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BAGGRUND

= Frugt og grgntsager
forekommer at veere gavnlige
— men hvilke dele af dem?

= Antioxidante vitaminer og
sporstoffer har tiltrukket sig
den stgrste opmaerksomhed

« Antioxidanter kan beskytte
mod 'oxidativ stres’, som kan
vaere en sygdomsmekanisme




BAGGRUND

= En sund, varieret kost giver
tilstreekkeligt med
antioxidanter — men 1/3 tager
antioxidante kosttilskud

« Brugen af kosttilskud er
steget i de sidste 30 ar —

siden industrien dannede
deres kriminelle 'vitamin
kartel’

= Marked pa over
$ 20 milliader arligt



PRAKLINISKE STUDIER

= Utallig undersggelser stgtter at

antioxidanter har gavnlige effekter pa

potentielle sygdomsfremkaldene
processer

« En raekke praekliniske studier er fyldt med
systematiske og tilfeeldige fejl!




PRAKLINISKE STUDIER

=Inhibition of reactive oxygen species
formation Iin cells decrease the life

span of nematodes

«=Schulz et al. Cell Metabolism
2007;6(4).280-293.




PRAKLINISKE STUDIER

=Vitamin A (retinol) and vitamin C
(ascorbic acid) exhibited a strong
prooxidant activity under hyperoxia

and shortened life span of
Drosophelia melanogaster

«<Bahadorani et al., J of Gerontology
2008; 63A; 35-42




BAGGRUND

Effekten af antioxidante kosttilskud
rapporteret | observationelle studier og
kKliniske forsgg har veeret modstriende

- De observationelle studier har oftest
Stottet at de gavner

- De randomiserede forsgg har veeret
neutrale!




Evidens hirakiet

Meta-analyse af flere randomiserede forsgg

Et randomiseret forsgg

Meta-analyse af flere kohorte studier

Kohorte studie

Case-control studie

Consensus rapporter, oversigter,

‘expert’ vurdering, fysiologiske studier
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METODER

« Cochrane Collaboration metoder

= Peer-reviewed Cochrane Hepato-Biliary Group
protokol 2003

= Deltagere randomiseret til

beta-carotene, vitamins A, C, E, selenium

enkelvist eller kombineret versus

placebo eller ingen intervention




METODER

= VI indkluderede voksne forsggsdeltagere fra
. almindelige befolkning
- 1 risiko for udvikling af Gl kancer
. fraandre patientgrupper

= VI ekskluderede kancerpatienter (minus non-
melanoma skin cancer)




METODER

Bias risiko vurdering

= Generering af allokeringssekvens
« Skjult allokering

= Blinding
« Fuld opfglgning og intention-to-treat

=All 4 komponenter adekvate, I.e.,

forsgg med lav risiko for bias
(systematisk fejl)




RESULTATER

Four gastrointestinal Cochrane Groups 80
CENTRAL
MEDLINE

411 Dup
374 Not nt

Total number of excluded refer

147 Did not fulfil incluzion criteria
11 Ongoing trials

Total number of excluded refer

=243 publikationer
om 20 forsgg

=12 publikationer
per forsgg!!

211,818 deltagere
randomiseret




RESULTATER - 'forrest plot’

Antioxidants Control Risk Ratio Risk Ratio
Stuchy or Subgroug Events Total EBEvents Total YWeight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Trials with low risk of bias
ATBC 2003 F22 21846 2049 F287 11.8% 1.15[0.949, 1.34]
CARET 2004 243 9420 2049 8294 10.9% 1.10[0.91,1.32]
Correa 2000 2 r3g 3 23T 0.5% 0.21 [0.04,1.27]
HOFE TOD 2005 51z} 4761 avr 4780 B 6% 1.22[0.86,1.72]

Heterogeneity: TauF=0.03; ChiF=6.10,df =5 {F=0.320); F=18%
Test for overall effect; 2= 3.234 (P =0.0002)

Total (95% Cl) as084 F8935 100.0% 0.94 [0.83, 1.06]
Total events 20487 15449

Heterogeneity: Tau®= 0.03; Chi®= 36.98, df=17 (P = 0.0032); F= 94%

Test for overall effect: Z2=1.03 (P =0.320)

