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Abstract

Background: There is emerging evidence for a beneficial effect of meat consumption on the musculoskeletal
system. However, whether it affects the risk of knee and hip osteoarthritis is unknown. We performed a prospective
cohort study to examine the relationship between meat consumption and risk of primary hip and knee
replacement for osteoarthritis.

Methods: Eligible 35,331 participants were selected from the Melbourne Collaborative Cohort Study recruited
during 1990-1994. Consumption of fresh red meat, processed meat, chicken, and fish was assessed using a food
frequency questionnaire. Primary hip and knee replacement for osteoarthritis during 2001-2005 was determined by
linking the cohort records to the Australian National Joint Replacement Registry.

Results: There was a negative dose-response relationship between fresh red meat consumption and the risk of hip
replacement (hazard ratio (HR) 0.94 per increase in intake of one time/week, 95% confidence interval (Cl) 0.89-0.98).
In contrast, there was no association with knee replacement risk (HR 0.98, 95% Cl 0.94-1.02). Consumption of
processed meat, chicken and fish were not associated with risk of hip or knee replacement.

Conclusion: A high level consumption of fresh red meat was associated with a decreased risk of hip, but not knee,
joint replacement for osteoarthritis. One possible mechanism to explain these differential associations may be via

an effect of meat intake on bone strength and hip shape. Further confirmatory studies are warranted.

Background

Whilst the consumption of red meat is often recom-
mended for its iron content [1], there is emerging evi-
dence that red meat and processed meat are associated
with carcinogenesis at several anatomic sites and
increased mortality [2-5]. The mechanisms for these
adverse effects are various but have been related to the
constituent nutrients of red meat and methods of proces-
sing and cooking. Meat is a source of several multisite
carcinogens including N-nitroso compounds, heterocyc-
lic amines, and polycyclic aromatic hydrocarbons, some
of which are formed during high-temperature cooking of
meat [2]. Iron in red meat may increase oxidative damage
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and increase the formation of N-nitroso compounds [6].
Meat is also a major source of saturated fat which has
been positively associated with cancer [7]. Current diet-
ary recommendations are to consume small to moderate
amounts of red meat and processed meat as a way of
reducing the risk of a number of chronic diseases includ-
ing cardiovascular disease and cancer [8].

Meat consumption may have beneficial effects on the
musculoskeletal system since there is evidence that high
animal protein is associated with high bone mineral
density and low risk of hip fracture [9-11]. Osteoarthritis
(OA) is a common chronic joint disease involving the
whole joint including the articular cartilage, subchondral
bone and soft tissues. There is evidence that dietary
nutrients may protect against OA [12]. However, it is
unknown whether meat consumption may affect the
risk of OA, and the existing evidence is conflicting.
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A recent cross-sectional study reported a higher preva-
lence of degenerative arthritis associated with greater
meat consumption [13], whereas another cross-sectional
study found no relationship between consumption of
meat/poultry and fish and the prevalence of knee
OA [14].

Total joint replacement is the only established treat-
ment for those with symptomatic end-stage OA where
conservative management fails, thus it may be consid-
ered a proxy outcome measure for severe end-stage OA.
We analyzed data from the Melbourne Collaborative
Cohort Study (MCCS) on consumption of red meat,
processed meat, chicken, and fish to determine the rela-
tion to the risk of primary knee and hip joint replace-
ment due to OA.

Methods
The cohort
The MCCS is a prospective cohort study of 41,528 peo-
ple (17,049 men) aged between 27 and 75 years at base-
line, 99.3% of whom were aged 40 - 69 years [15].
Participants were recruited via Electoral Rolls (registra-
tion to vote is compulsory for Australian adults), adver-
tisements, and community announcements in the local
media (e.g., television, radio, newspapers), between 1990
and 1994. Southern European migrants to Australia
(including 5,425 from Italy and 4,535 from Greece) were
deliberately over-sampled to extend the range of lifestyle
exposures and to increase genetic variation. The study
protocol was approved by The Cancer Council Victoria’s
Human Research Ethics Committee. All participants
gave written consent to participate and for the investiga-
tors to obtain access to their medical records.
Follow-up was conducted by record linkage to Elec-
toral Rolls, electronic phone books and the Victorian
Cancer Registry and death records. To update lifestyle
exposures, the cohort was followed up by mailed ques-
tionnaire and where necessary by telephone from 1995
to 1998 (first follow-up) and by face-to-face interviews
from 2003 to 2007 (second follow-up). From 2003
onwards, 28,046 study participants (68% of the original
MCCS participants) took part in the second follow-up.

