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ABSTRACT

BACKGROUND

Postoperative chemoradiotherapy is the recommended standard therapy for patients
with locally advanced rectal cancer. In recent years, encouraging results with preoper-
ative radiotherapy have been reported. We compared preoperative chemoradiotherapy
with postoperative chemoradiotherapy for locally advanced rectal cancer.

METHODS

We randomly assigned patients with clinical stage T3 or T4 or node-positive disease to
receive either preoperative or postoperative chemoradiotherapy. The preoperative
treatment consisted of 5040 cGy delivered in fractions of 180 cGy per day, five days per
week, and fluorouracil, given in a 120-hour continuous intravenous infusion at a dose
0f 1000 mg per square meter of body-surface area per day during the first and fifth weeks
of radiotherapy. Surgery was performed six weeks after the completion of chemoradio-
therapy. One month after surgery, four five-day cycles of fluorouracil (500 mg per square
meter per day) were given. Chemoradiotherapy was identical in the postoperative-treat-
ment group, except for the delivery of a boost of 540 cGy. The primary end point was
overall survival.

RESULTS

Four hundred twenty-one patients were randomly assigned to receive preoperative
chemoradiotherapy and 402 patients to receive postoperative chemoradiotherapy. The
overall five-year survival rates were 76 percent and 74 percent, respectively (P=0.80).
The five-year cumulative incidence of local relapse was 6 percent for patients assigned
to preoperative chemoradiotherapy and 13 percent in the postoperative-treatment
group (P=0.006). Grade 3 or 4 acute toxic effects occurred in 27 percent of the patients
in the preoperative-treatment group, as compared with 40 percent of the patients in the
postoperative-treatment group (P=0.001); the corresponding rates of long-term toxic
effects were 14 percent and 24 percent, respectively (P=0.01).

CONCLUSIONS

Preoperative chemoradiotherapy, as compared with postoperative chemoradiotherapy,
improved local control and was associated with reduced toxicity but did not improve
overall survival.
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DJUVANT RADIOTHERAPY WITH OR

without chemotherapy has been used

widely to improve outcomes in patients
with rectal cancer. For locally advanced disease,
postoperative chemoradiotherapy significantly im-
proves both local control and overall survival as
compared with surgery alone or surgery plus irradi-
ation.™? This information prompted a National In-
stitutes of Health consensus conference, convened
in 1990, to recommend postoperative adjuvant
chemoradiotherapy as standard treatment for pa-
tients with rectal cancer classified as tumor—-node—
metastasis (TNM) stage II (i.e., a tumor penetrat-
ing the rectal wall, without regional lymph-node
involvement) or stage III (i.e., any tumor with re-
gional lymph-node involvement).3

Several randomized studies have found lower
rates of local failure with preoperative radiotherapy
than with surgery alone. However, only the Swedish
Rectal Cancer Trial, which evaluated a short course
of preoperative irradiation (25 Gy, delivered in five
fractions), found an advantage in overall survival.*
The authors of a subsequent meta-analysis also con-
cluded that the combination of preoperative radio-
therapy and surgery, as compared with surgery
alone, significantly improves local control and over-
all survival.> The Dutch Colorectal Cancer Group
reported that the addition of short-course preoper-
ative radiotherapy to optimal surgery with total
mesorectal excision reduced the rate of local recur-
rence but did not improve two-year survival.®
Given the potential advantages of preoperative

radiotherapy and the finding that the addition of
chemotherapy to radiotherapy improves survival in
the adjuvant setting, we conducted a trial to com-
pare preoperative conventionally fractionated radio-
therapy and concurrent fluorouracil chemotherapy
with the same treatment given postoperatively in
patients with locally advanced rectal cancer. We
present the results after a median follow-up 0f45.8
months.

METHODS

ELIGIBILITY FOR ENROLLMENT

We initiated the trial in 1994; patients were enrolled
beginning in February 1995, and enrollment was
extended through September 2002. Eligibility crite-
ria included histopathologically confirmed, resect-
able adenocarcinoma with the inferior margin
within 16 cm from the anal verge. Endorectal ultra-

sonography and computed tomographic (CT) scan-
ning of the abdomen and pelvis were performed to
rule out TNM stage I tumors and distant metastases.
Patients were excluded if they were older than 75
years of age, had previously had cancer other than
nonmelanoma skin cancer, had previously received
chemotherapy, had previously received radiotherapy
to the pelvis, or had contraindications to chemora-
diotherapy. The trial was approved by the medical
ethics committees of all the participating hospitals.