0.001 0.1 10 1000
Favours antioxidants Favours control




RESULTATER - Gl kraeft

Antioxidants Control Risk Ratio Risk Ratio
Stuchy or Subgroug Events Total EBEvents Total YWeight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Trials with low risk of bias
ATBC 2003 F22 21846 2049 F287 11.8% 1.15[0.949, 1.34]
CARET 2004 243 9420 2049 8294 10.9% 1.10[0.91,1.32]
Correa 2000 2 r3g 3 23T 0.5% 0.21 [0.04,1.27]
HOFE TOD 2005 51z} 4761 avr 4780 B 6% 1.22[0.86,1.72]
HFES 2002 215 10269 228 10267 10.9% 0.96 [0.79,1.158]
MITZ2 1993 218 1657 2049 1661 11.1% 1.05[0.88,1.25]
MNPCT 1996 11 Ga3 24 G659 2.8% 046 [0.23, 0.94]
FHES 1996 2189 11036 217 11035 10.8% 1.01 [0.84,1.22]
Flurmmer 2007 3 990 1 9490 0.3% 3.00[0.31, 28.749]
SIT 2006 29 1677 249 1688 4.1% 1.01 [0.60, 1.68]
S 2004 a3 B6481 40 B536 4. 7% 083053, 1.32]
WHS 2005 194 19937 180 19939 10.4% 1.08[0.88,1.32]
Subtotal (95% CI) BO466 F3IOTFT3 B4.6% 1.04 [0.96, 1.13]
Total events 1959 1403
Heterogeneity: Tau®= 0.00; ChiF=13.68, df=11 (P =0.29) F= 20%
Test for overall effect: Z=1.01 (P=0.31)

1.1.2 Trials with high risk of hias

Li 2000 a4 1112 953 a.4% 051 [0.34, 0.77]
Li 2004 44 2526 2807 a.8% 077 [0az 1.13]
Munoz 19845 4 305 305 0.6% 1.33[0.30, 5.91]
Y1981 10 1444 1030 1.9% 0.a85[0.24,1.25]
Y1997 4 113 113 1.1% 036012, 1.11]
Zhu 2003 2 118 A a4 0.6% 018 [0.04, 0.91]
Subtotal (95% CI) h618 4062 15.4% 0.59 [0.43, 0.80]
Total events ag 146

Heterogeneity: TauF=0.03; ChiF=6.10,df =5 {F=0.320); F=18%

Test for overall effect; 2= 3.234 (P =0.0002)

Total (95% Cl) as084 F8935 100.0% 0.94 [0.83, 1.06]
Total events 20487 15449

Heterogeneity: Tau®= 0.03; Chi®= 36.98, df=17 (P = 0.0032); F= 94%

Test for overall effect: Z2=1.03 (P =0.320)

0.001 0.1 10 1000
Favours antioxidants Favours control




RESULTATER - Gl kraeft

Antioxidants Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total YWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Trials with low risk of bias
ATBC 2003 T22 21846 2049 287 13.8% 115 [0.99, 1.34] [
CARET 2004 243 9420 2049 2894 12.9% 110[0.91,1.32] =
Correa 2000 2 T34 3 237 0.3% 021 [0.04, 1.27] 4
HOPE TOO 2005 649 4761 a7 47380 3.4% 1.22[0.86,1.72] e

HFS 2002 215 10268 2258 10267 13.5% 0.96 [0.73, 1.15]
MIT2 1993 2149 16587 2049 1661 12.8% 1.05[0.88, 1.249]
NPT 1996 11 653 24 G549 1.4% 046 [0.23, 0.94]
FHS 1996 219 11036 217 11035 13.0% 1.01 [0.84,1.22]
Flurmmer 2007 3 990 1 990 0.1% 3.00[0.31, 28.749]
SIT 2006 249 1677 249 1688 1.7% 1.01 [0.60, 1.68]
SLMNIRA 2004 a3 G481 40 G536 2.4% 0.83[053 1.32]
VYeWHES 20045 194 19937 180 195939 10.8% 1.08[0.88, 1.32]
Subtotal (95% Cl) B9466 3973 90.7% 1.05 [0.98, 1.13] [ ]
Total events 19549 14032
Heterogeneity: CThi®=13.68, df=11 (P =0.29); F= 20%
Test for overall effect. £=1 .39 (F=0.16)