Dietary assessment

At baseline, dietary intake over the previous 12 months
was estimated using a 121-item food frequency ques-
tionnaire (FFQ) specifically developed for the MCCS.
The FFQ was developed from a study of weighed food
records in a sample of 810 Melbourne residents of simi-
lar age and ethnic origin to the MCCS cohort [16]. The
FFQ included 22 items on intake of fresh red meat, pro-
cessed meat, chicken, and fish. Fresh red meat was
defined as veal or beef schnitzel, roast beef or veal, beef
steak, rissoles (meat balls) or meatloaf, mixed dishes
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with beef, roast lamb or lamb chops, mixed dishes with
lamb, roast pork or pork chops, and rabbit or other
game (rarely consumed). Processed meat included sal-
ami or continental sausages, sausages or frankfurters,
bacon, ham including prosciutto, corned beef, and man-
ufactured luncheon meats. Chicken included roast or
fried chicken, boiled or steamed chicken, and mixed
dishes with chicken. Fish included steamed, grilled, or
baked fish, fried fish, smoked fish, and canned fish
including tuna, salmon, and sardines. At the MCCS first
follow up, basic questions (not complete FFQ as used at
MCCS baseline) about the frequency of meat consump-
tion (fresh red meat, chicken, and fish) over the last
year were asked.

Nutrient intakes were calculated using standard sex-
specific portion sizes from the weighed food records
[16]. The energy and nutrient contents in food were
computed using Australian food composition tables
[17]. Energy from alcoholic beverages was added to that
calculated from the FFQ. Fatty acid composition of
foods was obtained from the Royal Melbourne Institute
of Technology fatty acid database [18]. Carotenoid data
were obtained from the 1998 United States Department
of Agriculture database [19].

To estimate the reproducibility of the FFQ, between
July 1992 and June 1993, 275 participants were invited
to participate in a study that required completing a sec-
ond FFQ 12 months after baseline. Of these, 242 (88%)
completed the second FFQ. The weighted kappa statis-
tics for the reproducibility of the quartiles of meat
intake were 0.42 (95% CI, 0.30-0.55) for fresh red meat,
0.60 (0.48-0.73) for processed meat, 0.44 (0.32-0.56) for
chicken, and 0.48 (0.35-0.61) for fish.

Assessment of demographic, lifestyle and

anthropometric factors

At baseline, a structured interview schedule was used to
obtain demographic and lifestyle information including
date of birth, country of birth, smoking, alcohol con-
sumption, current physical activity during leisure time,
and education. Height and weight were measured once
at baseline attendance for each participant according to
written protocols based on standard procedures [20].
Weight was measured to the nearest 0.1 kg using digital
electronic scales, height was measured to the nearest
1 mm using a stadiometer. Body mass index (BMI) was
calculated as weight in kilograms divided by the square
of height in meters.

At the MCCS second follow-up, the participants were
asked questions enquiring about their first joint replace-
ment surgery: Have you ever had a hip replacement?
When did you have your first hip replacement? Have
you ever had a knee replacement? When did you have
your first knee replacement?
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Study participants

Of the 41,528 participants recruited, 6197 (14.9%) were
excluded from analysis because they: reported extreme
energy intake (<1° percentile or >99™ percentile);
reported an acute myocardial infarct, angina or diabetes
at baseline and were likely to have changed their diet;
had missing dietary data; died or left Australia prior to
January 1, 2001; at the MCCS second follow-up had
reported a primary joint replacement prior to January 1,
2001; had left Australia before the date of having a pri-
mary joint replacement; or had the first recorded proce-
dure being a revision joint replacement as recorded in
the Australian Orthopaedic Association National Joint
Replacement Registry (AOA NJRR), thus leaving 35,331
participants available for analysis.

