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| z0 | z0) | Aggregated

X(+)  X(-) X(+) X(-) X(+) X(-)
Y(+) 80 20 50 30 130 50
Y(-) 60 20 40 90 100 110

fOR=2.86"
. (Crude)
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X(+)  X(-) X(+)  X(-) X(+)  X(-)

Y(+) 40 140 180 60 220 200
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£ NPT TR " }5_ }?j(CHD)

GF7 3 52K e v% (CAT) &2 %8 i (CHD)2 B thF7 1 ¢ &80 ] (Age)®
T RIAEZE RV (ECG) % A B 7 it e+ 3§ F]F
L4k 2 HRR

7§54 (Age < 55), FEIE4E (Age < 55), fE46 (Age > 55), {440 (Age 2 55),
BB F 3 (ECG = 0) LEEAERHEECG =1) BB E % (ECG) =0 BB R (ECG =1)
High Lo High L High L High L
'9 W Total 9 oW Total 9 oW Total 9 oW Total
CAT CAT CAT CAT CAT CAT CAT CAT

CHD 1 17 18 CHD 3 7 10 CHD 9 15 24 CHD 14 5 19
NoCHD 7 257 264 NoCHD 14 52 66 NoCHD 30 107 137 NoCHD 44 27 71
Total 8 274 282 Total 17 59 76 Total 39 122 161 Total 58 32 90

OR, = 2.16(0.25 ~18.57) OR, =1.59(0.36 ~ 6.96) OR, = 2.14(0.85 ~ 5.37) OR, =1.71(0.56 ~ 5.31)

Crude OR=2.86 ,
logOR. —logOR, }

Ekl{
=i F13 B_F i % sk 8 4F (Effect modification) ™= Var{ logOR |
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o5 s 1§ A 2 3% 15
(Evaluation of effect modification)

B R

e ;{: v }Fﬁ;} Bi“r(CAT) N B%%’;}z;: }%(CHD)& BE 14 cfupd ;i: e
& & K RORZ I ?"i: . W
—@ i
] iﬁ'g"' LN s Q .
; z o
Zk: (logOR, —logOR,,)* (O - E)? o
= Var(logOR))

_(0.770-0.637)° (0.465-0.637)" (0.761-0.637)" (0.541-0.637)

1.205 0.567 0.220 0.331
=0.185

P(2 > 0.185) = 0.983

CATZ CHD thb 147 & i & % ECG#i3 &
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U R RERR P L R TR 2L AP B
(Case-control study on SBP and MI)

115 73 188 596 1,171 1,767

124 79 203 616 1,192 1,808

- 52 & (Crude odds ratio) : 1.88 (1.10 ~ 3.20)
- LR K2 BB

& #>60%:0.95 (0.33~2.79)

& #£<60#%:1.87 (1.01 ~ 3.48)
A ERS g L

pooled: 1.58 (0.92,2.70)

Mantel-Haenszel: 1.57 (0.91~2.69)

DR FEE 2 Tk 10 R (SBP)E T & (MI) 2
B BEF o
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F8 & (Crude odds ratio) : 1.88 (1.10 ~ 3.20)
£ #>60% : 0.95 (0.33~2.79)

CArE#T N ETFETFS # #<60f: 1.87 (1.01 ~ 3.48)
£ #£>60 & #£<60 A&
x4z (SBP) Yz %5/ (SBP)
N >140 <140 &3+ =140 <140 &3t
% 4 (Case) 9 6 15 20 21 41
A% 4 (Control) 115 73 188 596 1,171 1,767
2 L ¥ 124 79 203 616 1,192 1,808
£ & 4 8 17 3+ 7% (Pooled estimator) Mantel-Haenszel * ;&
A E 1Sk Bl L0 OR, =1.58 A E sk Bk L0 OR, =1.569

95%Cl ; exp(0.458+1.96x+/0.075) =(0.92,2.70) 95%Cl: exp(0.4504+1.96 x v0.0761)=(0.91 ,2.69)
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(Evaluation of effect modification)

