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1. PREAMBULE

Le cancer colorectal est un probleme de santé publique important. Chaque année on
dénombre plus de 40 000 nouveaux cas de cancer colorectal et 17 000 déces lui sont attribués.
Il s’agit de la 2°™ cause de mortalité par cancer chez la femme et de la 3*™ chez I’homme (1).
L’amélioration des techniques chirurgicales, et anesthésiques, I’introduction de la
chimiothérapie adjuvante pour les cancers de stade III ont permis d’améliorer le pronostique,

mais celui-ci reste sombre dés que I’évolution de la maladie se fait au-dela de 1’organe (2)

Ainsi, alors que la survie a 5 ans est d’au moins 90% chez les patients atteints d’un cancer
colorectal de stade I, elle reste inférieure a 5 % chez les patients ayant un cancer de stade IV
(métastases a distance). Plus de la moitié des patients ont un cancer de stade Il ou Il au
moment du diagnostic. Parmi eux plus d’un tiers vont récidiver dans les 5 ans suivant la
chirurgie. Les récidives sont essentiellement de type métastatique, les rechutes locorégionales
étant rares dans les cancers coliques (3) L’apparition des métastases metachrones est lié a la
progression cellules cancéreuses résiduelles infra cliniques (micro métastases), indétectables
avec les moyens d'investigation actuel déja présente lors de la maladie initiale et jusqu’alors

contenues par le systeme immunitaire.

Le traitement de chimiothérapie adjuvante a pour but d’éradiquer ces éventuelles cellules
tumorales résiduelles pour diminuer le risque de récidive post opératoire. 1l est donc réalisé
dans un but curatif, en complément d'une exérese chirurgicale macroscopiquement complete,
avec des marges de section saines a l'examen anatomo-pathologique et un curage

ganglionnaire comprenant au moins 12 ganglions (4).

Chez les patients opérés d’un cancer de stade III I’intérét de la chimiothérapie adjuvante
est établi (5). Par contre pour les cancers ne présentant aucun envahissement ganglionnaire il

n’existe aucune preuve du bien fondé d’un tel traitement. Une indication de chimiothérapie
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peut cependant étre discuté en réunion de concertation pluridisciplinaire, chez les patients
porteurs d’un cancer de stade II sans instabilité micro satellitaire avec des facteurs pronostic
péjoratifs : tumeur T4, analyse de moins de 12 ganglions, présence d’emboles veineux,
périnerveux et/ou lymphatiques, tumeur peu différenciee, perforation et pour certains experts
occlusion révélatrice. Des facteurs prédictifs biologiques basés entre autres sur I’analyse
moléculaire des tumeurs devraient a court terme étre adjoints a ces facteurs cliniques (LOH,

infiltrat lymphocytaire péri-tumoral, mutation B Raf). (4)

Au cours des 15 dernieres années, le développement de différents schémas de
chimiothérapie a été associé a une amélioration tres significative du pronostic du cancer colo-
rectal (5). En 1989, une premiére publication de la Mayo Clinic et du groupe américain
NCCTG (6) montre l'intérét d'une chimiothérapie complémentaire a base de 5-FU associé a

du Iévamisole pendant un an avec une amélioration de la survie de 12%.

Dés la fin des années 90, le protocole LVsFU, a été montré aussi efficace et beaucoup
mieux toléré, il a été depuis lors la chimiothérapie de référence pour cette indication. Enfin au
début des années 2000 I’adjonction d’oxaliplatine a ce dernier protocole a montré un bénéfice

significatif de ’ordre de 5% a 6 ans par rapport au LVsFU; seul (7).

Le FOLFOX pendant 6 mois est le traitement adjuvant recommandé par le Thésaurus
National de Cancérologie Digestive (TNCD) pour les patients opérés dun cancer du colon de
stade I11. Un essai thérapeutique international de phase Il de désescalade thérapeutique est en
cours d’analyse pour savoir si une réduction de cette chimiothérapie adjuvante a 3 mois

pourrait suffire (8)

La chimiothérapie adjuvante, indiquée dans les cancers coliques de stade Il est
habituellement prescrite dans un délai de 4 a 8 semaines suivant la chirurgie a visée curative.