Identification of incident primary knee and

hip joint replacement

Cases were identified from the AOA NJRR. The imple-
mentation of the AOA NJRR commenced in 1999 and
was introduced in a staged state by state approach
which was completed nationally by mid 2002. Victorian
data collection commenced in 2001. The Registry moni-
tors the performance and outcome of both hip and knee
replacement surgery in Australia. It has detailed infor-
mation on the prostheses and surgical technique used
and the clinical situation that it was used in for both
primary and revision joint replacement [21]. By using
detailed matching technology it is able to determine the
success or otherwise of the joint replacement surgery.
Although data collection for the Registry is voluntary, it
receives cooperation from all hospitals undertaking joint
replacement surgery [21].

The AOA NJRR validates its data by using both inter-
nal systems and external data sources. The most impor-
tant external data source is state health department
data. Validation of registry data against health depart-
ment recorded data involves a sequential multilevel
matching process. Following the validation process and
the retrieval of unreported records, the Registry collects
the most complete set of data relating to hip and knee
replacement in Australia [21].

Identifying information of MCCS participants, includ-
ing first name, last name, date of birth, and gender, was
provided to the staff at the AOA NJRR in order to iden-
tify those MCCS participants who had had a primary or
revision joint replacement between January 1, 2001
which is when the Registry commenced Victorian data
collection, and December 31, 2005. The matching was
performed on these data provided using U.S. Bureau of
the Census Record Linkage Software. Exact matches were
identified and probabilistic matches were reviewed. The
staff from the AOA NJRR forwarded this information to
MCCS and it was then added to the MCCS database.
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The study was approved by The Cancer Council Vic-
toria’s Human Research Ethics Committee and the
Standing Committee on Ethics in Research Involving
Humans of Monash University.

Statistical analysis

Cox proportional hazards regression models were used
to estimate the hazard ratios (HR) for first recorded
primary joint replacement associated with individual
meat consumption after adjustment for confounding
variables. Follow-up for primary joint replacement (i.e.
calculation of person-time) began at January 1, 2001,
and ended at date of first primary joint replacement
for OA or date of censoring. Participants were cen-
sored at either the date of first primary joint replace-
ment performed for indications other than OA, the
date of death, the date left Australia, or end of follow-
up (i.e. December 31, 2005 (the date that ascertain-
ment of joint replacement by NJRR was complete),
whichever came first.

All meat consumption variables were analysed cate-
gorically, based on approximate quartiles of the distribu-
tion of weekly frequency of consumption, with the first
quartile used as the reference category. Linear associa-
tions between meat consumption and the risk of joint
replacement were investigated by comparing the regres-
sion models with meat consumption as a categorical
variable and a pseudo-continuous variable using the
likelihood ratio test. Tests for trend across categories of
meat consumption were calculated using meat con-
sumption as a pseudo-continuous variable, assuming
that, within each quarter all participants consumed at its
median frequency. We also calculated the ratio of fre-
quency of consumption of fresh red meat to the com-
bined frequency of consumption of chicken and fish and
divided it into groups based on quartiles. To estimate
HR separately for knee and hip replacement risk and to
test for heterogeneity, Cox models based on competing
risks were fitted using a data duplication method [22].

Age, gender, BMI, country of birth, and energy intake
(kj/d) were included in all models. Other potential con-
founding variables were included in all the definitive ana-
lyses if they changed the HR of any of the meat
consumption variables for either hip or knee joint repla-
cement risk by at least 5%. First, education, current level
of physical activity, smoking (current/past/never), and
alcohol consumption (g/d) were added. The HR changed
< 5%, thus, none of these variables were retained for
further analysis. Second, multi-vitamins and fish oil sup-
plement were added. HR changed < 5%. Third, fruit,
vegetable, vitamin C, vitamin E, beta-carotene, and poly-
unsaturated fatty acids were added to the model, one at a
time. HR changed < 5%. Thus none of the dietary vari-
ables were retained for further analysis.
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To test whether associations between meat consump-
tion and the risk of joint replacement were modified by
country of birth, gender or educational level, interac-
tions between country of birth, gender or educational
level and meat consumption were fitted, and tested
using the likelihood ratio test. Tests based on Schoen-
feld residuals and graphical methods using Kaplan-
Meier curves showed no evidence that proportional
hazard assumptions were violated for any analysis. All
statistical analyses were performed using Stata (Inter-
cooled Stata 9.2 for Windows, StataCorp LP., College
Station, TX, USA).

