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Abstract: We looked for interaction between early environment and adult lifestyle in determination of bone mineral con-

tent (BMC) and bone mineral density (BMD) among 498 men and 468 women for whom birth records were available. 

Participants completed a health questionnaire, and bone densitometry (DXA) of the lumbar spine and femoral neck per-

formed. 

We found no relationships between cigarette and alcohol consumption, physical activity and either BMC or BMD after 

adjustment for age, body mass index, dietary calcium, social class, HRT use and years since menopause. However, male 

current smokers in the lowest third of birth weight had lower femoral neck BMD than ex- or never smokers from the low-

est birth weight third (p value for interaction term = 0.04). Similar trends were seen with femoral neck BMC and lumber 

spine BMC. 

Individuals of lower birth weight may be particularly vulnerable to the effects of bone noxious stimuli such as cigarette 

smoking. 

INTRODUCTION 

 Epidemiological studies have shown that individuals of 
low birthweight may be at increased risk of osteoporosis in 
adult life [1-6]. Lifestyle factors in adulthood also affect 
bone mineral content (BMC) and bone mineral density 
(BMD) although the extent of this influence may vary be-
tween individuals; previous studies have suggested that the 
early environment may interact with adult lifestyle to deter-
mine risk factors for common diseases. In one recent study 
by Robinson et al. individuals of low birth weight were par-
ticularly susceptible to the effect of high dietary fat intakes 
when blood cholesterol levels were measured [7]. To inves-
tigate whether a similar interaction might operate between 
later lifestyle factors and growth in early life to determine 
the risk of adult osteoporosis, we examined the relationships 
between birth weight, lifestyle factors and adult BMD and 
BMC in a cohort of men and women from Hertfordshire, 
UK. 

MATERIALS AND METHODS 

 Four hundred and ninety eight men and 468 women aged 
59-71 years were recruited to this study, which was designed 
to examine the relationship between growth in infancy and 
the subsequent risk of osteoporosis. The selection procedure 
for these individuals was as follows: in brief, with the help of 
the National Health Service Central Registry at Southport, 
and Hertfordshire Family Health Service Association, we 
traced men and women who were born during 1931-39 in 
Hertfordshire, and still lived there during the period 1998-  
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2003. After obtaining written permission from each subject’s 
General Practitioner, we approached each person by letter, to 
ask them if they would be willing to be contacted by one of 
our research nurses. If they agreed, a research nurse per-
formed a home visit, where they administered a structured 
questionnaire. This included information on socioeconomic 
status, medical history, cigarette smoking, alcohol consump-
tion and dietary calcium intake. Physical activity was as-
sessed by a previously validated questionnaire [8]. The sub-
ject was then invited to attend a local clinic. 

 Height was measured to the nearest 0.1cm using a Har-
penden pocket stadiometer (Chasmors Ltd., London, UK) 
and weight to the nearest 0.1kg on a SECA floor scale 
(Chasmors Ltd., London, UK). Body mass index (BMI) was 
calculated as weight divided by height 2 (kg/m

2
). 

 Bone mineral density and bone mineral content were 
measured in each subject, by dual energy X-ray absorptiome-
try at the lumbar spine and proximal femur (neck, total, in-
tertrochanteric and trochanteric regions, Wards triangle) us-
ing a Hologic QDR 4500 instrument. Measurement precision 
error, expressed as coefficient of variation, was 1.55% for 
lumbar spine BMD, 1.45% for total femur and 1.83% for 
femoral neck BMD for the Hologic QDR 4500; these figures 
were obtained by twenty five volunteers who were not part 
of the study undergoing two scans on the same day, getting 
on and off the table between examinations. Short-term (two 
month) precision error for the QDR 4500 was less than 1% 
for both sites (manufacturers figures). Individuals taking 
drugs known to alter bone metabolism (such as bisphospho-
nates) were excluded from this part of the study, although 
women taking hormone replacement therapy (HRT) were 
allowed to participate, due to the large numbers of women 
taking this medication (with appropriate adjustment in all 
analyses). There were no other exclusion criteria to this part 
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of the study, and subjects were approached for consent as 
they attended clinic. 