Le Thésaurus National de Cancérologie Digestive stipule d’ailleurs que cette chimiothérapie

14



doit étre « commencée si possible avant le 42%me jour postopératoire ». Cependant, ce délai
peut étre différé en pratique clinique pour diverses raisons telles que : complications

postopératoires, retard de prise en charge ou manque de compliance des patients.

Plusieurs séries hospitalieres(9-13) et deux grandes méta-analyses (14,15) ont
estimé qu’il y avait un bénéfice a démarrer la chimiothérapie adjuvante dans les 8 semaines
apres la chirurgie. Dans ces études le retard d’introduction de la chimiothérapie au-dela de 8
semaines apres la chirurgie a montré une diminution significative de la survie globale mais
pas d’effet sur le risque de récidive.

Cependant ces études portant sur des populations sélectionnées présentent de
nombreux biais : elles mélent souvent les localisations coliques et rectal (ou I’indication de la
chimiothérapie adjuvante n’est toujours pas démontrée), incluent souvent des stade Il et sont
issus de centre de référence ou la population est toujours sélectionnée. Enfin les auteurs ne
s’accordent pas sur le cut-off utilisé (de 4 a 12 semaines).

Il n’y a actuellement aucune preuve que la mise en ceuvre d’une chimiothérapie
adjuvante tres précoce (a savoir 4-6 semaines post-chirurgie) soit associée a de meilleure
résultats. Seules deux études sur des populations bien définies, 1’'une canadienne et 1’autre
néerlandaise ont permis de montrer un gain sur la survie a démarrer une chimiothérapie
adjuvante dans les 8 semaines. Cependant aucune de ces étude n’a montré d’intérét a diminuer

ce délai en terme de survie ou de risque de récidive (16,17).

Les registres de population ont été défini par le Comité National des Registres comme
des structures épidémiologiques réalisant I'enregistrement continu et exhaustif des cas d'une
pathologie donnée et qui, a partir de cet enregistrement, effectuent seules ou en collaboration
avec d'autres équipes des études visant a améliorer les connaissances concernant cette

pathologie. Le premier objectif d'une telle structure et d'étudier la fréquence de ces maladies.
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Mais les registres de cancers représentent un moyen privilégié pour évaluer les politiques de
santé, pour réaliser des enquétes a visée étiologique ou évaluer Il'intérét des actions de
dépistage ou de prévention. L'objectif de notre étude est de décrire le délai de mise en ceuvre
d’une chimiothérapie adjuvante apres la chirurgie curative pour un adénocarcinome colique
stade III traités par chimiothérapie entre 2004 et 2012, et ’impact de ce délai sur la survie et
la récidive a partir de la base de données du registre Bourguignon des cancers qui enregistre

tous les cas de cancer digestifs en Cote d’Or et en Sadne et Loire depuis pres de 40 ans.
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. ARTICLE

DELAYING THE INTRODUCTION OF
ADJUVANT CHEMOTHERAPY IMPAIR
COLORECTAL CANCER SURVIVAL. THE
SOONER IS THE BETTER?

A FRENCH POPULATION-BASED STUDY
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2.1.ABSTRACT

Backgroud and Aims: efficacy of adjuvant for colon cancer chemotherapy on survival could
be diminished over time. To describe the chemotherapy delay for colon cancer resected for

cure, and to assess outcomes (survival and recurrence)

METHODS: We selected from the population-based cancer registry of Burgundy (France)
673 stage Il colon adenocacinoma between 2004 and 2012, treated by adjuvant
chemotherapy. Timing of adjuvant chemotherapy was subdivided into 3 categories (< 6, 6 -8,
> 8 weeks). Multivariable regressions were performed to assess the influence of independent
factors on the probability of starting treatment. Univariate and multivariate 5-year survival

analyses were performed. We also investigate 5-year recurrence rate.