BRI RESI T R RGO Y o R PR
L K BFORZ e T4

T
‘ {IogOIQi —logOR }2
= Var{ logOR }

(-0.049-0.458)° (0.627 —0.458)’

_|_
0.3002 0.1002
P(7? >1.141) = 0.285

=1.141

TehER 2 ST B enBl (h 3 € AL R80T 13 A (2Tl 1B 4F)
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=, OR=exp{f}
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Y=1: 2 24 34 % (case, M)
Y=0: % % 4 = 3 % (control, no Ml)
X: Jc#3/& (SBP: 2140 vs <140), # & (Age: >60 vs <60)

logit(P(Y =1)) = o+ £, x SBP + 3, x Age + r(SBP x Age)

H,:r=0 vs. H :r=0

P RII TR (y20)
Age: >60 SBP=1, 1og(Odds,..e0)=0+B;+ Byt y
SBP=0, 10g(Odds,gp)=0t B, ) OR,ue0=eXP(B1+7)

Age: <60 SBP=1, log(Oddspg..qo)=o+ By
SBP=0, Iog(OddSAge<60):a |:> ORAge<6O=eXp(Bl)
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B CFRAEMTEFF LT 0
logit(P(Y =1)) = a+ B, x SBP + f3, x Age + r(SBP x Age)

H,:r=0 vs. H :r=0

Variables in the Equation

95% C.|.for EXPIB)
B =) Wald Sig. Exp(B) Lower Upper
Step1®  age 1.522 ATE 10128 1 0 45383 1.795 11.705
shp(1) 827 A6 3.820 1 048 1.871 1.006 3.479
|] age by shp(1) - 676 633 1.140 1 286 509 147 1.759 |
Constant -4.021 220 | 333571 1 .0oa 018

— —0.676, sd(f)=0.633
Wald test

) =1.14, p=0.29 ~ & x4 (Asymptotic property)

(Sd( r)

Rz E & BER (1{*@@3’33#‘1 RIMER D L ERER
my‘ﬁ L B H;?’H)
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Genetic predisposition, Western dietary pattern, and the risk of
type 2 diabetes in men™

Lu Qi, Marilyn C Cornelis, Cuilin Zhang, Rob M van Dam, and Frank B Hu

%‘ﬂ%i%mﬁ4&%ﬁ NGz
A Tl 2 (genetic susceptibility ) # B
» 4>+gene-lifestyle interactions g 35 17 7 &



Objective: The objective was to assess whether established genetic

variants, mainly from genomewide association studies, modify di-

etary patterns in predicting diabetes risk.

Design: We determined 10 polymorphisms in a prospective, nested,
case-control study of 1196 diabetic and 1337 nondiabetic men. A
genetic risk score (GRS) was generated by using an allele counting
method. Baseline dietary intakes were collected by using a semi-
quantitative food-frequency questionnaire. We used factor analysis
to derive Western and “Prudent” dietary patterns from 40 food

groups.
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TABLE 1

Baseline characteristics of the diabetic patients and nondiabetic control
subjects’

Nondiabetic Diabetic P
No. of participants 1337 1196 -
Age (y) 55 + 97 56 = 8 0.1
BMI (kg/m?) 25 = 2.8 27.8 = 4.1 0.22
Obesity (%) 5.3 25.5 <0.0001
Alcohol use (g/d) 12.2 = 15.5 11.2 = 16.6 0.01
Physical activity (MET/wk) 21.3 = 274 14.6 = 18.8 0.23
Current smoker (%) 7.0 11.3 0.0006
Family history of diabetes (%) 13.0 32.4 <0.0001
Total energy intake (kcal/d) 2039 *= 634 2031 = 604 0.73

' MET, metabolic equivalent task. The geometric means of continuous
variables were compared by using general linear models, and the proportions
of categorical variables were compared by using chi-square tests.

? Mean *+ SD (all such values).