RANDOMIZATION AND TREATMENT
After written informed consent had been obtained,
eligible patients were randomly assigned to receive
either postoperative chemoradiotherapy or preoper-
ative chemoradiotherapy. Randomization was per-
formed by the study center in Erlangen, Germany,
and was based on permuted blocks of 14, with strat-
ification according to surgeon. Beginning in Octo-
ber 1998, prerandomization according to the dou-
ble-consent design of Zelen” was permitted at the
request of 16 of the 26 participating centers. Accord-
ing to this design, informed consent is sought after
the patient is told the result of randomization and,
as suggested by the term “double,” the resultis dis-
closed to patients in both groups. According to this
design, data must be analyzed according to the re-
sult of randomization and any decisions made by
patients to receive the alternative treatment must be
disregarded with respect to the analysis.
Radiotherapy consisted of a total of 5040 cGy
delivered (as at least 6-MV photons) in 28 fractions
0f 180 cGy, five times weekly, to the pelvis with in-
dividually shaped portals and the use of a three-
field or four-field box technique. During the first
and fifth weeks of radiotherapy, fluorouracil was
given as a 120-hour continuous infusion at a dose
of 1000 mg per square meter per day. Treatment
was identical in both groups except for a 540-cGy
boost delivered to the tumor bed in the postopera-
tive-treatment group. In patients who were assigned
to preoperative treatment, surgery was scheduled to
take place six weeks after the completion of chemo-
radiotherapy. Four cycles of bolus fluorouracil (500
mg per square meter per day, five times weekly, ev-
ery four weeks) were started four weeks after sur-
gery (in the preoperative-treatment group) or four
weeks after chemoradiotherapy (in the postopera-
tive-treatment group). Irradiation techniques and
treatment volumes have been described in detail
elsewhere.8
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SURGERY
Total mesorectal excision was performed in all the
patients according to a standardized technique. To
rule out potential bias with respect to the quality of
surgery and the commitment to sphincter preserva-
tion, patients were stratified according to surgeon.
Assessment of the intended surgical procedure be-
fore randomization (i.e., whether sphincter preser-
vation was deemed possible or not) was included to
evaluate the efficacy of preoperative chemoradio-
therapy in permitting sphincter-sparing surgery in
patients with low-lying tumors.

FOLLOW-UP
During therapy, patients were monitored weekly for
signs of acute toxic effects, with appropriate adjust-
ments in chemotherapy and radiotherapy made as
necessary; long-term toxic effects were assessed at
one, three, and five years. Acute and long-term toxic
effects were graded according to a German classifi-
cation system® that corresponds to the World Health
Organization criteria for assessing the toxicity of
chemotherapy and that is compatible with the cri-
teria of the Radiation Therapy Oncology Group
(RTOG) and the European Organization for Re-
search and Treatment of Cancer with respect to the
acute and late adverse effects of radiotherapy. Peri-
operative and 30-day postoperative complications
assessed included anastomotic leakage, perineal
complications, bleeding, ileus, fistulas, and death.

Patients were followed at three-month intervals
for two years and then at six-month intervals for
three years. Evaluations consisted of physical exam-
ination, a complete blood count, and blood chemi-
cal analysis. Proctoscopy, abdominal ultrasonog-
raphy, CT of the abdomen, and chest radiography
were also used, according to guidelines of the Ger-
man Cancer Society.'® Histopathological confirma-
tion of local recurrence (defined as a tumor within
the pelvis or the perineal scar) and of distant recur-
rence was encouraged; acceptable alternative ap-
proaches included sequential radiologic studies to
detect the enlargement of a mass. The physicians
evaluating patients’ relapse status were aware of
the treatment assignments.

