
fragmentation (22 evacuations in 1 hour), soiling
during the day and night, use of pads, use of
medications, and alimentary restriction. Incontinence
was assessed by using the continence scores of both
the Jorge and Wexner,?* and classification by Kirwan
et al® ’

Median follow-up was 41 (range, 10-84) months.
No patients were lost to follow-up, and 57 percent of
patients were observed for 236 months.

Dis Colon Rectum, October 2006

Statistical Analysis

Overall survival (OS) and disease-free survival
(DFS) were calculated by using Kaplan-Meier meth-
ods. Duration to final follow-up evaluation, treatment
failure, or death was measured from the date of rectal
resection. Assessment of local recurrence was evalu-
ated by using a cumulative local disease-free survival
curve. Assessment of recurrence and survival was
performed in patients with microscopically curative
surgery.

RESULTS
Pathologic Validity

Pathologic study of the 213 surgical specimens
from APR for lower rectal cancer or anal canal cancer
(excluding anal cancer) revealed neither direct
invasion nor skip metastasis in subcutaneous exter-
nal sphincter muscle or fatty tissue of the ischiorecal
fossa; however, spread of cancer to the deep and
superficial ES muscles or puborectalis muscle was
observed in 14 percent. Curative operation was thus
accomplished by using ISR in 86 percent of patients
undergoing APR. When tumor invasion exceeds the
IS at the surgical anal canal, safe surgical margins can
be obtained using ISR with combined resection of
the deep and superficial ESs. Complete radical
surgery can theoretically be accomplished even if
subcutaneous ES muscle is not resected.

Population

The study was comprised of 228 patients with very
low rectal cancer (including surgical anal canal
cancer) who underwent ISR between 1995 to Octo-
ber 2004. Tumor characteristics and surgical proce-
dures are shown in Table 1. Median lower edge of
the tumor was 3.4 (range, 2-5) cm from the anal
verge. Tumor staging was T3 tumor (n = 103), T2
tumor (n = 78), or T1 (n = 46). Surgical procedure
was subtotal ISR in 124 patients, total ISR with or
without PESR in 69 patients with tumor located < 2
cm from the anal verge, and partial ISR in 35 patients.
These procedures were decided according to tumor
localization. All patients underwent coloanal anasto-
mosis by manual suturing. Anastomosis involved a
colonic J-pouch (n = 51), coloplasty (n = 25), side-to-

-end anastomosis {n = 5), or straight anastomosis (n =

147).
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Table 1.
Patients Undergoing ISR
(n = 228)
Age (yr) 58 (27-77)
Male/female ratio 168/60
Tumor ] .
Distance from anal verge (cm) 3.4 (2-5)
Clinical stage
T1 46
T2 78
T3 103
T4 1
Procedure
Partial ISR 35
Subtotal ISR 124

Total ISR (with or without PESR) 69

Morbidity rate 24 percent
(55/228)

Mortality rate 0.4 percent
(1/228)

ISR = intersphincteric resection; PESR = partial exter-
nal sphincteric resection.

Data are medians with ranges in parentheses or
numbers of patients.

Fifty-seven patients received preoperative radiochemo-
therapy.

Morbidity and Mortality

Postoperative complications occurred in 55
patients (24 percent), including anastomotic leakage
(n = 23), pelvic infection and abscess (n = 10),
anastomotic stenosis (n = 7), colonic ischemia and
necrosis (n = 4), anovaginal fistula (n = 3), postop-
erative bleeding (n = 3), mucosal prolapse (n = 3),
and postoperative ileus (n = 2). In 9 of these 55
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patients (4 percent), additional surgery, such as APR
or Hartmann’s operation, was required because of
postoperative massive hemorrhage, colon necrosis,
or anastomotic insufficiency. Surgery-related death
occurred in one patient (0.4 percent) who experi-
enced a breakdown of colonic J-pouch and died of
sepsis. No differences in morbidity were identified
between the radiochemotherapy and surgery-alone
groups.

Pathologic Findings

Radical resection of the tumor was achieved in all
228 patients. Surgery was judged as microscopically
curative in 225 patients (98.7 percent) who displayed
adequate cancer-free margins (distal and radial).
Unclear surgical margins were noted in three patients
with Type 3 tumor, because microscopic vessel
involvements were observed very near to the surgical
margins. These three patients were excluded from
assessments for recurrence and survival, although
none of these patients received additional surgery,
such as APR, because obvious positive margins were
not identified. Follow-up was performed as usual.