1.1.2 Trials with high risk of hias

Li 2000 a4 1112 953 051 [0.34, 0.77]
Li 2004 44 2826 2807 077 052, 1.13]
Munoz 1985 4 2045 205 1.33[0.30, 5.91]
YU 19491 10 1444 1030 055 [0.24,1.249]
YU 1997 4 113 113 036012, 1.11]
Fhu 2003 2 118 A a4 018 [0.04, 0.91]
Subtotal (95% Cl) H618 4962 0.60 [0.47, 0.77]
Total events og 146

Heterogeneity: Chi*=6.10,df =5 (P=0.30); F=18%

Test for overall effect; £= 3.99 (F = 0.0001)

Total {(95% Cl) ga084 78935 100.0% 1.01 [0.94, 1.08]
Total events 20487 15449

Heterogeneity: Thi®= 36.98, df=17 (P =0.003); F= 54%

Test for overall effect: £=0.26 (F=0.280)

01 0.2 0.5 7
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RESULTATER - Dgd

Control
Total Weight M-H, Random, 95% CI

Antioxidants
Study or Subgroup Events Total

BEvents

Risk Ratio

Risk Ratio
M-H, Random, 95% Cl

1.13.1 Trials with low risk of bias

ATBC 2003 8226 21846
CARET 2004 185845 9420
Correa 2000 16 Tad
HOFPE TOO 2005 7499 4761
HFS 2002 1446 102649
MITZ 1993 187 16487
MPCT 1996 108 53
FHS 1996 973 11036
Flumrmer 2007 16 980
SIT 2006 g2 1677
SUVIMAR 2004 ThH F431
WaCS 2007 ari 71449
WHS 2005 B3E 19937
Subtotal {95% Cl) 6615

Total events 18267

2605
15049
2

201
13849
167
1249
G645
11
101
g8
124
B15

aa14

287
g894
237
4720
10267
1661
6549
11035
H40
1688
B536
1022

1949349
74005

16.5%
13.8%
0.1%
10.9%
13.1%
3.9%
3.3%
11.3%
0.4%
2.3%
21%
5.0%

H1%
01.9%

Heterogeneity; Tau®=0.00; Chi®= 2580, df=12(FP=0.013; F=53%

Testfor overall effect: Z=111(F =027

1.13.2 Trials with high risk of hias

MIT1 1993 1847 25886
Subtotal (95% CI) 25886

Total events 1247
Heterogeneity; Mot applicable
Testfor overall effect: Z= 096 (F = 0.34)

122501
17114

Total {95% CI)
Taotal events

280

280

avag

3698
3698

8.1%
8.1%

8693 100.0%

Heterogeneity: Tau*= 0.00; Chi*= 28,82, df=13 (F = 0.007); "= 55%

Testfor overall effect: Z=0.79(F =043

1.05[1.02,1.09]
1.6 [1.09,1.23]
2.487 [0.54,11.08]
1.00[0.92 1.10]
1.04 [0.87,1.11]
0.94 [0.77F, 1.16]
0.84 [0.6F, 1.07]
1.01 [0.93,1.10]
1.45[0.68, 3.12]
0.82 [0.62,1.08]
0.78[0.58,1.09]
1.00[0.84,1.20]

1.03[0.93,1.19]
1.03 [0.98, 1.08]

0.94 [0.84, 1.06]
0.94 [0.84, 1.06]

1.02 [0.97, 1.07]

FN

0.7 1.5

!