 Variables were summarised with the use of means and 
standard deviations (SD). Multiple linear regression was 
used to explore the main and interactive effects of birth-
weight and lifestyle on BMD and BMC. Continous measures 
of birth weight were used in these analyses, though results 
were summarised by thirds of birthweight for ease of presen-
tation. The linear regression models were performed both 
unadjusted and adjusted for age, BMI, dietary calcium, so-
cial class, and HRT use and years since menopause in 
women. All analyses were carried out using STATA (statis-
tical package version 10). 

 Ethical permission for the study was granted by the East 
and North Hertfordshire Ethical Committees. All participants 
gave written informed consent. 

RESULTS 

 The mean age of the men and women studied was 64.8 
and 66.3 years respectively. The weekly alcohol consump-
tion, physical activity, current BMI, socioeconomic status, 
BMD and BMC of the men and women studied are shown in 
Table 1. Thirty four percent of the men and 62% of the 
women had never smoked, while 52% of the men and 28% 
of the women were ex-smokers. The remaining 15% of the 
men and 10% of the women were current smokers. Four per-
cent of men and 18% of women were non-drinkers, while 
21% of the men and 12% of the women were moderate 
drinkers (i.e., 11-21 units per week for men, 8-14 units per 

week for women). Twenty five percent of men and 3% of 
women consumed greater than the recommended units of 
alcohol per week (i.e., > 21 units per week for men, >14 
units per week for women). The geometric mean daily cal-
cium intake was 1219 mg in men and 1085 mg in women. 

 We found no relationship between the lifestyle factors 
studied (alcohol and cigarette consumption, physical activ-
ity) and either BMD or BMC in this group as a whole (Table 
2). However, when we examined the associations between 
BMD or BMC and lifestyle factors in men and women ac-
cording to tertile of birth weight, smoking status and birth 
weight appeared to interact in the determination of femoral 
neck and total femoral bone mineral content for men (Table 
3). Hence, in the lowest tertile of birth weight, current male 
smokers had a mean femoral neck BMC of 4.49 (SD 0.55) g

 

compared with a mean femoral neck BMC of 4.87 (SD 0.75) 
g for ex-smokers and a mean femoral neck BMC of 4.97 (SD 
0.79) g for never smoked (p for interaction = 0.01 for current 
smoking and birth weight in men). This relationship was 
attenuated by adjustment for age, BMI, dietary calcium and 
social class (p=0.07). Similarly, in the lowest third of birth 
weight, current male smokers had a mean femoral neck 
BMD of 0.77 (SD 0.09) g/cm

2 
compared with a mean femo-

ral neck BMD of 0.85 (SD 0.12) g/cm
2
 for ex-smokers and a 

mean femoral neck BMD of 0.84 (SD 0.12) g/cm
2
 for never 

smoked (p for interaction = 0.04 for current smoking and 
birth weight in men). Again, this relationship was attenuated 
after adjustment for age, BMI, dietary calcium and social 
class (p=0.18) (Table 4). A similar trend was seen in the re-

Table 1. Characteristics of Study Participants 

 

Characteristics Males (n=498) Females (n=468) 

Age (yrs) 64.8 (2.5) 66.3 (2.6) 

BMI (kg/m2)1 26.6 (1.1) 26.9 (1.2) 

Alcohol consumption (units per week)2 10.0 (3.0, 22.5) 2.5 (0.5, 7.0) 

Habitual Activity (%)3 64.0 (14.8) 61.3 (14.9) 

N (%) Current smokers 73 (14.7) 45 (9.6) 

N (%) Ex-smokers 258 (51.8) 132 (28.2) 

N (%) Never smoked 167 (33.5) 290 (62.0) 

N (%) Current manual social class IIIM-V4 277 (55.6) 286 (61.1) 

N (%) Current non-manual social class I-IIINM4 193 (38.8) 182 (38.9) 

