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Table 1. Surmmary of Major Design Elernants for the First Generation of Mutritional Interventions in Cancer Pravention

Mutritional Intervanticn

MIT General
Element SCpsE MIT Dysplasia Trial® Fopulation Trial” ATECEe FHs®
FPopulation 1,805 adults, aged 3,318 adults, aged 29,594 adults, aged 29133 male smokers, 22,071 male
= 85 years with pricr A0S years with 40-69 years aged 5069 years physicians, aged
BCC or 5CC (F0% mala)  cytologic dysplasia (45% male) (100% male) 40-84 years
[44% rnala) (100% rmalel
Design Two-arm, randornized, Two-arm, randomized, 142 2* fractional 2%2 factorial, 2%2 factonal,
double-blind, placebo- double-blind, factorial, randomized, randomized,
controlled placebo-controlled randomized, double-blind, double-blind
double-blind, placebo-contrate placebo-controlled

placebo-controlle
Iritervantion Beta-carotane 26 vitarnins, minerals 4 different
combinations of
4 yitamins, ming

Alphatocophearal
andfor beta-carate

Aspirin andfor
beta-caratens

ilE

Duration of b years & years b 2B years 2ars
irtervention
Frirmary cancer 1* recurrent Esophageal’gastric Escphagealigastric Lung cancer incidence  Total cancar incidence
and point BCC/SCC cardia cancer cardia cancer
mortality {incidence) mortality (incidencel

icontinued on following page)

. Ml seneral N
Elameant =Cpst MIT Dy=plazia Trial® Fopulation Trial” ATBCE PHS®
Frimmary cancer end BCC+5CC, BR 1.05; ESCCAGCC mortality, ESCC/GCC mortality Lung incidence, otal cancer incidenca, RR

poiritis BCC, RR = 1.04; AR = 092 RR = 1.04 [(A]; RR = 0.949 (AT,
SCC, RR 1.22 RR = 0.95 (B]; RR = 1.16%(EC]
RR = 1.06 (C];
RR = 0.90 (0);
Secondary end points  Total death, CR = 1.10; Total death, RR = 0.93; Total death, Total death, Total death, CR = 1.01;
Mumber BCC+5CC, cancer death, RR = 0.91*% {Dy; RR = 1.02 IAT)
RR = 1.07 RR = 0.9&; ESCC Cancer death, RR = 1.08% (BCY;
death, BER = 0.84; RR = 0.87* (D), Prostate incidence,
S death, ESCC death, RR = CE8%ATI,
RR = 1.18; GCC RR = 0.96 (D]; 5C RR = 123 (BC; j X
death, R 1.04; death, BR = 1.03 (4], Colorectal incidence, incidence, CR 0.96;
GMCC desth, RR = 0.79* (01, GCC RR = 0.72 [AT), Melanoma incidance,
RR = 2 68 {incidence  death, RR = 1.22{&, RR = 105 (BC); CR = 0.88, Lymphoma
RR .54 RR = 0.82 (D); Urcthelial incidenca, inciderce, CR 1.02
GMCC death, RR = 1.1 {AT),
RR = 0.69% {4, RR = 1.0 {BC);
FR = 0.7 (D] Kidney incidenca,
RR = 1.1 (AT),
RR = 0.8 (BC);
Stormach incidenca,
RR = 1.27IAT)
RR = 1.26 IBC)
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Table 1. Sumrmary of Major Design Elements for the First Generation of Mutritional Interventions in Cancer Prevention (continued)

Mutritional Intervention

Element CARET™ NPT 1y WHS'? SKICAP AK Trial™
Fopulatian 18,314 adults, aged = 45 years 1,312 adults, aged 18-80 years 39 876 women, aged = dbyoars 2,297 adults, aged 21-84 years
with asbestas andior smioking with prior BCC or SCC 0% male) with = 10 AKs and = 2 prior
EXposUre [G6% mala) [7E% male) B SCCs or BCCs (70% mala)
Design Twosarm, randomized, double-  Two-arm, randomized, 27 factorial, randomized, Two-arm, randormized,
blind, placebo-contralled double-blind, placabo- doubla-blind, placebo- double-blind, placeba-
ontrofied controlled controlled
Irteryantion Aspirin, alpha-tocopherol, Retinol
andfor beta-carctane
Duration of 4 years 4.5 years (7.9 yearsit 2.1 years 3.8 yoars
irtervantion
Frimary cancer Lung cancer incidence 1% recurrent BCO/SCC Total cancer incidence 1* racurrent SC/BCC
and point