I

0.5
Favours antioxidants  Fawours contral




RESULTATER - Dgd

Antioxidants Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvenmts Total Weight BM-H, Fizxed, 95% CI M-H, Fixed, 95% I
1.13.1 Trials with low risk of bias
ATBC 20032 2226 218446 2605 F28F7  3T4A% 1.05[1.02,1.049] L
CARET 2004 18484 Q420 1409 2894 14 9% 116 [1.09,1.23] e
Correa 2000 16 T34 2 237 0.0% 2487 [0.89, 11.08]
HOPE TOO 20045 Fgsle] 4761 201 4780 T.7% 1.00[0.92,1.10]
HFS 2002 1446 102649 13289 10267 13.3% 1.04 [0.97,1.11]
MIT2 1993 147 16487 167 1661 1.6% 094 077, 1.16]
MEPCT 1996 108 R53 1249 (afate] 1.2% 084 (06T, 1.07]
FHS 19496 9¥9 11036 968 110345 9 3% 1.01 [0.93,1.10]
Flurmmer 2007 16 qa0 11 qa0 0.1% 1.45 068, 3.12]
SIT 2006 a2 167TF 101 1688 1.0% 082 062, 1.08]
SLMNVIMAK 2004 Fils Ad431 498 BS536 0.9% 0.78 [0.58, 1.048]
WWACS 2007 271 1449 124 1022 2.1% 1.00[0.84,1.20]
WHS 20045 F3E 19937 14 199349 A 9% 1.03[0.93,1.148]
Subtotal (95% Cl) 96615 74005  05.3% 1.05 [1.02, 1.07]
Total events 15267 25149
Heterogeneity, CThif= 25280, di=12 (P=0.01), F=53%
Test for overall effect: Z= 3.87 (P = 0.0001)

1.13.2 Trials with high risk of hias

MITT 1993 1847 25886 280 3693 4.7% 0.94 [0.24, 1.08]
Subtotal (95% CI) 25886 3698 4.7% 0.94 [0.84, 1.06]

Total events 1847 280
Heterogeneity: Mot applicable
Test for overall effect: £= 0.96 (F =0.34)

Total {(95% CI) 122501 78693 100.0% 1.04 [1.02, 1.07]
Total events 17114 arggq

Heterogeneity: Chi®= 2882, di=13 (P =0007); F=55%

Test for overall effect: 2= 3.95 (F = 0.0004)

0.5 0.7 1.5 Z
Favours antioxidants Favours control




RESULTATER - Dgd

« Vi advarede mod brugen!!!

e Forman and Altman, The Lancet:
‘don’t worry, they only looked at a part of
the evidencel!’

e Council of Responsible Nutrition -
rapporter stadig 2002 anbefalinger vedr.
antioxidante kosttilskud




Sa forebygger antioxidante
kosttilskud dagd?
Systematisk review og

meta-analyser af alle
randomiserede forsgg




CENTRAL
MEDLINE

815 Studies

RESULTATER

Duplicates 12703

Mot Relevant a9

Trialz in ntz with Cancer (Except Non-
154

Trialz in Acute and Infectio

Trialz in Infantz and Children

Trialz in Pregnant and Lactating women

Total Number of Excluded References 14 910

On Triale with

Mo Deaths in Any Arm

Did Mot Fulfill Incluzion Criteria
Mot Randomized Clinical Triale
Inzufficient Data

Ongoing Triak

Total Number of Excluded Studies

= 386 referencer fra
67 randomised trials

= 6 publikationer per

forsgg (range 1 to
44)

= 232.550 personer
randomiseret




RESULTS

= Gennemsnitlig alder 62 ar (range 18 til 103)

= Proportion af maend 55%

= 21 trials med 164.439 raske deltagere

= 46 trials with 68.111 deltagere med sygdomme

- 'gastrointestinal, cardiovascular, neurological,
ocular, dermatological, rheumatoid, renal,
endocrinological, or unspecified’




RESULTS

= 54 forsgg (81%) med industri sponsor
= 61 trials (91%) udfart i ‘high-income countries’

= Gennemsnitlig interventionsvarighed 2,8 ar
(range 28 dage til 12 ar)

= Gennemsnitlig opfelgning 3,4 ar (range 28 dage
til 14 ar)