Femoral Neck BMD (g/cm2)5 0.85 (0.12) 0.76 (0.12) 

Total femoral BMD (g/cm2)5 1.04 (0.13) 0.90 (0.13) 

Lumbar Spine BMD (g/cm2)6 1.08 (0.16) 0.96 (0.17) 

Femoral Neck BMC (g)5 5.0 (0.8) 3.9 (0.7) 

Total femoral BMC (g) 5 48.4 (8.1) 32.5 (5.8) 

Lumbar spine BMC (g) 7 77.4 (15.6) 57.2 (13.2) 

Mean (SD) unless stated otherwise. 
1Geometric mean and SD. 
2Median and IQR among drinkers. 20 men and 86 women stated that they do not drink alcohol. 
3Standardised score ranging 0-100 derived from frequency of gardening, housework, climbing stairs and carrying loads in a typical week. Higher scores indicate greater level of 

activity. 
4Social class was unclassified for 28 men. 
5Data on femoral neck BMD and BMC and total femoral BMD and BMC was missing for 3 men and 1 woman. 
6Data on lumbar spine BMD was missing for 1 man. 
7Data on lumbar spine BMC was missing for 3 men and 25 women. 
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lationship between lumbar spine BMC and smoking and 
birth weight in men, but this was not significant. If only 
smoking and birth weight were included in the multivariate 
regression model, the adjusted R

2 
ranged from 0.3% to 2.1%, 

with an adjusted R
2 

value for total femoral BMC in men of 
2.1%, reflecting the inherent biological variability and both 
measured and unmeasured confounders in epidemiological 
studies. An estimate of lifetime total cigarette consumption 
(cigarette pack years) was not significantly associated with 
BMC or BMD at any site. 

 The interaction between BMD or BMC and smoking and 
birth weight was not seen in women, and nor were any inter-
actions observed between early life and alcohol consumption 
or physical activity levels as determinants of BMC or BMD. 

DISCUSSION 

 We have found an interaction between smoking status 
and birth weight in a cohort of men from Hertfordshire. In 
males of low birth weight, smoking was found to be associ-
ated with a low BMD. Our findings suggest that individuals 
of lower birth weight may be particularly vulnerable to the 
effects of noxious stimuli to the skeleton, such as cigarette 
smoking. We have not found a similar interaction in women. 
Although this may reflect a true lack of effect in women, we 
suspect that our findings reflect limited power to detect a 
similar association in women (45 (10%) of the women were 
current smokers while 290 (62%) women had never smoked; 
in men 73 (15%) were current smokers and 167 (34%) had 
never smoked). 

 Our study has a number of limitations. The individuals 
recruited were selected because they had been born in Hert-
fordshire, and continued to live there at the age of 60-75 
years, as in previous studies. However, we have previously 
demonstrated that the Hertfordshire populations studied have 
similar smoking characteristics and bone density to national 
figures, suggesting that selection bias is minimal [9]. Also, 

as discussed above, the lack of interaction in women could 
either reflect a true lack of interaction or limited study power 
due to low numbers of female current smokers and limited 
sample size in general. 

 An inverse relationship between smoking and bone den-
sity is well established [10], and is due to multiple factors 
including an earlier menopause in females, reduced body 
weight and enhanced metabolic breakdown of exogenous 
oestrogens (again in women). In vitro, cigarette smoke ex-
tract inhibited in vitro differentiation of osteoprogenitor cells 
to osteoblast like cells. In a recent meta-analysis [11], the 
results of 48 published studies were combined. The authors 
concluded that although they were able to demonstrate no 
significant difference in bone density at age 50 between 
smokers and non-smokers, bone density in women dimin-
ished by about an extra 2% for every 10 year increase in age, 
with a difference of 6% at age 80. Although the confounding 
effects of body mass index and oestrogen were mentioned, 
this meta-analysis could not fully address the lifestyle differ-
ences between smokers and non-smokers. Cigarette smoking 
was recently the subject of a further recent meta-analysis that 
found current smoking was associated with a significantly 
increased risk of any fracture compared to non-smokers [12]. 
Adjustment for BMD had little impact on the increased risk. 
Risk ratios were significantly higher in men than women for 
all fractures and for osteoporotic fractures, but not for hip 
fracture. It has been suggested that this may reflect a dose 
response effect, and the higher consumption of tobacco 
among males. Low BMD accounted for only 23% of the 
smoking-related risk of hip fracture, while adjustment for 
BMI had a small downward effect on risk for all fracture 
outcomes. A smoking history was associated with a signifi-
cantly increased risk of fracture compared with individuals 
without a smoking history, but the risk was lower than for 
current smokers. 