QUALITY CONTROL

A quality-assurance program controlled the infor-
mation submitted on enrollment forms. Reference
institutions for surgery (the Department of Surgery,
Medizinische Hochschule Hannover), chemother-
apy and radiotherapy (the Departments of Radia-

Table 1. Baseline Characteristics of the 799 Eligible Patients, According to
Randomly Assigned Treatment Group.*
Preoperative Postoperative
Chemoradiotherapy Chemoradiotherapy
Characteristic (N=405) (N=394) P Value
Age —yr 0.35
Median 62 62
Range 30-76 33-76
Sex —no. (%) 0.21
Male 286 (71) 262 (66)
Female 119 (29) 132 (34)
Clinical tumor category 0.16
—no. (%)
TlorT2 19 (5) 18 (5)
T3 277 (68) 262 |
T4 23 (6) 10 (3)
Unknown 86 (21) 104 (26)
Clinical nodal category 0.88
— no. (%)
Node-negative 168 (41) 153 (39)
Node-positive 217 (54) 202 (51)
Unknown 20 (5) 39 (10)
Distance of tumor from anal 0.008
verge — no. (%)
<5cm 157 (39) 117 (
5-10 cm 166 (41) 168 (43
>10cm 47 (12) 69 (
Unknown 35(9) 40 (
* Because of rounding, not all percentages total 100.
tion Therapy, University of Erlangen and University
of Rostock), and pathology (Institute of Pathology,
University of Leipzig) obtained copies of original
treatment records and could request any other in-
formation to confirm compliance with the proto-
col. All resection specimens were examined accord-
ing to a standardized protocol that included Union
Internationale contre le Cancer TNM categories
and staging groups, the number of examined and
involved lymph nodes, and the status of oral, abo-
ral, and circumferential resection margins.** The
quality of each specimen obtained by total meso-
rectal excision was not formally assessed; however,
the distance from the tumor to the resection mar-
gins was recorded.
STATISTICAL ANALYSIS
The primary end point was overall survival. The
study was designed to have 80 percent power to de-
1733
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Table 2. Compliance with the Protocol and Protocol Violations.*

Variable

Randomly assigned — no.
Included in full analysis population — no.
Requested change in treatment group — no.
Included in treated population — no.
Received full dose of radiotherapy — no. (%)
Received full dose of chemotherapy — no. (%)
Did not receive chemoradiotherapy — no. (%)
Stage | disease
Other reasony
Received radiotherapy with modification — no. (%)
Received chemotherapy with modification — no. (%)
Protocol violations — no. (%)§
Radiotherapy
Chemotherapy
Missing data — no. (%)
Radiotherapy
Chemotherapy

Preoperative Postoperative
Chemoradiotherapy =~ Chemoradiotherapy P Value
421 402
405 394 0.12
9 19 0.05
415 384
380 (92) 206 (54) <0.001
369 (89) 193 (50) <0.001
NA 71 (18) <0.001
1(<1) 39 (10) <0.001
19 (5) 31 (8) 0.04
23 (6) 26 (7) 0.47
13 (3) 33 (9) 0.001
15 (4) 49 (13) <0.001
2 (<1) 4(1) 0.36
7(2) 6 (2) 0.89

* NA denotes not applicable.

7 Other protocol-specified reasons for not receiving postoperative chemoradiotherapy included intraoperative detection

of distant disease and postoperative complications or death.

I Modifications included dose reductions because of toxicity or alterations in treatment because of distant disease detect-

ed during treatment.

§ The protocol was considered violated when patients declined or erroneously did not receive radiotherapy or chemother-
apy or did receive non—protocol-specified radiotherapy or chemotherapy.

tect an absolute difference of 10 percentage points
in the five-year overall survival rate, with a two-sided
alpha level of 0.05. The sample size required to de-
tect this difference was 340 patients per group. Be-
cause an estimated 15 percent dropout rate was ex-
pected, the enrollment period was extended to the
end of September 2002, at which point 823 patients
had been enrolled. Secondary end points were dis-
ease-free survival, local and distant recurrences,
postoperative complications, acute and long-term
toxic effects, and sphincter preservation. All eligible
and consenting patients (the full analysis popula-
tion) were included in the analyses of overall and
disease-free survival and the cumulative incidence
rates of local and distant recurrences, according to
the intention-to-treat principle. End points were
measured beginning at the time of randomization.
Patients who received any neoadjuvant or adjuvant
radiotherapy were assessed for acute and delayed
toxic effects according to their actual treatment

group.

Chi-square tests were used to compare propor-
tions. Mann-Whitney tests were used to compare
quantitative and ordinal variables. Univariate analy-
ses of survival were carried out by the Kaplan—-Meier
method, and the evaluation of differences was per-
formed with the log-rank test. Data from patients
who where alive and free of recurrence or who died
without having had a recurrence were censored in
the analyses of disease-free survival and recurrence.