Recurrences

During the median observation time of 41 months,
30 of 225 patients developed recurrence. These
recurrences comprised lung metastasis (n = 11), liver
metastasis (n = 11), local recurrence including
regional lymph node metastasis (n = 8§), inguinal
lymph node metastasis (n = 4), bone metastasis

0= Local disease-free survival
80
S 60}
=
2
z
& 40t
201
o . , . X ,
0 12 24 36 48 60 72

Months

Figure 2. Overall survival was 91.9 percent and disease-free survival was 83.2 percent at five years. Acceptable local

control also was obtained.
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Table 2.
Functional Results After Stoma Closure
(n=181)
3 Months 6 Months 12 Months 24 Months
Continence

Wexner score (n = 110) 17 £+ 1.7 1.2:4 84145 7.8+ 4.2%
Kirwan classification :

I Perfect 17 19 36 36

Il Incontinence of flatus 11 12 16 32

Il Occasional minor seiling 45 51 36 25

IV Frequent major soiling 19 16 12 7

V Incontinent (required colostomy) 8 2 0 0

ISR = intersphincteric resection.
Data are means + standard deviations or percentages.

2 partial ISR (mean, 6); subtotal ISR (mean, 7.8); total ISR with or without partial external sphincteric resection

(mean, 11.1).

(n = 1), and abdominal wall metastasis (n = 1). In
seven of eight patients with local recurrence, recur-
rence occurred in lateral nodes'®*? located between
the pelvic plexus and lateral pelvic wall, or in the
tissue surrounding the external iliac artery. Local
recurrence in one patient occurred in the prostate
with multiple lung metastases. Patients with liver or
lung metastasis alone received curative partial hepat-
ic or lung resection (n = 9). Patients with regional or
inguinal lymph node metastasis also received lym-
phadenectomy (n = 4). Cumulative local recurrence
" rate was 5.8 percent at three years and 6.7 percent at
five years (Fig. 2). No patients displayed anastomotic
recurrence. No differences in recurrence rate or site
were noted berween preoperative radiochemother-
apy and surgery-alone groups, although median
observation time was shorter in the preoperative
radiochemotherapy group (26 months) compared
with the surgery-alone group.

Survival

A total of 18 patients died, with 16 deaths from
distant metastasis. OS was 91.9 percent at five years,
and DFS was 83.2 percent at five years (Fig. 2). No
significant differences in OS or DFS were identified
between preoperative radiochemotherapy and sur-
gery-alone groups at three years (DFS: 75.1 vs. 85.8
percent).

Functional Outcome

Of 219 patients excluding patients with additional
surgery, such as APR or Hartmann’s operation, 181
received diverting stoma closure at a median of five

(range, 3-24) months postoperatively. Stoma closure
is planned for 30 patients. Conversely, no plan for
stoma closure was made in eight patients because of
anal dysfunction (n = 3), early-phase recurrence (n =
3), or anovaginal fistula (n = 2). Continence status is
shown in Table 2. Although only 30 percent of
patients displayed good continence (Kirwan’s Grade
1-11) at six months after stoma closure, 68 percent of
patients showed good continence at 24 months after
stoma closure. Worsened continence was observed
in only 7 percent of patients.

Wexner score was investigated sufficiently in 110
patients, with scores of 11.2 + 4 at six months after
stoma closure, 8.4 £ 4.5 at 12 months, and 7.8 £ 4.2 at
24 months. Anal function improved monthly until 24
months after stoma closure. However, day or night
soilings were sometimes observed at 24 months after
stoma closure in patients with total ISR. Mean
Wexner score at 24 months after stoma closure was
6 in the partial ISR group, 7.8 in the subtotal ISR
group, and 11.1 in the group that underwent total ISR
with or without PESR. Although no significant differ-
ences in Wexner score were apparent between
partial and subtotal ISR groups, patients who under-
went total ISR with or without PESR exhibited
significantly worse continence than those with partial
or subtotal ISR (Wexner score, 11.1 vs. 6 and 7.8,
respectively; P < 0.05).

DISCUSSION

The general consensus is that most rectal cancers
<5 cm from the anal verge or <2 cm from the dentate
line are treated by using APR. In recent years,
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however, the need for a margin of 22 cm margin has
been challenged, and a distal margin of 1 to 2 cm is
now considered sufficient in most instances. Sphinc-
ter-saving operations, such as ultralow and conven-
tional coloanal anastomosis for cancer of the lower
third of the rectum, have been reported by special-
ized teams, with local recurrence rates of 4 to 13
percent.%'3 ! Although ultralow and coloanal anasto-
mosis have been associated with some controversial
functional results, patients without permanent stoma
have been widely accepted as displaying better
quality of life. However, most tumors in these studies
have been located >5 cm from the anal verge. In
more recent years, ISR with coloanal anastomosis has
been reported for rectal cancer located <5 cm from
the anal verge by a few specialized teams.” '
However, some fears of oncologic results and poor
anal functions have been noted, as patients display
reduced surgical margins compared with APR and
the internal sphincter is removed.

This study was designed to investigate the patho-
logic evidence and oncologic and functional results
of ISR. In the present series, tumors were located <5
cm from the anal verge. All these patients would
have required APR if treated using standard proce-
dures. According to pathologic examination using
resected specimens from APR in this study, curative
operation can be accomplished by ISR in almost all
patients undergoing APR. In fact, 225 of 228 patients
(98 percent) who underwent ISR were considered to
display histologically curative results. These results
demonstrate the pathologic appropriateness of ISR
and the possibility of preserving anal function during
the surgical treatment of very low rectal cancers.