Abbreviations: SCFS, Skin Cancer Frevention Study; MIT, Mutrition Intervention Trials; ATEC, Alpha-Tocopherol BEeta-Carotene study; PHS, Fhysicians'
Health Study; CARET, Beta-Carctane and Retinol Efficacy Trial; MPC, Mutritional Prevention of Cancer study; VWHS, Women's Health Study; SKICAP AK,
Fetincid Skin Cancear Prevention Actinic Keratosis Tral, BCC, basal call carcinoma; SCC, squamous cell carcinoma; AR, actinic keratosis.

Flpitial report in 1994 included 876 incidant lung cancers (ATBC Study Group'®): updated report in 1996 included 834 ung cancers (Albanes et al¥).
Hinitial report in 1996 (Clark et al'") included only part (4.5 years) of the intervention phase, while an updated report in 2002 (Cuffield et al'®) included the
entire (7.9 years) intervention phase of the study.

Table & Summary of Results From First Generation of Mutritional Intervertions in Cancer Prevention: BRs ar CRs for Supplament Varsus
Placabo Group Cormpariscns (continued)

Mutriticnal Interverntion

Elernant CARET® MPCTTIZ WHS!? SKICAP AK Trial'4
Frimary canc rid Lung incidance, CC+5CC, RR = 117", ECLC, Total cancer incidenca, SCC, RR = 0.74%; BCC,
poirit]s) AR = 1.28* RR = 1.09; 5CC, RR = 1.25* RR = 1.03 RR = 1.06
secondary end points cath, Total death, RRE = 0.79; Cancar Total death, CR 1.117; Breast Total death, RR 1.00 {on
RR 1.17* death, BE Felbs incidence, CR 1.01 miedication), RR 1.08 ifull

cancar incidence,
RR = 0.75%; Lung incidence,
3 0.74; Prostate

61 months of cbsarvation)

incidence, RR Taa8";
Coloractal incidence,
RR = 046

Abbreviations: RR, relative risk; CR, case ratio; SCPS, Skin Cancer Frevention Study; MIT, Mutrition Intervention Trials; ATEC, Alpha-Tocopherol Beta-
Carotene study; FHZ, Physicians' Health Study; CARET, Beta-Carctone and Retinol Efficacy Trial; MPC, Nutritional Frevention of Cancer study; WHE,
Women's Health Study; SEICAP AK, Betinoid 5kin Cancer Prevertion Actinic Keratosis Trial; BCC, basal cell carcinoma; SCC, squamous cell carcinoma;
E=SCC, esophageal squamous call carcinoma; GCC, gastric cardia cancer; AT, alphatocopherol; BC, beta-carctena; A, Factar A (retinol + zincl; B, Factor B
iboflavin + niacing, C, Factor C (ascorbic acid + molybdenumy; D, Factor D ibeta-carotens + selenium + alpha-tocophearoly; 5C, stomach cancer (GCC +
GMCC); GMCC, gastric noncardia cancer,

*FPvalue is statistically significant (7 =2 .05].
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Meta-analysis by MRC NSCLC collaborative group
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JALT A Cisplatin + +4% @5year
Etoposide/
Vinorelbine/
Vindesine/
Vinblastine
CALGB |® Carboplatin + +12%@4year
9633 Paclitaxel
NCI BB | Cisplatin + +15%@5year
JBRO1 Vinorelbine
ANITA [BlIA - Cisplatin + +8.6% @5 year
Vinorelbine
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( vascular endothelial growth factor - VEGF)
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