The Cox proportional-hazards model was used
to calculate hazard ratios and 95 percent confidence
intervals. Cumulative incidence was determined
according to the method proposed by Breslow and
Day.*? Statistical comparisons of cumulative inci-
dence rates were performed with the use of a Pois-
son regression model, with the assigned treatment
group (according to the intention to treat) as a cat-
egorical covariate. A two-sided P value of less than
or equal to 0.05 was considered to indicate statisti-
cal significance. No interim analyses of efficacy end
points were performed.
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Actual Treatment Given.*

Table 3. Postoperative Pathological Tumor Stage, Type of Surgery, and Completeness of Resection, According to

Variable

Histopathological finding (%)
Complete response
TNM stage
|
1l
I
I\
Unknown
Type of resection (%)
Low anterior, intersphincteric
Abdominoperineal
Other
Unknown
Completeness of local resection (%)
Complete
Without distant metastasis
With distant metastasis
Incomplete
Without distant metastasis

With distant metastasis

Preoperative Postoperative
Chemoradiotherapy =~ Chemoradiotherapy
(N=415) (N=384) P Value
<0.001

8 0

25 18

29 29

25 40

7

6

0.45

69 71

26 23

3 2

2 3

0.69

91 90

2 4

3 3

3 4

* Because of rounding, not all percentages total 100.

T Positive radial margins (defined as direct invasion of the resection margin by tumor cells on microscopical evaluation)
were found in 2 percent of the patients in the preoperative-treatment group and in 3 percent of those in the postopera-

tive-treatment group (P=0.68).

RESULTS

PATIENTS
A total of 823 patients from 26 hospitals were ran-
domly assigned to one of the two treatment
groups. Randomization was performed according
to the double-consent design in the cases of 146 of
the 823 patients. Of the 421 patients randomly as-
signed to preoperative chemoradiotherapy and the
402 randomly assigned to postoperative chemora-
diotherapy, 16 and 8 patients, respectively, were
not included in the full analysis population be-
cause they withdrew consent to participate (5 and 4
patients, respectively) or because, as a result of in-
stitutional errors, they did not meet the inclusion
criteria: 2 patients in each group had distant me-
tastases at the time of randomization, 1 patient in
each group did not have adenocarcinoma, 2 pa-
tients in the preoperative-treatment group and 1 in

the postoperative-treatment group presented with
fixed, inoperable tumors, and 6 patients in the pre-
operative-treatment group either had a contraindi-
cation to fluorouracil or had previously had cancer.
For the most part, the baseline characteristics of
the 799 patients in the full analysis population were
similar in the two groups (Table 1). Significantly
more patients in the preoperative-treatment group
than in the postoperative-treatment group had tu-
mors located 5 cm or less from the anal verge.

TREATMENT
Of the 405 patients randomly assigned to preoper-
ative chemoradiotherapy and the 394 randomly as-
signed to postoperative chemoradiotherapy (i.e.,
the full analysis population), 9 and 19 patients, re-
spectively, requested a change in treatment group
(Table 2). Thus, 415 patients were treated accord-
ing to the preoperative protocol and 384 patients
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Table 4. Rates of Sphincter-Sparing Surgery in 194 Patients Determined by the Surgeon before Randomization
to Require Abdominoperineal Resection, According to Actual Treatment Given.

Variable

Abdominoperineal resection deemed necessary — no. (%)

Sphincter-preserving surgery performed — no./total no. (%)

Preoperative Postoperative
Chemoradiotherapy Chemoradiotherapy
(N=415) (N=384) P Value
116 (28) 78 (20)
45/116 (39) 15/78 (19) 0.004

Table 5. Grade 3 or 4 Toxic Effects of Chemoradiotherapy, According to Actual Treatment Given.*

Type of Toxic Effect

Acute
Diarrhea
Hematologic effects
Dermatologic effects
Any grade 3 or 4 toxic effect
Long-term
Gastrointestinal effectst
Strictures at anastomotic site
Bladder problems
Any grade 3 or 4 toxic effect

Preoperative Postoperative
Chemoradiotherapy =~ Chemoradiotherapy
(N=399) (N=237) P Value
% of patients
12 18 0.04
6 8 0.27
11 15 0.09
27 40 0.001
15 0.07
4 12 0.003
4 0.21
14 24 0.01

* All patients who received any preoperative or postoperative radiotherapy according to protocol were included in this

analysis. Some patients had more than one toxic effect.