* Defined as a BMI > 30.
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TABLE 3
Interactions between dietary pattems and the genetic risk score in relation to diabetes risk’

Dietary patterns’

Genetic risk score’ QI (lowest) Q2 Q3 Q4 (highest) P for trend P for interaction
Western dietary pattern

<10 (n = 503) | 0.79 (0.46, 1.38) (.81 (048, 1.37) 107 (0.65, 1.76) 0.69 0.02

10-11 (n = 904) | 0.98 (0.67, 1.44) 1.02 (0.69, 1.49) 1.40 (0.97, 2.01) 0.06 -

212 (n = 1126) | 1.23 (0.88, 1.73) 1.49 (1.06, 2.09) 2.06 (1.48, 2.88) 0.01 —
Prudent dietary pattern

<10 (n = 503) 1 0.85 (0.50, 1.44) 1.07 (0.65, 1.76) 1.29 (0.79, 2.11) 0.24 NS

10-11 (n =904) | 0.75 (052, 1.07) 0.81 (0.56, 1.18) 0.77 (0,53, 1.11) 021 —

212 (n = 1126) 1 0.81 (0.58, 1.14) 0.71 (0.51, 0.99) 0.81(0.59, 1.13) 0.16 —

" The analyses were adjusted for age, BMI, smoking, alcohol consumption, physical activity, family history of diabetes, and total energy intakes. Q,
quartile.
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TABLE 3

Interactions between genetic risk score and individual foods and nutrients characterizing the Western dietary pattern’

Foods and genetic nsk score

i 2
Western dietary patterns™

Q1 (lowest)

Q2

Q3

4 (highest)

P for trend

P for interaction

Red meat
<10
10-11
>12

Processed meat
<10
10-11
>12

Heme iron
<10
10-11
>12

l
l

0.54 (0.24, 1.23)
127 (075, 2.15)
1.03 (0.69, 1.54)

091 (045, 1.85)
0.98 (0.60, 1.61)
1.09 (0.72, 1.67)

1.06 (0.57, 1.96)
1.19 (0.77, 1.85)
0.71 (0.49, 1.03)

0.88 (039, 1.97)
1.16 (0.68, 1.97)
132 (0.87, 2.01)

0.70 (038, 1.28)
0.96 (0.62, 1.48)
1.88 (130, 2.71)

0.82 (0.45, 1.49)
137 (0.89, 2.10)
1.24 (0.86, 1.80)

0.81 (0.36, 1.80)
1.45 (0.86, 2.44)
2.42 (158, 3.70)

1.12 (0.66, 1.92)
1.47 (0.99, 2.20)
2.01 (141, 2.89)

0.87 (0.48, 1.56)
1.85 (1.23, 2.77)
2.48 (172, 3.56)

0.55
0.23
<0.0001

0.76
0.06
<0.0001

0.47
0.002
<0.0001

0.02

" The analyses were adjusted for age, BMI, smoking, alcohol consumption, physical activity, family history of diabetes, and total energy intakes,
“ Values are odds ratios (95% Cls) calculated by using an unconditional logistic regression model.
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iz &F ] (Effect Modifier)

Journal of the American College of Cardiology

Vol. 46, No. 5, 2005
© 2005 b}r the American Co]lcgc of Ca.rdiolog}r Foundation ISSN 0735-1097/05/830.00
Published by Elscvier Inc.

doi:lﬂ.lﬂlﬁf’jjacc.Eﬂ}S.ﬂS.Dﬁl}
The Effect of Losartan Versus Atenolol
on Cardiovascular Morbidity and Mortality

in Patients With Hypertension Taking Aspirin
The Losartan Intervention for Endpoint

Reduction in Hypertension (LIFE) Study
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OBIJECTIVES

BACKGROUND

METHODS

RESULTS

CONCLUSIONS

We conducted a subgroup analysis in the Losartan Intervention For Endpoint reduction in
hypertension (LIFE) study to determine whether aspirin interacted with the properties of
losartan, an angiotensin-II receptor antagonist.

