Faut-il prescrire de l'aspirine pour
prévenir I'apparition ou la récidive
du cancer colorectal ?
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Aspirine et carcinogenese colique
n vitro
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Aspirine et carcinogenese colique
In vivo

- Effet précoce des le stade de la formation
des cryptes aberrantes

+ Effet dose-dépendant
- Effet suspensif



Aspirine et cancer colorectal

Données observationnelles
Kune, 1988

> 90 études cas-témoins ou de cohortes

Diminution de 20 a 30% du risque d'adénome et
de cancer colorectal

- Dose, durée
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Récurrence des adénomes : Essais randomisés

No. events/No. examined (%) Risk ratio
Variable Aspirin Placebo Risk ratio (95% CI) P value

Any adenoma
AFPPS 300/721 (41.6) 171/363 (47.1) [ 0.88 (0.77 to 1.02)
CALGB 43/259 (16.6) 70/258 (27.1) 0.61 (0.44 to 0.86)
ukCAP 99/434 (22.8) 121/419 (28.9) 0.79 (0.63 to 0.99)
APACC 65/128 (50.8) 62/116 (53.4) 0.95 (0.75to 1.21)

All 507/1542 (32.9) 424/1156 (36.7) 0.83 (0.)2 to 0.96)

Advanced lesion

AFPPS 66/721 (9.2) 45/363 (12.4)
CALGB 71259 (2.7) 9/258 (3.5)
ukCAP 41/434 (9.4) 63/419 (15.0)
APACC 20/128 (15.6) 20/116 (17.2)
All 134/1542 (8.7) 137/1156 (11.9)

+

0.74 (0.52 to 1.06)
- 0.77 (0.29 to 2.05)
0.63 (0.43 to 0.91)

0.94.L0.51 to 1.60)
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Prévention primaire du CRC par aspirine
Essais prospectifs randomisés a visée vasculaire
en population a ris

ue vasculaire standard

Study name

Cook et al, [54]

Gann et al. [55]
Flossmann

et al. [42]

Peto et al. [56]

Target
population

Women

Male physicians
General
population
Male physicians

Intervention arm®

o Aspinn 100 me/48h
+ vitamin E (9,966)

o Aspirin 100 mg/48h
[9,968)

o Vitamin E (9,971)

o Aspirin 325 mg/48h
+ beta-carotene
(11,037)

« Aspirin 300-1200
me/day (1,632)

e Aspirin 300-500
me,/day (3,429

Control arm* Treatment  Follow-up
duration period

« Placebo (871) 10.1 years 10.1 years

o Placebo (11,034) D years 3 years
« Placebo (§17) 1-7 years 23 years
o Open (1,710)

5-6 years 23 years

RR = 1.01 at 10 years




Aspirine et cancer colorectal

Essais de prévention primaire en population a risque vasculaire accru
et de prévention secondaire a visée vasculaire

A Incidence Mortality
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Number at risk
Control 4043 3645 3149 2540 206 43 3653 164 2666 1
Aspinn 4030 2618 3095 2552 779 4030 362G 3114 2575 /85

Rothwell et al, Lancet 2010



Aspirine : mortalité par tout cancer

Essais de prévention primaire en population a risque vasculaire accru
et de prévention secondaire a visée vasculaire

Deaths due to cancer

Aspirin Control

Odds ratio (95% Cl)

]
I

BDAT®

UK-TIA
ETDRS®
SAPAT®

75/3429
21/1621
16/1856
10/1009

47/1710
23/814

14/1855
19/1026

079 (0-55-1-14)
0-45 (0-25-0-82)
1-14 (0-56-2-35)
0-53 (0-25-1-15)

TPTY 87/2545
JPAD™ 15/1262
POPADAD* 25/638

AAA™ 78/1635

104/2540
19/1277
31/638
90/1675

Total

p',ii;= 0(303' pﬂct=0-84

0-83 (0-62-1.11)
0-80 (0-40-1-57)
0-80 (0-47-1-37)
0-86 (0-63-1.17)

327/14035 347/11535 ‘ 0-79 (0-68—0-92)‘

-21% °

Odds ratio (95% Cl)

Rothwell et al, Lancet 2011



Aspirine : mortalité par tout cancer
Essais de prévention secondaire a visée vasculaire

Laffort
UK-TIA
Ogawa

Giannarini
TPT

CLIPS
FFAACS
SALT
Lewis
POPADAD
SAPAT

combined [random]