T The gastrointestinal effects were chronic diarrhea and small-bowel obstruction. The incidence of small-bowel obstruction
requiring reoperation was 2 percent in the preoperative-treatment group and 1 percent in the postoperative-treatment

group (P=0.70).

according to the postoperative protocol. In the pre-
operative-treatment group, 92 percent received the
prescribed radiotherapy and 89 percent completed
preoperative chemoradiotherapy as planned. In the
postoperative-treatment group, 28 percent were ex-
cluded from receiving postoperative chemoradio-
therapy according to the protocol specifications,
either because of stage I disease (18 percent) or be-
cause of intraoperatively detected distant metas-
tases or postoperative complications or death (10
percent). Overall, there were modifications in the
radiotherapy or chemotherapy regimens, mainly
due to toxic effects, in 5 to 8 percent of the patients.
Protocol violations occurred more frequently in the
postoperative-treatment group and were mainly due
to patients’ refusal to receive radiotherapy or che-
motherapy (Table 2).

HISTOPATHOLOGICAL TUMOR STAGING
AND SURGICAL PROCEDURES
After preoperative chemoradiotherapy, there was
a significant shift toward earlier TNM stages
(P<0.001): 8 percent of the patients in this group
had a complete response, according to histopatho-
logical examination of the tumor specimen, and
only 25 percent (as compared with 40 percent in
the postoperative-treatment group) had positive
lymph nodes (TNM stage III) (Table 3). Eighteen
percent of the patients in the postoperative-treat-
ment group had TNM stage I disease on histopatho-
logical examination of their resected specimen; all
18 percent had previously been found to have stage
T3 or T4 or node-positive disease on endorectal ul-
trasonography.

The rates of complete resection and sphincter-
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sparing surgery did not differ between the groups
when the 799 patients in the full analysis popula-
tion were considered (Table 3). However, among
the 194 patients with tumors that were determined
by the surgeon before randomization to require an
abdominoperineal excision, a statistically signifi-
cantincrease in sphincter preservation was achieved
among patients who received preoperative chemo-
radiotherapy (Table 4).

POSTOPERATIVE MORBIDITY AND TOXICITY

OF CHEMORADIOTHERAPY

In-hospital mortality was 0.7 percent in the preop-
erative chemoradiotherapy group (3 of the 415
treated patients died while hospitalized) and 1.3
percent in the postoperative-treatment group (5 of
the 384 treated patients died while hospitalized;
P=0.41). The overall rate of postoperative compli-
cations was 36 percent in the preoperative-treat-
ment group and 34 percent in the postoperative-
treatment group (P=0.68). The rate of anastomotic
leakage of any grade was 11 percent in the preoper-
ative-treatment group and 12 percent in the post-
operative-treatment group (P=0.77). The rates of
delayed sacral-wound healing (10 percent in the
preoperative-treatment group vs. 8 percent in the
postoperative-treatment group, P=0.10), postoper-
ative bleeding (3 percentvs. 2 percent, respectively;
P=0.50), and ileus (2 percentvs. 1 percent, respec-
tively; P=0.206) did not differ significantly between
the groups.

Grade 3 or 4 acute and long-term toxic effects
that occurred among patients who received preop-
erative or postoperative radiotherapy are summa-
rized in Table 5. The overall rates of acute and long-
term side effects were lower with the preoperative
approach than with the postoperative approach, es-
pecially with respect to acute and chronic diarrhea
and the development of strictures at the anasto-
motic site. When the toxicity analyses were per-
formed for all patients, including the 110 patients
in the postoperative-treatment group who, for vari-
ous reasons, received no radiotherapy (Table 2), no
significant differences between the two groups
were noted (overall rate of acute toxic effects, 25
percent in the preoperative-treatment group vs. 24
percent in the postoperative-treatment group;
P=0.78; overall rate of long-term toxic effects, 14
percentvs. 15 percent, respectively; P=0.85).