RESULTS: Median time to initiating chemotherapy was 6 weeks. Nearly 28% of cases
received chemotherapy between 6 and 8 weeks and 22% after. Factors significantly associed
with a delayed chemotherapy were age, having a total colectomy and having a higher charlson
score. Patients treated by chemotherapy more than 8 weeks after surgical procedure had a
significant lower net survival than those treated within 8 weeks, (83.2% vs. 69.0% (p=
0.013)). We did not show a significant difference between patients treated before 6-week and
those treated 6 to 8 weeks after surgery. The recurrence rate was not impacted by the

chemotherapy delay.

CONCLUSION: Delayed chemotherapy after 8 weeks was associated with a decrease of 5

years survival. However recurrence rate was not impacted by the delay.
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2.2, INTRODUCTION

Colorectal cancer is the third most frequent cancer in France. In 2012 42,000 new cases
were diagnosed, and it was responsible for 17,000 deaths (1). Since the 1990s, colon cancer
management has improved, leading to increased survival (2). We have shown using
population-based data that there was a striking increase in 10-year survival in particular for
stage Il colon cancers (3), which is in agreement with the beneficial effect of adjuvant
chemotherapy demonstrated in clinical trials (4-6). Adjuvant chemotherapy is now routinely
recommended for all Stage 111 colon cancers (7). Chemotherapy can probably cure patients by
treating residual micrometastatic disease. Usually this adjuvant chemotherapy should begin
within two months after surgery (8). However, this treatment can be delayed by several
factors (post-operative complications, compliance). Several hospital-based series and two
major meta-analyses have determined that adjuvant chemotherapy should be started within 8
weeks after surgery. In these studies, delaying the initiation for more than 8 weeks after
surgery significantly decreased overall survival OS but not the recurrence risk. Population-
based studies using data from registries, which record all cases in a well-defined population,
are the best way to assess the epidemiological characteristics, management and real prognosis.
Two largest studies from the SEER (9)(Surveillance Epidemiology and End Results)
database, one older study on more than 4000 stage 111 colon cancers and the other recent study
on more than 6000 rectal cancers. Both studies found that delaying adjuvant CT resulted in a
statistically significant decrease in survival. However, no study has attempted to determine
what the impact in terms of survival was. The objective of this study was to describe time
trends in the treatment, delay, and prognosis of colon cancer in a well-defined French

population over a 34-year period.
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2.3. MATERIALS AND METHODS

2.3.1. Patients

A population-based cancer registry records all digestive tract cancers in two
administrative areas in Burgundy (France): The Cote d’Or and the Saone et Loire (1,078,864
inhabitants according to the 2009 census). Information was collected from public and private
pathology laboratories, university hospitals and general hospitals, private hospital surgeons,
gastroenterologists, medical oncologists, radiotherapists, administrative hospital database,
general practitioners, Regional Health service database and death certificates. Since the latter
are somewhat unreliable, no case was recorded through death certificates alone, but these are
used to identify missing cases. The quality and completeness of the registry is certified every
4 years through an audit carried out by the National Institute for Health and Medical Research
(INSERM) and the National Public Health Institute (InVS). Given the multiple sources of

information we assumed that nearly all newly diagnosed cases were recorded.

Cancers were classified according to the International Classification of Diseases, 10th
revision (10). Cancer extension at the time of diagnosis was classified according to the TNM
classification, 1997 (11). All patients diagnosed with stage 111 colon adenocarcinoma between
2004 and 2012 and recorded in the registry were included in the analysis. During the study
period, 5 236 colon adenocarcinomas were registered, and 1 108 were classified as stage I,
1 069 underwent curative resection, and 47 were excluded for an associated cancer. Among
the 1022 patients included, 310 have not receipt chemotherapy. 6 patients were excluded
because they had received pre-operative chemotherapy and also 33 other patients because
delay between surgery and chemotherapy was unknown. A total 673 (80%) patients were

analysed.
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2.3.2. Studied variables