Relative risk meta-analysis plot (random effects)

e

-23%

1
7 2 5 70

relative risk (95% confidence interval)

71.70 (0.12, 10.47)
0.58 (0.29, 1.15)
0.80 (0.41, 1.55)

* (excluded)

0.83 (0.63, 1.10)
4.89 (0.51, infinity)
* (excluded)

0.67 (0.317, 1.46)

* (excluded)

0.87 (0.48, 1.34)

0.54 (0.25, 1.13)

0.77 (0.63, 0.95)

700

Mills et al, 2012



Aspirine : mortalité par tout cancer
Prévention primaire a visée vasculaire

en population a risque vasculaire accru

Mo, of
Outcome studies

Manfatal M| 4
Fatal M|

Tatal CHD
=iroke

Tatal CYD ewents
CVD mortality

Cancer martality

Moncancer, norvascular mortality
All-cause martality

Total hleeds

Montrivial bleeds

E
4
E
E
E
E
:
s
E
E
E

Mo of cases/

HI9/52145
229752145
1044152145
749752145
2107752145
74752145
127652145
750/49 914
431749914
1962752145
22 297150 365
533750 365

700 000 patients-années

Mo of cases/

participants, aspirin - participants, placeho

B41/50 478
£63/50 4786
1125/50 476
7a5/50 475
2171750476
B11/50476
1311750476
7248 207
S02/45 207
1933/50 476
15415/49 205
4712/49 208

Odds ratio (95% CI)

0.80 {0.67-0.96)
1 06 {0,831 37)
0.86 (0.74-1 01)
0.94 {0.84-1 06)
0.90 {0.85-0.96)
0.99 (0.85-1 15)
198 11 85-1 1101}
L0973 (0.84-1.07) |
0.00 (0.76-1.07)
0.94 (0.88-1 00)
)
)

170 (1.17-2.46
—a— 1.31 {1.14-1.50
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Kondapally et al, Arch Intern Med 2012



Prévention primaire : Suivi a long terme
Essai prospectif randomisé a visée vasculaire
en population a risque vasculaire standard

. Colorectal Cancer
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Follow -up,
Partldpants at risk, =
Asplirin 129 9324 19 442 18 268 17 2975 15 592 14 &17
Pla cebo 12 942 19 457 18 857 17 977 15 424 14 358

Cook et al, Ann Intern Med 2013




Aspirine et métastases

Essais de prévention primaire et secondaire a visée vasculaire

A Distant metastasis

S0 — E——— iri
= HRE OG54 (95% Ol O-45-0-84), p=0-001 _— Ccilr:l-:;;ll

2' = é é 1 12
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Contral FzE0 FROF aoEL o EF e Lo C,255 A102

Rothwell Lancet 2012



Aspirine apres cancer colorectal

Thun, 1991
Chan, 2009
Zell, 2009

Din, 2010
Coghill, 2011
Bastiannet,2012
Reimers, 2012

Walker, 2012
Mc Cowan, 2013

Domingo, 2013

Ng, 2015

Kim, 2015
Goh, 2015

Restivo, 2015

Cohorte
CPS

Cohortes
NHS & HPFS

Cohorte
CTS

Série de cas
Registre
Registre
Registre
Registre
Registre

Essai

Essai
CALGB 89803

Série de cas

Série de cas

Série de cas
Rectum RT

0.63 (0.44-0.89)
0.71 (0.53-0.95)
0.74 (0.54-1.01)

1.12 (0.90-1.39)
0.74 (0.60-0.92)
0.77 (0.63-0.95)
0.51 (0.38-0.70)

0.91 (0.82-1.00)
0.67 (0.57-0.79)

0.92 (0.60-1.42)
0.63 (0.35-1.12)

15 (1.01-2.28)
0.38 (0.17-0.84)

0.20 (0.07-0.60)

Propension

Uniquement colon

Colon proximal

Uniquement colon

Vioxx, PI3KCA




Aspirine apres cancer colorectal

B

Study

1D hr (95% C1)
Cardwell/2014

1.06 (0.92,
O S I - 9 McCowan/2013 0.58 (0,45

Chan/2009 0.71(0.53

Overall (I-squared=89.1%, p=0.000) 0.77 (0.52, 100.00

Note: Weghts are from random effects analysis

D

Study
18] hr (95% CT)
P ' .e - d Cardwell/2014 v 1.03 (0.9, 1.1°
McCowan/2013 0.96 (0.84, 1.11)