EVENTS DURING FOLLOW-UP
As of November 2003, surviving patients had been
followed for a median of 46 months (range, 3 to

N ENGL J MED 351;17 WWW.NEJM.ORG

radiotherapy

A
£
=
=
2
5 J
0
= 404
© )
5 | == Preoperative
3 chemoradiothera
O, o 2 Py
=== Postoperative
1 chemoradiotherapy P=0.80
O T T T T T 1
0 10 20 30 40 50 60
Months
No. at Risk
Preoperative chemo- 397 372 321 253 193 144 90
radiotherapy
Postoperative chemo- 384 355 314 251 196 135 98

radiotherapy

B
100
§ 80,
= o
.S 1 S ] >
g 60 65%
0
o ,
o
& 40
o | === Preoperative
3 chemoradiotherapy
‘g 209 amm Postoperative
1 chemoradiotherapy P=0.32
0 T T T T T 1
0 10 20 30 40 50 60
Months
No. at Risk
Preoperative chemo- 397 331 280 224 169 115 85
radiotherapy
Postoperative chemo- 384 314 259 209 159 117 73

Follow-up data were available for 781 patients.

Figure 1. Overall Survival (Panel A) and Disease-free Survival (Panel B)
among the 799 Patients Randomly Assigned to Preoperative or Postoperative
Chemoradiotherapy, According to an Intention-to-Treat Analysis.

102). Of these 642 patients, 67 percent were fol-
lowed for at least three years, 48 percent for at least
fouryears, and 32 percent for at least five years. The
median follow-up time was 45 months (range, 5 to
101) among the patients assigned to preoperative
chemoradiotherapy and 49 months (range, 3 to 102)
among those assigned to postoperative chemoradi-
otherapy; no follow-up data were available for 8 and
10 patients, respectively. Of the 157 deaths that oc-
curred during follow-up, 109 were related to rectal
cancer and 35 to other causes; in 13 cases the cause
of death was unknown. Local recurrence occurred
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Figure 2. Cumulative Incidence of Local Recurrences (Panel A) and Distant
Recurrences (Panel B) among the 799 Patients Randomly Assigned to Preop-
erative or Postoperative Chemoradiotherapy, According to an Intention-

Follow-up data were available for 781 patients.
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in 53 patients: 15 (28 percent) had local recurrence
alone, and 38 (72 percent) also had distant recur-
rences. A total of 160 patients had only distant re-
currences.

OVERALL AND DISEASE-FREE SURVIVAL

In the full analysis population, 102 of the 405 pa-
tients assigned to preoperative chemoradiotherapy
had a relapse and 77 died. The corresponding out-
comes among the 394 patients assigned to postop-

erative chemoradiotherapy were 111 relapses and
80 deaths. The overall survival at five years was 76
percent in the preoperative-treatment group and
74 percent in the postoperative-treatment group
(P=0.80) (Fig. 1A). The hazard ratio for death in the
preoperative-treatment group, as compared with
the postoperative-treatment group, was 0.96 (95
percent confidence interval, 0.70 to 1.31). The five-
year rate of disease-free survival was 68 percent in
the preoperative-treatment group and 65 percentin
the postoperative-treatment group (P=0.32) (Fig.
1B), and the hazard ratio for disease-free survival in
the former group, as compared with the latter, was
0.87 (95 percent confidence interval, 0.67 to 1.14).

LOCAL AND DISTANT RECURRENCES

Of the 405 patients assigned to receive preopera-
tive chemoradiotherapy, local and distant recur-
rences occurred in 17 and 99 patients, respectively;
of the 394 assigned to postoperative chemoradio-
therapy, local and distant recurrences occurred in
36 and 99, respectively. The cumulative incidence
of local recurrences at five years was 6 percent in
the group assigned to preoperative chemoradio-
therapy and 13 percent in the group assigned to
postoperative chemoradiotherapy (P=0.006) (Fig.
2A). On analysis with a Poisson regression model,
the relative risk of local recurrence in the preopera-
tive-treatment group, as compared with the post-
operative-treatment group, was 0.46 (95 percent
confidence interval, 0.26 to 0.82). The cumulative
incidence of distant recurrences at five years was 36
percent in the preoperative-treatment group and
38 percent in the postoperative-treatment group
(P=0.84; relative risk, 0.97; 95 percent confidence
interval, 0.73 to 1.28) (Fig. 2B).