DOSER ANVENDT

Antioxidant
supplements

RDA*

Man | Woman

Experimental
floses

Median
loses

Regimen

Beta-carotene

MO

1.2 to 50 myg

19,58 my

Daily ar on
alternate days

Yitarmin A

500 py

400 to 7500 pgt

1650 Py

Diaily

Yitarmin C

S0 mg

bl to 2000 mg

450 my

Diaily

Yitarmin E

12 mi

10 to 5000 mg

400 miy

Daily ar on
alternate days

Seleniurm

29 1

2010 200 py

57 5 g

Daily

MO - not determined




D@D 67 forsgg
232.550 forsggsdeltagere

fixed-effect RR 1.04, 95% CIl 1.02to 1.06, 12 =13.1%

Total (35% Cl) 138023 1.04 [1.02, 1.0g]
Total events: 17880 (Antioxidantz), 10136 (Control)

Test for heterogeneity. Chf=75.97, df =86 (P=0.19), F=13.1%
Test for overall effect Z = 3.42 (P = 0.0006)

0.5 0.7 1 1.5 2

Favours antioxidants  Favours control

random-effects RR 1.02, 95% CI1 0.99to 1.06, I12=13.1%

Total (35% Cl) 136023 1.02 [0.9%, 1.08]
Total eventz: 17880 (Antioxidantz), 10136 (Control}

Test for heterogenetty: Chf = 75.97 df =86 (P=0.19), F=13.1%

Te=t for overall effect Z=1.35 (P=0.18)

05 07 1 15 3

Favours antioxidantz ~ Favours control




D@D 47 forsgg med lav risiko for bias
(systematiske fejl) 180.938 deltagere

random-effects RR 1.05, 95% CI 1.02 til 1.08, 12 = 7.5%

fixed-effect RR 1.04, 95% CI 1.03 til 1.08, I> = 7.5%

Study
or sub-category

Antioxidants
niN

Control
niN

RR (random}
95% CI 95% CI

RR (random})

01 Trials with low rigk of bias

SCPS 1950Low 797913 72/8392 - 1.
Murphy 1992Low 4753 2/56 —_— Z.
NIT2 1883Low 15771857 187/1681 - 0.
PPS 19594Low 30/650 147214 — 0.7
Pike 1695Low 1/24 0/23 — - z.
AMDS 1996Low 2733 E/3E —_— 0.
CHAQS 1996Low €8/1035 82/987 - 1.
MPCT 1996Low 1087653 125/859 - 0.
PHS 1996Low 873/1103¢ 968/11035 - 1.
SKICAP AK 19597Low 82/1157 5371140 - 1.
MINVITAOX 1888Low 155/543 517182 - 1.
NSCPT 1585Low 15/820 22/801 —= 1]
Correa 2000Low 1&/738 27237 —_ .
Jacobson 2000Low 0/57 1/55 —_—— 0.
SPACE 2000Low 31/87 28/89 —-— 1.
AREDS 2001Low 25172370 240,/2387 n 1.
Desnuelle 2001Low 34/144 35/144 —- 0.
HATS 2001Low 1/84 1/76 _— 0.
Graat 2002Low 37453 5/153 0.
HPS 2002Low 1446710269 1389/102€7 = 1.
REACT 2002Low 5/143 3/148 — Z.
VEAPS 2002Low 2/177 1/17% —_— 1.
WAWE 2002Low 1&8/212 &/211 —— Z.
White 2002Low 1/50 1/50 - 1.
Wiuka 200ZLow 1787 0/8% ——————— 3.
ASAP 2003Low 15/3%0 3/130 ——— z.
ATBC 2003Low 8ZZ8/Z184% 2605/7287 a 1.
Collins 2003Low 1/28 1/26 - 1.
Prince 2003Low 1/29 0/32 ————— 3.
Allzup 2004Low 4781 4/83 e 1.
CARET 2004Low 1855/9420 1503/8894 - 1.
DATOR 2004Low 0/12 — - 3.
LAST 2004Low 2431 —_—— a.
Meydani 2004Low 447308 - o.
Mezey 2004Low 5/28 —_— 0.
SUVINAX 2004Low 98/653% - 0.
VECAT 2004Low 11/598 —a— 1.
DATATOP 2005Low 1427401 = 1.
Graf 2005Low 31/83 28477 —— 1.
HOPE TOO 2005Low 79874781 801/4780 - 1.
Limburg 2005Low 1/180 04180 —————— 3.
MAWIS 2005 Low 87458 4/454 — 1.
Mooney 2005Low 1/142 07142 —————— 3.
Tam 2005Low 1/z0 1/1% —_— 0.
WHS 2005Low 636/19937 615/19933 . 1.
Witte 2005Low 1/18 1/18 —— 1.
Rayman 2006Low 1/380 0/121 0.
Subtotal (95% CIy 55114 21224 ? 1.
Total events: 15350 (Antioxidants), 9118 (Control}