Coghill/2011 0.76 (0.61, 0.94)

Din/2010 1.03 (0.80, 1.31)
Zell/2009 ’ 0.62 (041, 0.94)
Chan/2009 1.05 (0.80

Owverall (I-squared=353.3%, p=0.057) 0.93 (0.82, 1.05) 100.00

Note: Weights are from random cffects analysis




Aspirine apres cancer colorectal

Post-diaghostic Colorectal cancer specific Unadjusted Adjusted® P
aspirin Usage deaths, n {%) Controls, n (%) OR (95% CI) P {for trend) OR (95% CI) {for trend)

All colorectal cancer UK Clinical Pmc’ruce Research [?a‘rqlmk
No. of prescrintions, low-dose 4794 patients avec CRC vs témoins

0 1164 (74.7) 5547 (73.7) 1.00 1.00
1 335 (25.3) 1983 (26.3) | 095 (0.84-1.09) 48  1.06(0.92-1.24)
No, of tablets, low-dose

i 1164 [74.7) 5547 (73.7) 1.00 28) 1.00
1-365 177 (11.4) 833 (1.9 | 1.03 086123 74 1.16(0.96-1.40)

366 218 (14.0) 1150 (15.3) | 089 0.76-1.068) 19 0.98(0.82-1.18)
No. of tablets per day
0 1164 (74.7) 5547 (73.7) 1.00 (21) 1.00

0-0.5 150 (3.6} 659 (3.8 | 1.09 080-1.33) 37 1.22(1.00-1.50)
0.5 245 (15.7) 1324 (17.6) | 0.88 (0.761. 42

:ASpirin withdrawal associated with poor prognostic
Aspirin continuation with better follow-up

carawell et al, Gastroenterology 2014




Aspirine apres cancer colorectal :
Effet de la mutation PI3K

1" Author, year of publication Cases/Total OSHR(95%Cl)  Weight (%)

PIK3CA mutated tumors:

Lliao X, 2012

A Colorectal Cancer-Specific Mortality, Mutant PIK3CA B Colorectal Cancer-Specific Mortality, Wild-Type PIK3CA
0.5 0.5+

ChaeY, 2013

Domingo E, 2013 14104

Kothari N, 2014 49/185

=

Fa
1

=

Tra
1

Reimers MS, 2014 9100 .
No aspirin use

—
-

;(_'! P<0.001 bylog-rank test

- Aspirin use 7
Chae Y, 2013 : , r P=0.76 by log-ranl test

Domingo E, 2013

=

o
1

=

ea
1

Summary Risk Estimate
(I-squared = 0.0%, p = 0.593)

Aspirin use
N

7

—
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P
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PIK3CA wild-type tumors:

Liao X, 2012 137803 Mo aspirin use

Probability of Death
Probability of Death

=

—
1

=

—
1

=
=
o]
=
0

Reimers MS, 2014

Summary Risk Estimate
(I-squared = 79.6%, p = 0.002)

Overall SRE ; 0.82 (0.63, 1.08)

R Liao et al, NETM 2012
-- Aspirin better 1  Aspirin worse > /Da/ea/"/ 67" a/, 20]5




Dukes C / high risk Dukes B colon cancer or

Aspirine apres
cancer colorectal

Standard adjuvant chemotherapy +
Radiotherapy

- Essais en cours :

gt [
- FFCD

- ALASCCA “
- NCT02607072

P 3 monthly follow-up for 3 years 3 monthly follow-up for 3 years
y TRANSCAN
S N S ( followed by followed by

6 monthly follow-up for 2 years 6 monthly follow-up for 2 years




Aspirine & autres cancers
Etudes cas-témoins et de cohortes

Oesophage (SCC) 2193 0.61 0.50-0.76
Oesophage/cardia (AdenoK) 3721 0.64 0.52-0.78

Estomac 4519 0.67 0.54-0.83
Pancreas 7877 0.91 0.83-1.01
Poumon 16 219 091 0.84-0.99
Endometre 3481 0.92 0.82-1.02
Sein Hh2 926 0.90 0.85-0.95
Ovaire 8940 0.91 0.81-1.01
Prostate 37452 090 0.85-0.96
Vessie 6982 0.95 0.83-1.07
Rein 5338 1.14 0.95-1.37




Posologie ?

