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Abstract

Purpose: Assessment of the results and prognostic factors in patients with locally recurrent

rectal cancer treated with curative intent.

Patients and methods: Forty patients with an isolated pelvic recurrence of rectal cancer were

studied. The treatment consisted of radiotherapy alone or combined with surgery. Radiotherapy

was given with a 3-4 fields technique (6-15 MV), 5 times a week. The median radiation dose

was 50 Gy (range 25-66.6 Gy). Twenty-five patients underwent salvage surgery. Five patients

were treated with concomitant chemotherapy (5FU/LV) during the 1st and 5th week of

radiotherapy.

Results: The local recurrence free survival after 3 and 5 years respectively was 50 % and 40 %.

Factors that significantly correlated with a failure of local control were male gender, APR as

primary surgery technique, distant metastases, R2 resection and a Tr 4-5 tumor stage. The 3 and

5 year overall survival of the total group was 36 % and 18 % respectively, with a median

survival of 26 months.

Conclusion: In a careful selection of patients in the treatment of locally recurrent rectal cancer

valuable local palliation if not cure, can be reached. A multi modality approach seems to offer

the best chances in this threatening situation.
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Introduction

Local relapse in the absence of metastatic disease after previous surgery for rectal cancer is a

challenge in the treatment of digestive tract cancer. Although prognosis is usually considered to

be grim, strong incentives argue for active intervention in this situation. Uncontrolled local

progression is disastrous for the quality of the remaining life and in the absence of life

threatening metastases this can mean prolonged suffering. Any treatment that could lead to a

remission or stabilization of the relapse might well be worthwhile. On the other hand although

somewhat limited by the mode of treatment of the primary tumor, the treatment options that are

potentially curative in rectal cancer: surgery, radiotherapy and chemotherapy still are applicable

after relapse. This could mean that local cure and even prolonged survival might be within

reach for some patients.

In the literature considerable variation in the effect of treatment for local relapse is reported.

Long term survival varies between nil and 60 % (1;2). This variety is explained by patient

selection and possibly by treatment related factors. Further data on prognosis in defined groups

of treated patients might be helpful in determining realistic perspectives in this condition.

We report on the fate of patients with locally relapsed rectal cancer, who were referred by their

surgeons for high dose radiotherapy, and or in whom surgery was an option, all were considered

to be possible candidates for curative intervention.

Patients and methods

Forty patients with an isolated pelvic recurrence of rectal cancer were studied. The treatment for

the primary tumor had been surgery alone. Patients were selected for this analysis when the

treatment for the local recurrence was with an intention to cure. Patient characteristics are given

in table 1.
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Table 1.  Patient Characteristics

Number of patients 40

Median age 66 yr. (31-83)

Gender (male : female) 22:18

Time to local recurrence 17 months (5-74)

Type of primary surgery

APR 8

LAR 24

transanal excision 8

Primary T and N stage

T1-2 N0 16

T1-2 N1, T3 N0 16

T1-2 N2, T3 N1, T4 N0 4

T3 N2, T4 N1-2 4

APR: abdomino-perineal resection; LAR: low anterior resection. Primary T and N stage categorized according to

Gunderson (3).

Radiotherapy

Radiotherapy was given with a 3-4 fields technique (6-15 MV), 5 times a week. The median

radiation dose was 50 Gy (range 25-66.6 Gy). Radiotherapy was given preoperatively in 13 and

postoperatively in 12 patients. In 5 of the patients receiving preoperative radiotherapy a shorter

treatment schedule was given with higher daily fraction doses (e.g. 3 Gy daily to 30 Gy or 5 Gy

daily to 25 Gy). Other radiation schedules used a fraction size of 1.8-2 Gy with a minimum

dose of 45 Gy.

Salvage surgery

Twenty-five patients underwent salvage surgery. The type of resection performed was an

abdomino-perineal resection in 12 patients, a low anterior resection in 7 patients, 1

transcoccygeal resection and 2 tumor resections en bloc with hysterectomy and posterior
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vaginal wall excision. Local tumor resections were performed in 2 patients, 1 from the

perineum and 1 from the posterior vaginal wall. One debulking operation was performed

leaving a tumor infiltrated prostate in situ. The stages of the resected tumors were classified

according to the Wanebo system (4) (table 2).