Table 2. Univariate Analyses of Smoker Status, Alcohol Consumption and Physical Activity as Explanatory Variables for Femoral 

Neck BMD and BMC in Men 

 

Femoral Neck BMD 
 

Regression Coefficient (95% CI) p-Value 

Never smoked - - 

Ex-smoker 0.005 (-0.019, 0.029) 0.67 Smoker status: 

Current smoker -0.004 (-0.038, 0.029) 0.80 

Alcohol consumption (units/week) 0.0005 (-0.0002, 0.0012) 0.17 

Physical activity 0.0001 (-0.0006, 0.0008) 0.77 

Femoral Neck BMC 
 

Regression Coefficient (95% CI) p-Value 

Never smoked - - 

Ex-smoker -0.03 (-0.18, 0.13) 0.74 Smoker status: 

Current smoker -0.02 (-0.24, 0.20) 0.83 

Alcohol consumption (units/week) 0.004 (-0.001, 0.008) 0.12 

Physical activity 0.000 (-0.004, 0.005) 0.87 
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Table 4. Femoral Neck BMD According to Birth Weight in 

Men 

 

  
Lowest Third  

Birth Weight 

Middle Third  

Birth Weight 

Highest Third  

Birth Weight 

0.77 (0.09) 0.89 (0.14) 0.87 (0.13) 
Current smoker 

n = 23 n = 24 n = 26 

0.85 (0.12) 0.86 (0.12) 0.86 (0.12) 
Ex-smoker 

n = 83 n = 81 n = 91 

0.84 (0.12) 0.85 (0.13) 0.85 (0.10) 
Never smoked 

n = 51 n = 67 n = 49 

 p = 0.04 (p = 0.18 adjusted) 

Figures given are mean femoral neck BMD (g/cm2) with standard deviations in paren-

theses. The p-values given are for the interaction between current smoker and birth 
weight, with and without adjusting for age, BMI, dietary calcium and social class. 

 

 Lorentzon et al. recently performed a study of areal and 
volumetric BMD among young male Scandinavian smokers 

[13]. Despite a low daily intake (average 10 cigarettes per 
day) and a reasonably short duration of smoking (average 4 
years), they were able to demonstrate significantly lower a 
real BMD, and lower tibial trabecular volumetric BMD 
among the 9% of the study population who smoked daily. 
Hence this study would suggest an effect of smoking on peak 
bone mass in addition to the previous reports of an effect on 
age related bone loss [14, 15]. While the exact mechanism of 
these effects is unclear, it is likely to include an effect on sex 
hormones (female smokers have a premature menopause; 
male smokers have higher levels of testosterone, and both 
sexes have increased ACTH secretion and adrenal steroids), 
lower levels of circulating 25(OH)D, and a number of life-
style variables associated with smoking may contribute to 
the observed effects, including lower BMI and levels of 
physical activity. At a cellular level, both stimulation and 
inhibition of osteoblast formation and activity have been 
reported, while in other cell types tobacco has been reported 
to induce apoptosis [16]. 