Test for heterogeneity: Chf = 49.73 df =46 (P=0.33), F=7.5%

Test for overall effect: Z=2.98 (P=0.003)




Trial sequential analysis (TSA)

7 Significant according to nominal P-

o value

3.71 (P = 0.0001 Significant according to
sequential monitoring
boundary

P =0.05

Number of randomised patients

Cumulative Z-score
Nominal P-value




'Trial sequential analyse’ af antioxidant kosttilskud

APHIS = 127000, ERE. 3%, alfa 5%, bheta 20%
Qr

<
APHIS = 127000, ERE. 3%, alfa 5%, beta 20%




Dad | selenium forsgag

Selenium

Studhy or Subgroup Evenis

Total

Control
Events

Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H. Random, 95% Cl

1.12.1 Trials with a low risk of bias

Allsup 2004 Low 4
AMDS 1996 Lo 2
Graat 2002 Law ]
HATS 2001 Low 1
LAST 2004 0wy o
Limburg 20090 0w 1
fevdani 2004 Low 39
Pl PWTT A 1 9990 0wy 110
FRITZ2 1993 0w 147
MPCT 1996 Law 108
Frince 20031 ow 1
Rayrman 2006Low 1
SLAIMAS 2004 Low TE
Witte 20050 0w 1
Subtotal (95% CI)

Total events a01

a1
349
335
g4
30
130
311
363
1657
653
249
380
G431
16
10639

a3

3z

153

TE

31

130

306

182

1661

B59

] 3z
] 121
G536

1 16
10063

504

Heterogeneity: Tau®= 0.00; Chi*= 9549, df=12(P=0.73)
Test for overall effect; £=1.72 (F = 0.09)

1.12.2 Trials with a high risk of bias

Bonelli 1998 1
Chandra 1992 ]
SGirodon 1997 13
MITT 1993 1018
SIT 2001 38
Stevic 2001 2
Subtotal (95% CI)

Total events 1073

147
43

41
14792
1706
16
16750

157
43
20
3695
1705

12
5640

0.4%
0.2%
0.1%
0.1%
0.1%
0.1%
4.3%
89.9%
16.2%
132.0%
0.1%
0.1%
F.9%
0.1%
51.4%

VF=0%

0.1%
0.1%
1.2%
43.0%
3.7%
0.5%
48.6%

Heterogeneity: Tawu®= 0.00; Chi*F=3.76, df=5{(F =098}, F=0%
Test for overall effect; £=1.76 (F = 0.08)

Total (95% CI)

Total events 1574

27389

15708
242

100.0%

Heterogeneity: Tawu®= 0.00; ZhiF=13.32, df=19{(F =0.82);, F=0%
Test far overall effect: £= 2. 46 (F = 0.01>

1.02 [0.27F, 3.96]
0.32[0.12, 5.50]
0.04 [0.00, 0.F75]
0.90[0.06, 14.22]
0.21 [0.01, 4.13]
.00 [0.12, F3.16]
0.87 [0.53, 1.30]
1.08[0.82,1.43]
0.94 [0.77, 1.16]
0.24 [0.67,1.07]
3.30[0.14, ¥F.95]
0.96 [0.04, 23.43]
0.73 [0.53, 1.05]
1.00[0.07, 14.64]
0.90 [0.80, 1.01]