Chemotherapy

Five patients were treated with concomitant chemotherapy (5FU/LV) during the 1st and 5th

week of radiotherapy. This radiochemotherapy was followed by resection in 3 patients.

Statistical methods

For the calculation of overall and local recurrence free survival the interval between the start of

treatment and death or incidence of recurrence was used. The assessment of the second local

recurrence or local progression in case of a R2 resection was performed by CT scan, biopsy and

or digital rectal/vaginal examination. Survival and local recurrence free survival of the whole

group was calculated with the Kaplan Meier method. For the uni- and multivariate analysis of

prognostic factors the Cox proportional hazards model was used.

Results

In this group of 40 patients, no attempt at surgery was finally made in 12 patients: co-morbidity

was the non tumor related cause in one patient, definite signs of irresectability, clinically or on

CT scanning, was the cause in 8 patients. In 3 patients significant metastatic disease became

obvious before surgery. In 28 patients surgery was attempted, however three patients

undergoing laparotomy after radiotherapy still showed irresectable tumors. Characteristics of

the resected tumors are given in table 2.
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Table 2. Characteristics of resected tumors

Radical resection (R0) 17

Non-radical resection (R1-2) 8

T-stage (Wanebo classification (4))

Tr1-2 Invasion in bowel wall (subserosal) 12

Tr3 Invasion in perirectal fat 7

Tr4 Invasion in anterior urogenital organs 4

Tr5 Invasion in sacrum or pelvic side walls 2

N-status (N0:N+:unknown) 14:5:6

The median follow up was 81 months (range 20-134 months). The local recurrence free

survival after 3 and 5 years respectively was 49 % and 39 %. The diagnosis of recurrence was

made in 8 patients by digital rectal and or vaginal examination, in 8 patients by CT scan and

one patient by coloscopy. Biopsies were taken in combination with coloscopy, during CT in one

patient and at clinical examination in 2 patients. Factors that significantly correlated with the

development of a second local recurrence were male gender (p=0.032; hazard ratio (HR)=3.3)

APR as primary surgery technique (p=0.006; HR=4.4), distant metastases (p=0.006; HR=4.0),

R1-2 resection (p=0.014; HR=2.0) and a Tr 4-5 tumor stage (p=0.009; HR=1.9). In a

multivariate analyses for the development of a second local recurrence 1 factor remained

independent. This was male gender (p=0.028; (HR)=3.5).

The 3 and 5 year overall survival of the total group was 36 % and 19 % respectively, with a

median survival of 26 months. Factors associated with a worse survival where high primary

tumor stage (p=0.025;) HR=1.6), when categorized as proposed by Gunderson (3) (table 1.) and

the presence of distant metastases (p=0.042; HR=2.2). Distant metastases free survival after 3

and 5 years was 65 % and 56 % respectively. Distant metastases occurred in one or more sites

after the treatment of the local recurrence (liver n=8, lung n=5, bone n=3, subcutaneous n=1,

peritoneal n=2 and brain n=4). In the group of patients treated with radiotherapy and surgery a

Tr 4-5 stage and an R1-2 resection also correlated with a worse survival (p=0.018; HR=1.5,

p=0.005; HR=1.8 respectively). In a multivariate analysis no independent predictive factors for

survival remained.

There was no difference in overall, disease free or local recurrence free survival when a

specimen contained positive (n=5) or negative (n=14) lymph nodes.



Locally recurrent rectal cancer Chapter 6
                                                                                                                                                                                    

89

Discussion

The goal for the treatment of patients with an isolated local recurrence should be local tumor

control as this will determine the quality of the remaining life (5). Local recurrence free

survival in this study after resp. 1, 3 and 5 years was 76 %, 50 % and 40 %.

The fate of patients with local recurrent rectal cancer can to some extent be predicted by

circumstances evident at the time of the operation for the primary tumor. Among these are APR

as primary surgery and male gender. After abdomino-perineal resection for primary rectal

cancer, the relapse tends to occur in a pattern of diffuse pelvic cancer or laterally situated

masses invading the pelvic sidewall. Therefore due to irresectability, recurrence after APR has

in general a poorer prognosis (4;6-8). Irresectability is also diagnosed or suspected earlier in

males than females (9). The smaller anatomical margins diminish the chance of a curative

resection (10).