Rullier et al'® reported 92 rectal carcinomas at
3 cm from the anal verge, finding that the distal
resection margin was 2 cm and negative in 98
percent of cases. They also reported that median
circumferential margin was 5 (range, 0-15) mm and
positive (<1 mm) in ten cases (11 percent). These
results show that radical tumor resection can be
achieved by ISR procedures in almost all patients
with very low rectal cancer.

Morbidity in our study was relatively high, with 55
of 228 patients (24 percent) experiencing complica-
tions, although the rate of serious complications was
low. Our findings do not differ from those of other
reports. Rullier et al’® reported similar results,
with a morbidity rate of 27 percent, whereas
Schiessel et al’ described a rate of 18.4 percent
(7/38 patients). Unfortunately, one procedure-related
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death occurred in the present study. Morbidity rate
was particularly high in the first half of our study,
although no changes in surgical technique were
enacted during this period. Careful treatment and
skillfulness in this procedure are needed for these
patients if surgery-related complications are to be
kept at a minimum.

Although an increase in local recurrence was
feared in ISR because of reduced surgical margins

- compared with APR, cumulative five-year local

recurrence rate was 6.7 percent in this series. All
local recurrences in this study were outside the
normal TME planes. These recurrences would not
have been prevented using standard APR and
seemed to result from inadequate lateral node
dissection. Rullier et al'? reported that 1 of 58
patients (2 percent) developed local recurrence
during a2 median observation of 40 months. Schiessel
et al.” reported that 4 of 38 patients (10.5 percent)
exhibited local recurrence during a medijan follow-
up of three years. Local control in this study does not
differ substantially from rates in these other reports.
These results demonstrate that acceptable local
control can be obtained by using ISR procedures.
However, two of three patients with unclear surgical
margins in this study developed local recurrence
with distant metastases during a median observation
of 28 months. Achievement of complete microscopic
resection seems important for local control. The five-
year overall survival rate in our series was 91.9
percent, whereas the five-year disease-free survival
rate was 83.2 percent. Rullier et al.'® reported similar
results, with an 81 percent five-year survival rate.
Conversely, data for APR patients who underwent
surgery in our seven institutions during the same
time period showed that APR patients displayed
tumors with the same background compared with
patients who received ISR, with a median five-year
DFS of 65.1 (range, 63.6-70) percent, and median
five-year local recurrence rate was 10 (range, 3-19)
percent. These data led us to consider the oncologic
results of ISR obtained in this study as acceptable.
The limit for ISR procedures seems to be circumfer-
ential clearance, rather than distal.

Some fears were held for functional outcomes after
ISR procedures, because loss of the rectum and 1S
may induce anal dysfunctions, such as stool frequen-
cy, urgency, fragmentation, soiling, and fecal incon-
tinence.***? Approximately 30 to 60 percent of low
colorectal or coloanal anastomoses induce functional
disturbances collectively termed anterior resection
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syndrome.>**” Most authors believe preservation of
the whole anal sphincter and mucosa is crucial for
maintenance of good continence. APR thus repre-
sents a standard surgery when distance between the
lower edge of the tumor and the anal ring is <2 cm.*®
However, in this study, 93 percent of patients showed
good or relatively good continence (Kirwan’s Grade
1-111) at 24 months after stoma closure. Mean
Wexner score was 7.8 at 24 months after stoma
closure. Bretagnol et al** and others have reported
similar results.”'®'* However, seven patients dis-
played worsened continence. In addition, three
patients could not undergo closure of the diverting
stoma because of anal dysfunction. Furthermore,
patients who underwent total ISR with or without
PESR displayed significantly worsened continence
compared with partial and subtotal ISR groups in our
experience. Information on the potential functional
adverse effects after total ISR should be provided to
patients preoperatively.

Fecal incontinence after ISR is primarily caused by
anal-sphincter insufficiency. Physiologic studies have
shown that removal of the internal anal sphincter is
associated with a significant decrease in resting
pressure.”'®'? Anal sphincter insufficiency also may
be caused by injury of the external anal sphincter
during ISR. Furthermore, neorectal insufficiency may
facilitate fecal incontinence, as demonstrated by
randomized studies comparing straight and J-pouch
coloanal anastomoses.'**>* Anal functions in ISR
procedures need to be investigated to compare
straight, J-pouch, and transverse coloplasty coloanal
anastomoses. More careful intraoperative manage-
ment, additional surgery, such as colonic pouch,
biofeedback treatment, and careful patient selection
may facilitate improved outcomes in terms of anal
function.

CONCLUSIONS

Curability with ISR procedures was verified histo-
logically in patients with very low rectal cancer.
Acceptable oncologic and functional results were
obtained by using ISR procedures in patients with
very low rectal cancer <5 c¢m from the anal verge.
These procedures can be recommended for APR
candidate patients; however, information on poten-
tial functional adverse effects after ISR should be
provided to patients preoperatively.

Dis Colon Rectum, October 2006
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