3.20[0.13, ¥3.00]
0.20 [0.01, 4.08]
0.91 [0.43,1.91]
0.91 [0.80, 1.03]
0.35 [0.57, 1.36]
0.32[0.12,1.20]
0.90 [0.80, 1.01]

0.90 [0.83, 0.98]

ool oA 10 100
Favours selenium  Fawvours contraol




Dagdelighed | forsgg med lav
risiko for bias (systematiske fejl)
efter eksklusion af forsgg med

risiko for ‘confounding’
fra

<Andre ko-interventioner

=Selenium forsgg

=Faktorielt designede forsgg




Dad | forsgg med lav bias risiko
og uden ‘confounding’

RR 1.16, 95% CI 1.09 til 1.23, 12 = 0%

Study Antioxidants RR {random}) RRE {random}
or sub-category /M 85% Cl §5% Cl

SCPS 19590Low i o b

CHAOS 1996Low &8/1035

SKICAP AK 1997 Low 8271157

Jacobson 2000Low 0,57

SPACE 2000Low 31797

Deznuelle 2001 Low 247144 357144
REACT 2002Low 9/145 37148
WEAPS Z00Z2Low 25177 17178
WANME 2002Low &/105 /108
White 2002Low 1750 1750
Viluka 2002Low 1,67 a/&%
Colling 2003Low 1713 as1z2
CARET 2004Low 1855,/94Z20 1509/8894
DATOR 2004Low 1712 0712
Mezey 2004Low 4725 5728
WECAT 2004Low Z0/5585 117538
Graf 2005Low 31,83 ZESTT
Mooney 2005Low 1714z 0s142
Tam 2005Low 1720 1/1%5
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Total (95% CI) l4z81 13828
Total events: 2207 (Antioxidants), 1803 (Placebo)

Test for heterogeneity: Chif = 9.05, df =18 (P =0.98), F=0%

Test for overall effect: £=5.08 (P < 0.00001})
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Dad | beta-caroten forsgg med
lav bias risiko og uden selenium

RR 1.07,95% CI 1.02 til 1.11, I> = 34.4%

Study Beta-carotene Placebo RR {random) RR (random}
or sub-category /M nil 55% Cl 55% Cl

SCPS 1980Low 757913 72 /B582
PPS 1994l ow 25/425 14/214
PHS 1556 Low 975/1103¢ 9e8/11035
NSCPT 199%Low 157820 227801
Correa 2000Low 137458 2/237
Jacobzon 2000Low 0/57 1/55
AREDS 2001 Low 25172370 z40/2387
HPS 2002Low 1448/1026% 1383/10287
REACT 2002Low 5/14% /148
ATBC 2003Low 5555/14580 Zels/7z287
CARET 2004Low 1855/5420 1505/88594
WHS 2005Low E38/19537 £15/15335

I e ST % T e e T R R S e

Total (95% Cl) 70454 52156
Total eventz: 10883 (Beta-carotene], 7440 (Placebo)

Test for heterogeneity: Chf = 1677, df =11 (P=0.11), F= 34 4%

Test for overall effect: Z=2.90 (P = 0.004)
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Favourz betacarotene  Favours placebo




Dad | vitamin A forsgg med lav
bias risiko og uden selenium

RR 1.16, 95% CI 1.10 til 1.24, I> = 0%

Study Viamin A Placebo RR (random) AR (random)
or 2ub-category N it 45% Cl 05% Cl

Murphy 1932Low 4/53 Z/58 —— .11 [0.40, 11.06]
Pike 1985Low 1/24 0/23 3 .88 [0.12, €7.29]
SKICAP AK 1997Low g2/1157 5371140 1.15 [0.81, 1.85]
CARET 2004Low 1855/5420 1509/8894 -E 1.18 [1.08, 1.23]
WMAVIS 2005 Low B/456 4/454 —— 1.99 [0.60, &.57]

Total (35% Cl) 11110 10587 | < 1.18 [1.10, 1.24]
Total events: 1930 (Vitamin A), 1568 (Placebo)