 Other studies have established that responses to adverse 
influences in adult life are conditioned by early growth. In 
the American nurses' health study, the highest risk of coro-

Table 3. Bone Mineral Content (BMC) According to Birth Weight 

 

Men Women 
  

  Lowest Third Birth 

Weight 

Middle Third Birth 

Weight 

Highest Third Birth 

Weight 

Lowest Third Birth 

Weight 

Middle Third Birth 

Weight 

Highest Third Birth 

Weight 

Femoral Neck BMC  

4.49 (0.55) 5.20 (1.03) 5.26 (0.77) 3.89 (0.78) 4.04 (0.70) 3.96 (0.65) Current 

smoker n = 23 n = 24 n = 26 n = 15 n = 17 n = 13 

4.87 (0.75) 5.00 (0.80) 5.11 (0.78) 3.92 (0.64) 4.06 (0.71) 3.98 (0.72) 
Ex-smoker 

n = 83 n = 81 n = 91 n = 50 n = 42 n = 39 

4.97 (0.79) 5.05 (0.86) 5.03 (0.67) 3.75 (0.61) 3.89 (0.73) 3.90 (0.61) Never 
smoked n = 51 n = 67 n = 49 n = 130 n = 100 n = 60 

 p = 0.01 (p = 0.07 adjusted) p = 0.19 (p = 0.29 adjusted) 

Total Femoral BMC  

44.7 (7.3) 50.0 (8.7) 51.8 (9.7) 31.6 (4.3) 33.0 (6.2) 35.3 (7.7) Current 

smoker n = 23 n = 24 n = 26 n = 15 n = 17 n = 13 

46.3 (8.6) 48.9 (8.0) 49.2 (8.0) 32.4 (5.9) 33.8 (6.2) 32.9 (5.1) 
Ex-smoker 

n = 83 n = 81 n = 91 n = 50 n = 42 n = 39 

48.4 (8.5) 48.8 (7.3) 48.4 (8.0) 31.4 (5.8) 32.2 (6.0) 33.5 (5.4) Never 

smoked n = 51 n = 67 n = 91 n = 130 n = 100 n = 60 

 p = 0.01 (p = 0.06 adjusted) p = 0.98 (p = 0.69 adjusted) 

Lumbar Spine BMC  

73.1 (11.4) 79.2 (12.9) 75.2 (13.3) 57.9 (8.1) 58.6 (12.1) 63.3 (21.9) Current 

smoker n = 23 n = 24 n = 25 n = 15 n = 17 n = 10 

74.5 (15.2) 78.5 (14.9) 80.9 (17.0) 57.9 (13.2) 60.1 (12.0) 57.4 (15.5) 
Ex-smoker 

n = 84 n = 81 n = 92 n = 49 n = 40 n = 39 

75.8 (16.3) 79.3 (15.7) 75.3 (16.9) 54.0 (12.5) 57.5 (14.1) 58.7 (11.3) Never 

smoked n = 50 n = 67 n = 49 n = 121 n = 95 n = 57 

 p = 0.69 (p = 0.96 adjusted) p = 0.98 (p = 0.98 adjusted) 

Figures given are mean BMC (g) with standard deviations in parentheses. P-values given are for the interaction between current smoker and birth weight, with and without adjusting 
for age, BMI, dietary calcium, social class and HRT use and years since menopause in women. 
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nary heart disease was found among women who had low 
birth weight and high BMI as adults [17]. Most recently, our 
group has suggested that responses to dietary fat are also 
conditioned by early growth, which could help to explain the 
inconsistent associations observed between birth weight and 
serum cholesterol concentration [7]. These findings, like 
those in the study reported here, are consistent with the ideas 
of Dubos who wrote that 'the effects of the physical and so-
cial environments cannot be understood without knowledge 
of individual history' [18]. 

 In conclusion, we have found that current smoking was 
associated with a low BMD in males of low birth weight. If 
replicated, our findings could have implications for public 
health. Therefore male smokers of lower birth weight would 
define a group who are at increased risk of osteoporosis and 
who might benefit most from a cessation of smoking. 

REFERENCES 

[1] Cooper C, Cawley M, Bhalla A, et al. Childhood growth, physical 

activity and peak bone mass in women. J Bone Miner Res 1995; 
10: 940-47. 