Negative interactions between anglotensin-converting enzyme inhibitors and aspirin have
been reported. There are no data reported from clinical trials about possible interactions
between angiotensin-II receptor antagonists and aspirin.

The LIFE study assigned 9,193 patients with hypertension and left ventricular hypertrop
(LVH) to losartan- or atenolol-based therapy for a mean of 4.7 years, with 1,970 (21.4%) taking
aspirin at baseline. The primary composite end point (CEP) included cardiovascular death, stroke,
and myocardial infarction (MI). The present cohort was stratified by aspirin use at baseline.
Blood pressures were reduced similarly in the losartan with aspirin (n = 1,004) and atenolol
with aspirin (n = 966) groups. The CEP was reduced by 32% (95% confidence interval 0.55
to 0.86, p = 0.001) with losartan with aspirin compared to atenolol with aspirin, adjusted for
Framingham risk score and LVH. The test for treatment versus aspirin interaction, excluding
other covariates, was significant for the CEP (p = 0.016) and MI (p = 0.037).

There was a statistical interaction between treatment and aspirin in the LIFE study, with
significantly greater reductions for the CEP and MI with losartan in patients using aspirin
than in patients not using aspirin at baseline. Further studies are needed to clanty whether
this represents a pharmacologic interaction or a selection by aspirin use of patients more likely
to respond to losartan treatment. (J] Am Coll Cardiol 2005;46:770-5) © 2005 by the
American College of Cardiology Foundation

28



Blzaspirin&

Losartan (n = 1,004) Atenolol (n = 966) Adjusted”
Hazard Ratio
End Point n % Ratet n % Ratet (95% CI) p Value
Primary composite end pointf 128 12.7 28.3 180 18.6 421 0.68 (0.55-0.86) 0.001
Cardiovascular mortality 56 5.6 11.8 76 7.9 16.7 0.73 (0.52-1.03) 0.074
Stroke 61 6.1 13.4 94 9.7 21.8 0.63 (0.45-0.86) 0.004
Myocardial infarction 44 4.4 9.6 58 6.0 13.1 0.75 (0.51-1.11) 0.16
Other prespecified end points
Total mortality 106 10.6 22.4 121 12.5 26.6 0.86 (0.66-1.12) 0.26
Hospitalization for
Angina pectoris 53 5.3 11.6 48 5.0 10.9 1.10 (0.74-1.62) 0.64
Heart failure 45 4.5 9.8 53 5.5 121 0.84 (0.56-1.25) 0.39
Revascularization 100 10.0 22.5 109 11.3 25.5 0.91 (0.70-1.20) 0.51
New-onset diabetes§ 58 6.9 15.3 57 71 15.6 0.98 (0.68-1.41) 0.91
2B NZaspirin&
Losartan (n = 3,601) Atenolol (n = 3,622) Adjusted”
Hazard Ratio
End Point n % Rate¥ n % Ratet (95% CI) p Value
Primary composite end pointf 380 10.6 22.6 408 11.3 24.3 0.95 (0.82-1.09) 0.46
Cardiovascular mortality 148 4.1 8.5 158 4.4 91 0.96 (0.77-1.20) 0.71
Stroke 171 4.7 10.1 215 5.9 12.7 0.80 (0.66—0.98) 0.034
Myocardial infarction 154 4.3 9.0 130 36 7.6 1.21 (0.96-1.53) 0.11
Other prespecified end points
Total mortality 277 7.7 15.9 310 8.6 17.8 0.91 (0.77-1.07) 0.24
Hospitalization for
Angina pectoris 107 3.0 6.3 93 2.6 5.4 1.18 (0.89-1.56) 0.25
Heart failure 108 3.0 6.3 108 3.0 6.3 1.02 (0.78-1.34) 0.86
Revascularization 161 4.5 9.5 175 4.8 10.3 0.94 (0.76-1.17) 0.58
New-onset diabetes§ 184 5.8 12.4 263 8.3 17.9 0.70 (0.58-0.85) 29<0.001
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