For each case of cancer, sex, age, year at diagnosis, number of lymph nodes harvested,
residence area, treatment and stage at diagnosis were recorded. Comorbidities at the time of
diagnosis were listed by using the Charlson index (12). Individuals were classified into groups
based on of 0, 1, or > 2. Colon cancer surgical procedures included right or left hemi
colectomy, segmental colectomy and total colectomy. For each patient, we define the time
between surgery and initiation of chemotherapy by calculating the interval in week from the
date of curative surgery to the date of initiation of chemotherapy treatment and we
categorized patients into 3 categories: Those for whom the interval was < 6, ]16-8[, and > 8
weeks. Urgent surgery was defined as a resection in a patient who presented to an emergency

room with bowel obstruction or perforation that necessitated an immediate operation.

Data on vital status were provided by death certificates, the National Repertory of
National Person Identification (RNIPP), registrars of the place of birth or from practitioners.
The life status was known for 672 cases (99,9%) at 31st December 2015. Information on
recurrence was available for 98,0% of patients between 2004 and 2009 among resident

patients of one of the administrative area (Cote d’Or: 500 000 Inhabitants).
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2.3.3. Statistical Analyses

Univariate analyses were performed. The association between categorical or
quantitative data was analysed by using Chi square or Student’s test for heterogeneity. The
level of statistical significance was set at p = 0.05 in two-sided tests. The statistical analysis
was conducted in patients according to the time between surgery and initiation of

chemotherapy in categories as defined.

Net survival was estimated among patients having chemotherapy. It was calculated
from the date of diagnosis of primary colon cancer. Net survival is defined as the survival that
would be observed if cancer was the only possible cause of death. The recently described
Pohar Perme estimator has been shown to estimate unbiased net survival and thus to provide
information that is not affected by deaths unrelated to the cancer (13). The expected mortality
rates (necessary for this estimator) were calculated from life-tables defined by age, sex, year
of diagnosis, and Department of residence (French administrative area). The National
Statistics Institute provided these life-tables. We calculated net survival at the time of
diagnosis using this new Pohar Perme estimator. Multivariate analyses were performed using
a relative survival model. The significance of covariates was tested by the likelihood ratio

test.

Analyses were carried out using Stata Statistical Software (Version 12.1, East College
Station, TX, USA) and R.2.14 software (R Foundation for Statistical computing, Vienna,

Austria).
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2.4. RESULTS

Among the 673 patients receiving adjuvant chemotherapy for a stage Il colon
adenocarcinoma 54% were men. Median time to initiating chemotherapy was 6 weeks. The
waiting time to initiating adjuvant chemotherapy is represented among figure 1.
Characteristics of patient according the initiation delay of chemotherapy are described in table
1 by defined intervals. Nearly 50% (49.8%) of the cases received chemotherapy before six-
weeks. The proportions of cases receiving chemotherapy between 6 and 8 weeks and after 8
weeks were respectively 27.9% and 22.2% of the cases. Time to chemotherapy was
significantly longer for patients aged 75 years or more than for younger patients (p= 0.0006).
According to the surgical procedure, patient having a total colectomy were treated
significantly later than hemi or segmental colectomy. Patient having a higher Charlson score
had a significant longer delay to initiation of chemotherapy. Although all groups had similar
extent after surgery (stage Ill), there was no significant differences concerning diagnosis
mode, T stage, the number of invaded nods and chemotherapy initiation delay. Compared to
the shorter intervals group patient having a total colectomy were treated significantly later by
chemotherapy. Following multivariable adjustments independent predictors for delay include

age more than 75-years, and T stage (table 3).