DISCUSSION

Interest in preoperative chemoradiotherapy for pa-
tients with resectable rectal cancer is based not only
on the expected survival benefit achieved with this
treatment, but also on the potential advantages of
delivering both agents preoperatively. These advan-
tages include improved compliance with the chemo-
radiotherapy regimen ifit is given before major sur-
gery, as well as down-staging, which may enhance
the rate of curative surgery and permit sphincter
preservation in patients with low-lying tumors. In
addition, because tumor oxygenation is better with
preoperative treatment than with postoperative
treatment, irradiation seems to be more effective
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with the former approach.13 Retrospective, nonran-
domized studies have also found reduced toxicity
with preoperative treatment.™*

Prospective, randomized trials comparing the
efficacy of preoperative chemoradiotherapy with
that of standard, postoperative chemoradiotherapy
for rectal cancer were initiated in the United States
by the RTOG (trial 94-01) and the National Surgi-
cal Adjuvant Breast and Bowel Project (protocol
R-03).%> Unfortunately, both studies suffered from
low enrollment and were closed prematurely.

In our study, we confirmed that preoperative
chemoradiotherapy, given as planned (i.e., without
any modification or dose reduction) in most of the
patients assigned to this group (89 percent), sig-
nificantly reduced rates of local failure and acute
and long-term toxic effects. Among patients with
tumors judged by the surgeon to require an abdom-
inoperineal excision, the rate of sphincter-preserv-
ing surgery was more than doubled after preopera-
tive chemoradiotherapy. Postponing surgery for a
six-week course of neoadjuvant treatment plus a six-
week interval to allow tumor shrinkage and recov-
ery from side effects did not result in an increased
rate of surgical complications or an increased inci-
dence of tumor progression.

Our trial was designed to show an absolute dif-
ference of 10 percentage points in overall survival
between standard postoperative and preoperative
chemoradiotherapy. It was based on the hypothe-
ses that starting systemic treatment as early as pos-
sible might effectively treat systemic micrometas-
tases and that the combination of chemotherapy
and radiotherapy given preoperatively reduces rates
of local failure. Although the latter hypothesis was
clearly confirmed, no statistically significant dif-
ference in the incidence of distant recurrence or in
the rates of disease-free or overall survival could be
demonstrated. Given that the rate of local recur-
rence with preoperative chemoradiotherapy and
total mesorectal excision was only 6 percent, it is
possible that further progress in the prevention of

distant recurrences might be accomplished with
more effective chemotherapy. Phase 1 and 2 trials
of preoperative radiotherapy with concurrent cape-
citabine and oxaliplatin have been completed by our
group.1® This combination regimen should be test-
ed againststandard fluorouracil-based chemoradio-
therapy in subsequent trials.

With the increasing use of preoperative treat-
ment in patients with rectal cancer, accurate stag-
ing is needed to avoid unnecessary treatment of
early-stage tumors. The accuracy of endorectal ul-
trasonography is reported to be 67 to 93 percent for
the assessment of rectal-wall penetration and 62 to
83 percent for the determination of nodal status.*”
In our study, endorectal ultrasonography was man-
datory for pretreatment evaluation of the tumor.
Eighteen percent of patients in the postoperative-
treatment group, determined preoperatively to have
tumor penetration through the bowel wall (stage
T3 or T4 disease) or lymph-node metastasis, were
found to have stage T1 or T2, node-negative tumors
(i.e., TNM stage I disease) on pathological examina-
tion of the resected specimen. As experience with
this technique increases, the accuracy of staging
should improve. Moreover, innovative approaches,
including three-dimensional endosonography and
magnetic resonance imaging, may further improve
the accuracy of staging.*®19

In conclusion, although no survival benefit was
achieved with preoperative as compared with post-
operative chemoradiotherapy, we suggest that pre-
operative chemoradiotherapy is the preferred treat-
ment for patients with locally advanced rectal cancer,
given that it is associated with a superior overall
compliance rate, an improved rate of local control,
reduced toxicity, and an increased rate of sphincter
preservation in patients with low-lying tumors.
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APPENDIX