Intéret des faibles doses

Deaths due to cancer OR {95% Cly

Aspirin Control
500-1200 myg daily] |
BDAT (500 mg) 593429 40/1710 —— 073 (0-43-110)
UK-TI& (1200 mg) 11/821 16/817 C) 068 (031-147)
Subtotal 70{4250 L6f2527 —_— 0.72 (0-50-1.03)
75-300 my daily ] ;
UK-TIA (300 mig) 81811 16/817 lI 050 (0-21-1.17)
TPT (75 mg) 342545 5512540 —— 0-61 [0-40-0-94)
SALT (75 mag) 71676 10/684 - 071(0-27-1-86)
Subtotal 49/4032 8174041 < 0-60 {0-42-0-86)
Total 119/8287 121/5751 = 0-66 {0-51-0-85)

0 1 2

Rothwell, Lancet 2010




Risques lié a I'aspirine
- Ulceres GD

- Hémorragie digestive +
- Hémorragie significative : HR = 1.55 (CI 1.27-1.90)
- 1 a 2 épisodes/ 1000 personnes-années
- Risque moindre pour les faibles doses ?

- Hémorragie intracérébrale ++

- HR = 1.43 (CI 0.85-2.42)
- 1a 2 / 10 000 personnes-années



Balance bénéfice/risque

Hypothese : 10% de reduction de mortalité spécifique
a 157 [ Monfatal bleeding B()_HQ years Fema|e3 65-74 year's

P vascular death
[[] Monfatal rmyocardial infarction jor stroke
Pl Al cancers 7

[
]
|

Boyear risk (%)

tn
I

| | I |
A A = =

50-59 years 65-74 years

11.0%
9.9%

Boyear risk (%)

0.5% o o

R |

A - A C

Bleading Cardicvassular i Cardicvasscular Cran cer

dizease disease
Thun et al, 2012
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Effet préemptif de I'endoscopie
sur l'apport attendu de I'aspirine

1 I ‘ 1 1
1000 2000 3000 4000

Cost per person, S

€ NO screening

W Aspirin

A Sigmoidoscopy

[] Aspirin/sigmoidoscopy
X Colonoscopy

® Aspirin/colonoscopy

Hassane et al, Gut 2012



Aspirine et Polypose adénomateuse

Outcome measures No. of observations RS versus non-RS Aspirin versus nonaspirin

(no. of patients)
CAPP]- Relative risk® (95% CI) P Relative risk (95% CI) P

otal number of polyps 215 (116) 1.05 (0.73-1.49) 0.80 ID.?‘?‘ (0.54-1.10) 0.16
in rectum and sigmoid

Table 2. Number of subjects with reduced polyps in aspirin and pla-
cebo groups.

Aspirin group Placebo group

(number of (number of

subjects subjects 95 %

with reduced  with reduced Response Confidence
polyps/total) polyps/total ratio interval

All subjects F7 3/17 2.33 0.72-7.55
Subjects with mean polyp diameter at baseline

<2 mm 5/14 0/11 P = 0.046"

=2 mm 2/3 3/6 1.33 0.43-4.13 Before After
Polyp height 10/17 5/17 2.00 0.87-4.62 Aspirin group

Colorectal polyp diameter

Burn, Cancer Prev Res 2011
Ishikawa, 2013




Aspirine et Lynch

Aspirin Placebo
Variable (N=350) (N=343) P Value

Development of neoplasia— no. of patients (%)

No neoplasia 284
18.9)
16.0)
1.4)
1.4)
7.4)

Neoplasia

L
oo
L

Adenoma only

Adenoma and colorectal cancer

L
o
L

66 |

56 (
Colorectal cancer only 5(1.

5 (

Advanced adenoma or colorectal cancer 26 (

HRO41(95%1019-086) 4
Neoplastic burden — mm- P=0'02
Mean 8.7

Range 0.4-68
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600 mg par jour pendant 29 mois

~
1

Years since CAPP2 entry

Burn, NEJM 2008 & Lancet 2011
Ouakrim et al, INCI 2015




Aspirine et Cancer colorectal :
Synthese

faible (75-300 mg)

le plus longtemps possible
de 50 a 75 ans

Population générale Non

Population a risque vasculaire accru | Oui (USPSTF 2015)
(>].Oo/o)

Patient avec adénome avancé Non ?

Patient avec cancer du colon Non (Essai)
Patient avec un syndrome de Lynch Non (Essai)
Patient avec une PAF Non