Overall 5-years net survival rate was 80 % (table 2). Patients treated by chemotherapy
more than 8 weeks after surgical procedure had a significant lower net survival than those
treated within 8 weeks, respectively 83.2% and 69.0% (p= 0.013). We did not show a
significant difference between patient treated before 6-week and between 6 to 8 weeks.
Survival was significantly associated with the patient age, and stage at diagnosis. Survival

was higher among patients diagnosed within a colorectal cancer screening campaign than for
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those diagnosed with symptoms or in emergency, respectively 89.7%, 64.0%, and 64.0% (p=
0.03). As there was a strong correlation between treatment and stage at diagnosis, these two
variables were not included together in the multivariate survival analysis. Compared with
patients treated less than 8-weeks after surgery, the excess risk of death was twice higher
treated the later (IC (1.1-3.2) p= 0.016). Following multivariable adjustments, independents
predictors of death included emergency surgery (1.9 IC (1.1-3.2) p=0.02), and node stage

(N2a 3.8 (IC 1.9-7.5); N2b 7.2 (IC 3.5-14.8) p<0.0001).

The initiating delay does not impact significantly the recurrence rate (table 4).
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2.5. DISCUSSION

This study is noteworthy in that it describes the management of adjuvant
chemotherapy for stage 11l colon cancers at a population level. Its strength was to examine, in
an area with a population of over 1 million people, a series of cases recorded in a cancer
registry, where almost all cases are confirmed, with complete follow-up. All data were
collected in a consistent fashion regardless of the time period or place of diagnosis. This study
was therefore carried out without selection bias. Another strength of this study is that it

reports net survival rates using the unbiased Pohar Perme estimator of net survival (13).

We describe the management of adjuvant chemotherapy for stage 11l colon cancer at
the community level. Results from this study, indicated that France stood among countries
with the highest survival in Europe (14). It is widely accepted that adjuvant chemotherapy the
standard of care for stage Ill colon cancer, after curative resection, to decrease recurrence

rates and improve overall survival (15) (16)

We identified factors that influenced the probability of starting adjuvant chemotherapy
beyond 8 weeks, and studied the effect of the timing of adjuvant chemotherapy on survival.
We found that initiating adjuvant chemotherapy beyond 8 weeks was associated with a
decrease in OS, even when relevant prognostic factors were taken into account. However, the
timing of adjuvant chemotherapy had no effect on net survival rates when this was started
anytime within 8 weeks of surgery. We also found that the timing of adjuvant chemotherapy
had no effect on 5-years recurrence rate. The interval between resection and chemotherapy

may provide opportunities for micrometastases to proliferate. Indeed the resection of the
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primary tumor might lead to accelerated growth of micrometastases by stimulating neo-
angiogenesis and increasing the release of circulating growth factors (17). Moreover, surgery
might suppress cytotoxic T-cell and natural killer cell activity, enabling the growth of
micrometastases(18) . Furthermore, drug sensitivity of tumors is related to their spontaneous
mutation rate, which is a function of time (19). Finally, the effectiveness of a given
chemotherapeutic regimen is inversely proportional to the tumor burden, suggesting that
delaying AC initiation could be detrimental because of increasing tumor size.

This study did not highlight benefit in patients precociously treated (<6 weeks)
compared to those treated between 6-8 weeks. Some studies have reported different outcomes,
but have enrolled an heterogeneous population including rectal cancers (20-22) or stage 1l
colon cancer (23) . Until now, there is no evidence that adjuvant chemotherapy is useful
neither for stage 11 colon cancers (24) nor for rectal cancer (25). These studies are thus based
and their results cannot be taken into account. In this study only stage Il colon cancer were

included.

This study confirms that to exceed a period of eight weeks between surgery and
adjuvant chemotherapy decreased five-years survival. This is in agreement with the results

from meta-analyses (26) and from population based studies (27) (28).

We don’t show a difference between beginner treatment within 6 weeks versus
between 6 and 8 weeks. Some studies have reported different cut off but it had a different
definitions of the delay between surgery and start of chemotherapy (29), were more
heterogeneous concerning the patients enrolled including rectal cancers patients (20-22) or
high-risk stage Il colon cancer patients (23) .