Other members of the German Rectal Cancer Study Group who participated in this study are as follows: Germany — F. Lindemann, G.
Schlimok, M. Kiiffner, A.-C. Voss, E. M. Meyer, H. Arnholdt, and T. Wagner (Zentralklinikum Augsburg, Augsburg); K.-H. Pfliiger, T. Wolff,
C. Schreiber, and A. Franke (DIAKO Ev. Diakonie-Krankenhaus, Bremen); S. Staar, W. Horn, U. Bonk, and P. Hanisch (Zentralkrankenhaus
Bremen, Bremen); P. Klaue, R. Mewes, W. Matek, D. Eichmann, H.-J. Romahn, G. Brinster, D. Latz, M. Alfrink, and H.-D. Zimmermann
(Klinikum Coburg, Coburg); H.D. Saeger, D. Ockert, T. Jacobi, C. Petersen, S. Friedrich, M. Dawel, and G. Baretton (Carl Gustav Carus Uni-
versitdt Dresden, Dresden); K. Ludwig, G. Hellmich, S. Petersen, J. Schorcht, N. Christen, H. Wolf, A. Freidt, G. Haroske, and J. Hensel
(Stddt. Klinikum Dresden-Friedrichstadt, Dresden); C. Schick and T. Papadopoulos (Universitit Erlangen-Niirnberg, Erlangen); H. Bock-
horn, B.H. Gorge, S. Steigerwald, M. van Kampen, M. Hutter, M. Altmannsberger, and B. Gollnick (Krankenhaus Nordwest, Frankfurt am
Main); C. Gog, E. Staib-Sebler, M. Lorenz (deceased), H.D. Bottcher, S. Schifer, K. Engels, and C. Fellbaum (Klinikum der Johann Wolf-
gang Goethe Universitit, Frankfurt); C. Burfeind, J. Kreutzer, C. Heuermann, L. Fiizesi, B. Sattler, and C. Jakob (Georg August Universitit
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Gottingen, Gottingen); H. Dralle and T. Sutter (Klinikum Krollwitz, Halle an der Saale); H.-J. Schmoll, D. Arnold, J. Dunst, T. Reese, H.-J.
Holzhausen, and U. Krause (Martin-Luther-Universitit Halle Wittenberg, Halle/Saale); J. Klempnauer, P. Piso, A. Warszawski, A. Ganser, P.
Schoffski, M. Manns, H.H. Kreipe, and S. Vornhusen (Medizinische Hochschule Hannover, Hannover); F. Kockerling, J. Rose, and H.
Kirchner (Klinikum Hannover-Siloah, Hannover); H. Ostertag and C. Briischke (Stddt. Krankenhaus Hannover-Nordstadt, Hannover); B.
Kremer, I. Vogel, J. Tepel, B. Kimmig, H. Ewald, W. Kloss, G. Kloppel, A. Solterbeck, and U. Solterbeck (Universitdtsklinikum Schleswig-
Holstein, Campus Kiel, Kiel); B. Feyerabend (Klinikum der Christian-Albrechts-Universitit zu Kiel, Kiel); R.-D. Filler, L. Woidy, M. Rath,
H.-J. Wypior, A. Holstege, W. Permanetter, H. Joswig-Priewe, and F. Leitl (Klinikum Landshut, Landshut); J. Hauss, H. Witzigmann, E.-H.
Kamprad, S. Miethe, and A. Tannapfel (Universititsklinikum Leipzig AR, Leipzig); E. Deltz, M. Volz, E. Mroczek, H. Held, T. Thomsen, M.
Beck, and S. Brackrock (Friedrich-Ebert-Krankenhaus, Neumiinster); H. J. Schlitt, A. Fiirst, L. Iesalnieks, M. Herbst, C. Schifer, F. Hof
stidter, and F. Bataille (Universitit Regensburg, Regensburg); W. Schumm (KKH Rendsburg, Rendsburg); P. Decker and W. Dornoff (Kran-
kenanstalt Mutterhaus der Borroméerinnen, Trier); J. Kriegsmann, K. Hinkeldey, and M. Otto (Pathologisches Institut, Trier); H. Ziihlke,
W. Janus, A. Gabler, and S. Kobylinski (Paul-Gerhardt-Stiftung, Lutherstadt Wittenberg); Austria — M. Jagoditsch and D. Schlapper (Kran-
kenhaus der Barmherzigen Briider, St. Veit an der Glan); H. Sabitzer (Landeskrankenhaus Klagenfurt, Klagenfurt); and M. Klimpfinger
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(Kaiser-Franz-Josef-Spital, Wien).
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