[2] Cooper C, Fall C, Egger P, Hobbs R, Eastell R, Barker D. Growth 
in infancy and bone mass in later life. Ann Rheum Dis 1997; 56: 

17-21. 
[3] Yarbrough DE, Barrett-Connor E, Morton DJ. Birth weight as a 

predictor of adult bone mass in postmenopausal women; the Ran-
cho Bernardo Study. Osteoporosis Int 2000; 11: 626-30. 

[4] Gale CR, Martyn CN, Kellingray S, Eastell R, Cooper C. Intrauter-
ine programming of adult body composition. J Clin Endocrinol Me-

tab 2001; 86: 267-72. 
[5] Antoniades L, MacGregor AJ, Andrew T, Spector TD. Association 

of birth weight with osteoporosis and osteoarthritis in adult twins. 
Rheumatology 2003; 42: 791-96. 

[6] Cooper C, Erikkson JG, Forsen T, Osmond C, Tuomilehto J, 
Barker DJP. Maternal height, childhood growth and risk of hip 

fracture in later life: a longitudinal study. Osteoporosis Int 2001; 

12: 623-29. 
[7] Robinson SM, Batelaan SF, Syddall HE, et al. Combined effects of 

dietary fat and birthweight on serum cholesterol concentrations: the 
Hertfordshire Cohort Study. Am J Clin Nutr 2006; 84: 237-44. 

[8] Dallosso HM, Morgan K, Bassy EJ, Ebrahim SBJ, Fentem PH, 
Arie THD. Levels of customary physical activity among the old 

and very old living at home. J Epidemiol Commun Health 1988; 
42: 121-27. 

[9] Egger P, Duggleby S, Hobbs R, Fall C, Cooper C. Cigarette smok-
ing and bone mineral density in the elderly. J Epidemiol Commun 

Health 1996; 50: 47-50. 
[10] Kiel DP, Zhang Y, Hannan MT, Anderson JJ, Baron JA, Felson 

DT. The effect of smoking at different life stages on bone mineral 
density in elderly men and women. Osteoporosis Int 1996; 6: 240-

48. 
[11] Law MR, Hachshaw AK. A meta-analysis of cigarette smoking, 

bone mineral density and risk of hip fracture: recognition of a ma-
jor effect. BMJ 1997; 315: 841-46. 

[12] Kanis JA, Johnell O, Oden A, et al. Smoking and fracture risk: a 
meta-analysis. Osteoporosis Int 2005; 16: 155-62. 

[13] Lorentzon M, Mellstrom D, Haug E, Ohlsson C. Smoking is asso-
ciated with lower bone mineral density and reduced cortical thick-

ness in young men. J Clin Endocrinol Metab 2007; 92: 497-503. 
[14] Vogel JM, Davis JW, Nomura A, Wasnich RD, Ross PD. The 

effects of smoking on bone mass and the rates of bone loss among 
elderly Japanese-American men. J Bone Miner Res 1997; 12: 1495-

1501. 
[15] Burger H, de Laet CEDH, van Daele PLA, et al. Risk factors for 

increased bone loss in an elderly population. The Rotterdam Study. 
Am J Epidemiol 1998; 147: 871-79. 

[16] Compston J. Editorial: smoking and the skeleton. J Clin Endocrinol 
Metab 2007; 92: 428-29. 

[17] Rich-Edwards JW, Kleinman K, Michels KB, et al. Longitudinal 
study of birth weight and adult body mass index in predicting risk 

of coronary heart disease and stroke in women. BMJ 2005; 330: 
1115-20. 

[18] Dubos R. The mirage of health. Piscataway, NJ: Rutgers University 
Press, 1987. 

 
 

Received: March 8, 2008 Revised: March 26, 2008 Accepted: April 24, 2008 

 

© Moinuddin et al.; Licensee Bentham Open. 
 

This is an open access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/license/by/2.5/), which 
permits unrestrictive use, distribution, and reproduction in any medium, provided the original work is properly cited. 

 
 

 

 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