Chemotherapy delays were longer than those reported previously in hospital-based
series (28). This discrepancy is not surprising. Hospital data are provided by specialised units

and as such cannot be used as a reference. In the present study 22% patients received

27



chemotherapy more than 8 weeks after surgery. This repartition was comparable to those of
other population-based studies in the Netherland (27) and in the US (9), respectively 14% and
19 %.

Almost 30% of patients were aged 75 years or more in our study. In hospital-based
statistics, age at diagnosis is generally lower than in our study, suggesting that older patients
are rarely seen in specialised centres (28). As expected, age, a complicated surgery and
Charleson comorbidity score were the main risk factors for delaying adjuvant chemotherapy
beyond 8 weeks adjuvant chemotherapy. These findings are comparable with other studies
(30-32) (10,11,12). Differents study found that surgical complications are independently
associated with a delay in adjuvant chemotherapy for stage Il colorectal cancer. These data
suggest that complications of colorectal surgery may affect both short- and long-term cancer
outcomes (33). Postoperatives complications are more common in older patients, those who

have undergone serious surgery, or those with more comorbiddity (33).

Even when those factors were taken into account, initiating adjuvant chemotherapy

beyond 8 weeks was associated with poorer survival.

The recurrence rate did differ for patients treated with the most important delay in this
study. It may be related to a poorer survival leaving not enough time in patients treated in the
latter group. We used a net survival model that minimizes the effects of age on the estimation
of survival at 5 years. However, in our study survival was not associated with the comorbidity

index, but only with patient’s age.

In conclusion, we confirm that the initiation of adjuvant chemotherapy in stage Il colon
cancer within 8 weeks of surgery. Delayed administration of adjuvant chemotherapy is
associated with an inferior survival. However, our data shown no impact of delay on 5-years

recurrence rate.
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TABLE 1: Association between week to initiation of chemotherapy and patients
characteris

Week to chemotherapy

< 6 weeks 2 6 weeks - < 8 weeks 2 8 weeks
n = 335 n = 188 n = 150
N % (n) % (n) % (n) p-value
Age
<75 479 51.8 29.9 18.4
2 75 194 44.8 23.2 32 0.0006
Gender
Male 365 50.7 26 23.3
Female 308 48.7 30.2 21.1 0.4658
Diagnosis
Symptom 409 50.9 26.6 22.5
Screening test 127 52 27.6 20.5
Emergency 85 47.1 27.7 20 0.7664
Other 51 41.2 27.8 27.5
Clinical trial
Yes 59 35.6 28.8 35.6
No 552 50.9 28.3 20.8 0.0207
Stage
T1-T2 98 48 32.7 19.4
T3-T4 575 48 27.1 22.8 0.4908
Type of surgery
Right hemicolectomy 247 50.6 27.9 21.5
Left hemicolectomy 271 44.7 31 24.4
Segmental colectomy 139 61.9 20.9 17.3
Total colectomy 14 14.3 42.9 42.9 0.0052
Charlson comorbidity scores
No 592 51.5 26.9 21.6
chalerton 81 37 38.8 27.2 0,0492
Obesity
No 605 50.9 27.4 21.6 0,2065
Yes 68 39.7 32.3 27,9
Node
Nla 250 50.4 24.8 24.8
N1b 218 46.3 34.9 18,8
N2 128 50.8 26.6 22.7
2 0.1627
N2b 77 55.8 20.8 23.4
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five-year net survival

TABLE 2: Univariate and multivariate five-years

five-years multivariate survival

% (95% CI) p-value HR (95% CI) p-value

global 80.07 (75.82-84.33)
Week to chemotherapy 1

< 6 weeks 82.99 (77.2-88.79) 1.43 (0.85-2.4) 0.172
[6-8] weeks 83.43 (76.07-90.8) 1.88 (1.12-3.106) 0.018
2 8 weeks 68.9 (58.51-79.29) 0.056
Gender 1