Other factors can be identified in the work up prior to the salvage treatment. The presence of a

preoperatively elevated CEA level has been reported as a prognostic factor leading to a

decreased overall and disease free survival (4;6). The fact that a local recurrence can present

itself without an elevated CEA indicates the limitations of this parameter, and this is supported

by a study by Moertel investigating the utility of CEA monitoring for detection of surgically

treatable recurrences of colon cancer (11).

Prognosis is best determined by preoperative evaluation by CT or MRI of the involved region.

Valentini et al. found that the extent of the fixation in a pelvic recurrence along the pelvic

sidewall, classified according to a modified Suzuki system, predicted a worse local control and

overall survival rate (7). They studied 47 patients with locally recurrent rectal cancer receiving

radiotherapy with or without surgery and IORT.

In analogy with treatment results of primary rectal cancer (12) the radicality of resection is also

an important prognostic factor for local control after relapse. Wiig studied 107 patients with

isolated pelvic recurrences receiving preoperative radiotherapy (46-50 Gy) with or without

IORT (2). The five year actuarial survival was better in patients who had an R0-1 resection

compared to a R2 resection (p<0.001). No significant difference was found between R0 or R1

resection in overall and local recurrence free survival. There was no benefit of the addition of

IORT. Mannaerts described in a retrospective analysis a local recurrence free (and overall)

survival benefit in patients with microscopically radical resected recurrences compared to
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positive resection margins (R1-2) (13). Patients undergoing a R0 resection survived

significantly longer and developed less second local recurrences.

The results in our patients suggest that these doses of radiotherapy can be applied in recurrent

rectal cancer that have a curative intent. This notion is supported in the literature. Wong and

Cummings reported on their results of 348 patients with a local recurrence without extrapelvic

metastases treated with radiotherapy with or without surgery (8). The local recurrence free

survival after 1 and 5 years was 22 % and 8 %. The total radiation dose (ranging from 4.4 Gy to

65 Gy) correlated positively with the local progression free survival. Total radiation dose above

40 Gy corresponded with the lowest chance in developing a second local recurrence. One

should cautiously interpret these results because there was also a correlation between patient

performance status and total radiation dose applied. Wong and Thomas reviewed the literature

to find an optimal radiation dose in the management of local recurrent rectal cancer. Analysis of

the retrospective data suggested a more favorable response with higher doses (> 45 Gy) (14).

The applicability of salvage radiotherapy can be influenced by the primary treatment. The

addition of (neo-)adjuvant radiotherapy to the primary treatment of rectal cancer has led to a

decrease of the incidence of local recurrences in several randomized studies (15). An increasing

number of patients will be treated this way. Salvage therapy of a local recurrence in these

patients with radiochemotherapy alone or combined with surgery has been studied by

Mohiuddin (16). Hundred and three patients underwent reirradiation (median dose 34.8 Gy) and

34 of these also underwent resection. After a median follow up of 2 years they found that

radical surgical resection of recurrent carcinoma can be performed after cumulative doses of

primary and secondary irradiation (median 85.8 Gy) with reasonable healing. Late toxicity was

however seen in 21 % of the patients, including persistent diarrhea (18%), small bowel

obstruction (15%) and fistula formation in 4 % of the patients. A median survival of

respectively 44 and 14 months was found in the patients undergoing reirradiation before

surgical resection or reirradiation alone.

In contrast to the emphasis on reirradiation, others have advocated a surgical approach.

The treatment of second recurrences without unresectable distant metastases has been described

by Verrees et al. (17). They underscore the importance of a re-operative approach because they

found a reduction of adverse symptoms caused by the recurrences with a median survival of 24

months in 20 patients, without mortality.
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Conclusion

Locally recurrent rectal cancer will remain a therapeutical challenge for valuable local palliation

if not cure. This study and others in the literature have shown this can be achieved with a

careful selection of patients. A multi modality approach seems to offer the best chances in this

threatening situation.
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