Teat for heterogenety. Chf =161, df=4 (P=081), F=0%
Teat for overall effect Z=4.91 (P < 0.00001)
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Favours vtamn A  Favours placebo




Dad | vitamin E forsgg med lav
bias risiko og uden selenium

RR 1.04, 95% CI1 1.01 til 1.07, I? = 0%

Study Witamin E Placebo RR {random} RR {random)
or sub-category n/N N 55% Cl 95% Cl

PPS 1994Low 155433 147214
Pike 1995Low 1724 Or23
CHADS 1996Low &8/1035 SZ/967
Jacob=on Z000Low as57 1755
SPACE 2000Low 21,57 Z5/9%9
AREDS 2001 Low 251/2370 z40/2387
Desznuelle 2001 Low 34,144 35,144
HPS 2002Low l144e/7102Z85 13859/7102&7
REACT 2002Low 9,149 2/s148
WEAPS 2002Low 27177 17178
WANE 2002Low 1as212 a,s211
White 200Z2Low 1/50 1,50
Wiuka Z2002Low 17587 069 [O-
ASAP Z2003Low 4/2€0 1/5120 [O.
ATBC 2003Low 543375145 205 /7287 [1.
Collins 2003Low 1728 1,28 [O.
DATOR 2004Lo0w 1512 os1z2 [O.
Mezey 2004Low 4725 S/28 [O-
WECAT 2004Low 20/595 117598 ] [O.
DATATOP 2005Low 154,393 142,401 ] [0
Graf 2005Low 31,83 ZBFTT [O.
HOPE TOO 200SLow T7o99/478 2801/,47820 [O.-
MANIS 2005 Low 27458 4,454 [0.%
Mooney 2005Low 15142 0/s142 [0
Tam 2005Low 1720 1,15 [O.
VWHS 2005Low 238,/13537 2l5/1353%5 [O.
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Total (95% CI}y 56354 43701 [1.
Total events: 8958 (Vitamin E), 5585 (Placebo)

Te=t for heterogeneity: Chif = 1848, df =25 (P=0.82), F=0%
Te=t for overall effect: £=2.85 (P=0.004)
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Fawvours witamin E Fawvours placebo




Dad | vitamin C forsgg med lav
bias risiko og uden selenium

RR 1.06, 95% CI1 0.94 til 1.20, I> =10.3%

Study
or sub-category

/M

Placebo

/M

RR (random})
55% Cl

RR (random)
85% Cl

PPS 1994 ow 1
Pike 1995Low

Correa 2000Low

Jacob=on 2000Low

AREDS 2001 Low Z5
HPS 2002 Low 144
REACT 2002Low

WANE 2002Low 1
White 2002Low

ASAP 2003Low

MAWVIS 2005 Low

Mooney 2005Low

Tam 2005Low

Total (95% CI)

5/433
1l/24
97458
0,57
1/2370
2/1l0Zes
4/145
8/ 21z2
1/50
2720
3/456
17142
1720

14538

Total eventz: 1780 (Vitamin C), 1682 (Placebo)

Te=st for heterogeneity: ChE=13.38, df =12 (P=0.34), F=10.3%

Te=st for overall effect: £ =1.00 (P = 0.32)
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Favourg vitamin C  Favours placebo




Konklusioner

«Ingen overbevisende evidens at antioxidant
kosttilskud nedseetter risikoen for Gl kraeft

eller dad

= Beta-carotene, vitamin A, and vitamin E
forekommer at gge dagdeligheden

= VI kan ikke anbefale antioxidante kosttilskuo
som primaer eller sekundaer forebyggelse




KONKLUSIONER

« Nationale og internationale love og
reguleringer bgr kraeve at alt hvad der seelges
og paraber sig gavnlige helbredseffekter skal
underkastes adeekvat klinisk vurdering hvad
angar gavnlige og skadelige effekter far

markedsfriggrelse

e Antioxidante kosttilskud bgr ikke veere

undtaget!




TAK FOR
OPMARKSOMHEDEN!!

Og tak til medforfatterne

Goran Bjelakovic
Dimitrinka Nikolova

Rosanna Simonetti
Lise Lotte Gluud




