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IS Colorectal Cancer Preventable?

Apparently

 International & temporal variation
o Migrant studies: rapid changes
» Risk factors — exercise, NSAIDs
« CLINCAL TRIAL FINDINGS




Cancer Prevention

General Possibilities

 FIind precursors — take them out

e Lifestyle changes
o Chemoprevention: Supplements, Drugs




Prevention of Colorectal Ca

Removal of Adenomas

e Colonoscopic survelllance:
screen for cancer + remove adenomas

e cancer risk -- not clear how much
(probably ~50%)

o EXpensive, variable uptake




Prevention of Colorectal Ca

Lifestyle Changes: “Usual Suspects”

Diet
Obesity
Exercise
Cigarettes
Alcohol




WHI Diet Trial: Colorectal Ca

Colorectal Cancer

HR = 1.08 (0.90-1.29)
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Fruit, Vegetables & Colorectal Ca
Swedish Cohort
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Meat Intake & Risk of Colorectal Ca
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Alcohol Intake and Colorectal Ca

Relative Risk: 30+ gm/day versus O
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Prevention of Colorectal Ca

Smoking Cessation?

» Modest smoking association: RR 1.2 - 2.0
» Not quite consistent finding
o |_ong duration important?




Prevention of Colorectal Ca

Exercise

» Strong observational evidence
most active: ~1/3  risk

e Men and women
e Colon > rectum?




> Opese vs, normeal F

> Mlern >

- Colon >

worrier)
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Pravenilon of Colorectal Ca
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Cancer Cnernoprevenion

Drugs to Avoid Cancer

> Like cardiovascular 'remoprevent]on
(lipid, BP, FOrlJIJJrIFJ iniervenions)



Cancer Cnernoprevenion

Drugs to Avoid Cancer

o Macronutrient supplernents

/

o Micronutrient supplernents
> Drugs
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> Insolunle finers proteciive
(cellulose, wnezat bran)
> Soluole fipers erinarcing (7)

(guar gurn, oat oran)

Human Epidemiological Data
> Soluble finers proteciive?
> Many studies riegative



Polyp Prevention Stud
Dose |\ uration PR

Cereal finer

MeaclLernnzar 25¢g 411 dyrs 1.5(0.9-2.9)
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> Cournter “ox/idatlve stress”?
(protect DNA, mermoranes)

Epldemiology: frult/vey assoclations
[-Caroiene, Ascorpic Acid,  -Toco

onerol



s-Carotene and Bowel Cancer
Large Trials

Dose N Cases Relatlve RIsk
ATEC 20 rmg/d 135 1.05(0.75-1.47)
CARET 30 rmg=/d 105 1.02 (0.70-1.50)
PrlS 50 mg qoc 341 ~0.96

“Eyith retinol



[>-Carotene & Adenomas
Trial Data




Antloxidanis & Colorectal Neoplasia
Vitamins C/E Adenoma Trials

Dose N Duratlon PR
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Calciurn Polyp Prevention Stucy
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rlow Mignt Calciurn Wori«?

Calciur Blle Acids, FFA




Calciurn Polyp Prevention Siucy

Adjusted estirnzaies: any exarn during =/U
RRofany adenomz 0,85 (0.74-0.98

Serurn 25-0Or vitarnin D
Below Medar Apove Vedlzar 0
RR1.06 (0.88-1.27) 0.73 (0.59-0.91) 0.01




Vitarnin D

> Animnal siucdies supporilve
rlurmnean epldemiology supporilve

> Nery prormising criernopreventve agernt



Tannen Maury/
Bloormberyg News



NSAIDs & Colorecial

Prospective Studies

Thun et al, 2002



NSAIDs & Large Bowel Neoplasia

C
Very Consistent Epl Findings

> Largely Aspirin
> Aoout a 50% reduction In risk
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Sulincdac in FAP
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Asplrin & Colorecial Neoplasia

Adenoma Trials

Barorn gl mg 33 mos 0.83 (0.7
5 0.95 (0.80 ~1J12)
Sandler 325 mg 31 rmos 0.65 ( '
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Aspirin and C
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Pravenilon of Colorecial

summary: What Works?

/

Almost Certalnly:
> Tadng out adenornzas
> NSAIDS
> Calclurn supplementation
Maype:
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- Nor-toxic: 0.4% nepatitls, 0.1% Jupus
0.01% stroke
> 10 vears: - 500 caises
-+ 1000 nepatl
-+ 1000 Juous
+ 100 S'r.roke_
Net: 777

fs