Male 81.24 (75.25-87.23) 0.8 (0.51-1.23) 0.307
Female 78.71 (72.74-84.68) 0.903
Age 1

<75 82.3 (77.94-86.67) 1.63 (1.02-2.6) 0.043
2 175 74.74 (64.96-84.53) 0.028
Emergency 1

No 1.88 (1.1-3.22) 0.022
Yes 64.02 (50.02-78.02)
Stage 1

T1-T2 91.35 81.77-100.93) 2.21 (0.75-6.53) 0.15
T3-T4 78.15 (73.47-82.82) 0.023
Node 1

Nla 91.5 (85.34-97.66) 1.77 (0.85-3.68) 0.125
Nlb 83.52 (76.25-90.79) <0.001 3.75 (1.86-7.54) 0
N2a 67.23 (56.94-77.51) ' 7.15 (3.46-14.8) 0
N2b 55.61 (42.34-68.87)
Obesity

No 80.41 (75.94-84.88)

Yes 76.42 (62.41-90.43) 0.564
comorbidity score

0, 1 80.12 (75.7-84.54)

22 79.73 (66.04-93.41) 0.932
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TABLE 3: Multivariate analysis of delay between surgery and initiation of

chemotherapy
HR (95% CI) p-value

Age

<75 1

2 75 2.01 (1.31-3.08) 0.001
Gender

Male 1

Female 0.92 (0.61-1.38) 0.671
Type of surgery

Left hemicolectomy 1

Right hemicolectomy 0.9 (0.59-1.30) 0.6018
Total colectomy 7.24 (1.42-36.95) 0.017
Charlson comorbidity score

No 1

Comorbidity 2.08 (1.18-3.66) 0.011
Obesity

No 1

Yes 1.8 (0.95-3.38) 0.07
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TABLE 4: Five-years recurrence rate

% (95% CI) p-value

Week to chemotherapy

<8 weeks 32,43 (0,2558-0,4055)

2 8 weeks 41,26 (0,2795-0,5783) 0,1924
Week to chemotherapy

< 6 weeks 27,96 (0,1969-0,3878)

[6-8[ weeks 37,17 (0,2623-0,5083) 0,1511

2 8 weeks 42,4 (0,2974-0,5777)

Five-yers recurence rate
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5. CONCLUSIONS

Le cancer colorectal est le cancer digestif plus fréquent et 2°™ cause de décés par cancer
en France. L’efficacité de la chimiothérapie adjuvante a été démontrée dans I’augmentation de
la survie a 10 ans. Elle fait maintenant partis du traitement de référence des cancers du c6lon
de stade Ill. Le Thesaurus National de Cancérologie Digestive recommande de débuter la
chimiothérapie adjuvante dans les 2 mois suivant la chirurgie. Cependant aucune étude n’a
testé le délai de mise en ceuvre de la chimiothérapie adjuvante. Ce traitement peut étre retarde
par différents facteurs liés aux patients (comorbidité, mode de présentation de la maladie, ...)
ou aux traitements (anesthésie, complications chirurgicales, ...).

L'objectif de notre étude est de décrire le délai entre la chirurgie et la mise en ceuvre de la
chimiothérapie adjuvante, et d’étudier I’impact de celui-ci sur la survie et la récidive dans une
population bien définie (patients enregistrés dans le registre Bourguignon des cancers
digestifs entre 2004 et 2012 pour un adénocarcinome colique stade Il traités par
chimiothérapie).

Une analyse multivariée a été réalisée pour identifier les facteurs indépendants
influencant le délai de traitement. L’analyse des taux de survie a 5 ans a été réalisée en uni et
multivariée. Et les taux de récidives a 5 ans ont été étudiés.

Sur les 673 patient inclus 49,8 % ont recus la chimiothérapie adjuvante dans les 6
semaines suivant la chirurgie, 27,9 % 1’ont regu entre 6 et 8 semaines et 22,2 % plus de 8
semaines apres la chirurgie. Le delai de traitement était significativement plus long pour les
patients de plus de 75 ans, ceux ayant subi une colectomie totale, ainsi que pour les patients

ayant un score de comorbidités de Charlson élevé. Le mode de diagnostic, et le stade de la

maladie (T et N) n’avaient d’influence significative sur le délai de traitement.
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La survie nette globale a 5 ans était de 80%. Les patients traités par chimiothérapie plus de 8
semaines apreés l'intervention chirurgicale ont eu une survie nette significativement inférieure
a ceux traités dans les 8 semaines, respectivement 69,0% et 83,2% (p = 0,013). Nous n’avons
pas montré de différence significative de survie entre les patients traités avant 6 semaines et
ceux traités entre 6 et 8 semaines. La survie était significativement plus élevée chez les
patients diagnostiqués au sein d'une campagne de dépistage du cancer colorectal que chez les
patients diagnostiqués avec des symptdmes ou en cas d'urgence, respectivement 89,7%,
64,0% et 64,0% (p = 0,03). Les facteurs indépendants associés a une augmentation du risque
de déces étaient la chirurgie en urgence (1,9 IC (01.01 a 03.02) p = 0,02) et le stade
ganglionnaire (N2a 3,8 (IC 1/9 a 7/5); N2b 7.2 (IC 3,5 a 14,8) p <0,0001). En analyse
multivariée les patients traités plus de 8 semaines aprés la chirurgie avaient un risque de déces
deux fois plus que les autres (IC (01.01 a 03.02) p = 0,016). Les taux de récidive a 5 ans ne

différaient pas en fonction du délai de mise en ceuvre de la chimiothérapie adjuvante.

En conclusion le retard de mise en ceuvre de la chimiothérapie adjuvante plus de 8
semaines apres la chirurgie est associé a une diminution de la survie & 5 ans. Cependant nous
n’avons pas mis en ¢évidence d’impact du délai de mise en ceuvre de la chimiothérapie

adjuvante sur le taux de récidive.
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RESUME :

L’efficacité de la chimiothérapie adjuvante pour cancers coliques stades III dépend du
délai de mise en ceuvre de celle-ci. L'objectif de cette étude de population est de décrire le
délai entre la chirurgie et la chimiothérapie adjuvante, et I’impact de celui-ci sur la survie et la
récidive.

Nous avons inclus 673 patients avec un adénocarcinome colique stade Il traités par
chimiothérapie enregistrés dans le registre Bourguignon des cancers digestifs entre 2004 et
2012. Le temps entre la chirurgie curative et l'initiation de la chimiothérapie adjuvante a été
classé en 3 catégories : <6, entre 6 et 8, > 8 semaines. Une analyse multivariée a été réalisée
pour identifier les facteurs indépendants influencant le délai de traitement. Le taux de survie a
5 ans a été calculé en analyse uni et multivariée.

Le temps médian introduction de la chimiothérapie adjuvante était de 6 semaines, 28%
des patients inclus ont recus de la chimiothérapie entre 6 et 8 semaines et 22% apres 8
semaines. Le délai de traitement était significativement plus long pour les patients de plus de
75 ans, ceux ayant subi une colectomie totale ainsi que pour les patients ayant un score de
comorbidité de charlson élevé. Le mode de diagnostic, la taille de la tumeur, le nombre de
ganglion atteint n’avaient de différence significative sur le délai de traitement. Les patients
traités plus de 8 semaines aprés la chirurgie avaient une survie a 5 ans significativement plus
faible que ceux traités dans les 8 semaines apres la chirurgie (83,2% vs 69,0% (p = 0,013)).
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chimiothérapie adjuvante.

En conclusion le retard de mise en ccuvre de la chimiothérapie adjuvante plus de 8
semaines apres la chirurgie est associé a une diminution de la survie a 5 ans. Cependant nous
n’avons pas mis en évidence d’impact du délai de mise en ceuvre de la chimiothérapie
adjuvante sur le taux de récidive.
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