Results

The study profile is shown in Figure 1. Over an average
of 4.8 (SD 0.7) years of follow-up per person (2001-5),
888 participants were identified with incident primary
joint replacement for OA including 411 hip replacements
and 477 knee replacements. The baseline (1990-4, an
average of 12.6 years prior to the joint replacement)
demographic characteristics and meat consumptions of
the study population are presented in Tables 1, 2 and 3.
Meat was eaten more frequently by men than by women:
men’s weekly median frequencies of consumption were
5.0 times for fresh red meat and 2.5 times for processed
meat compared to 4.0 and 2.0 times for women. Italian
and Greek immigrants consumed fresh red meat (median
5.0 versus 4.5 times/week) and chicken (median 2.0 ver-
sus 1.5 times/week) more frequently than those born in
Australia and United Kingdom. Participants with lower
education level consumed fresh red meat more frequently
than those with a higher level of education (median 4.5
versus 4.0 times/week). The meat consumptions at base-
line and first follow up were moderately correlated, with
the correlation coefficient ranging from 0.37 to 0.40 for
fresh red meat, chicken and fish.

Table 4 shows the hazard ratios according to baseline
meat consumption for hip and knee joint replacement
separately. There was a dose-response relationship
observed between fresh red meat consumption and the
risk of hip joint replacement: the HR were 1.00, 0.88,
and 0.69 in the 2™, 3" and 4™ quartile groups respec-
tively compared with the 1** quartile group (P for trend
0.006), the highest quartile of fresh red meat consump-
tion was significantly associated with a decreased risk of
hip joint replacement compared with the bottom quar-
tile [HR 0.69, 95% confidence interval (CI) 0.50 - 0.94].
No dose-response relationship was observed for the
association between consumption of fresh red meat and
the risk of knee joint replacement: HR were 1.13, 1.15,
0.91 in the 2", 3" and 4™ quartile groups compared
with the bottom quartile group. Consumption of pro-
cessed meat, chicken or fish had little or no association
with the risk of either hip or knee replacement.
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The ratio of fresh red meat consumption to chicken
and fish consumption was also examined (Table 4).
There was a negative dose-response association observed
for the risk of hip replacement (HR of 0.87 for increase
of 1 unit of the ratio, 95% CI 0.77 - 0.97, P for trend
0.01), but no association observed for the risk of knee
replacement (HR 0.97, 95% CI 0.88 - 1.08, P for trend
0.62). The statistical evidence for heterogeneity in these
dose-response associations between the hip and knee
was weak (test for homogeneity of trends, P = 0.12).

Similar results were observed when examining the
meat consumption at first follow up (Table 5). Although
the same direction and magnitude of association
between fresh red meat consumption and risk of hip
replacement were observed (HR 0.94, 95% CI 0.87 -
1.01), this protective association was not statistically
significant (P = 0.11).

There was no statistical evidence that country of birth,
gender, or educational level modified the associations
between meat consumption and the risk of hip or knee
replacement (P value for effect modification ranged
from 0.11 to 0.92).

Discussion

In this prospective cohort study, we found that a high
level consumption of fresh red meat was associated with
a decreased risk of hip, but not knee joint replacement
for OA. Consumption of processed meat, chicken and
fish had little association with the risk of either hip or
knee joint replacement.

No previous study has examined the relationship
between meat consumption and the risk of joint replace-
ment, a proxy outcome measurement for severe OA. The
data regarding the association between meat consump-
tion and the risk of OA are sparse. In a community-
based cross-sectional study, Kacar and colleagues found
that the intake of meat/poultry and fish was not asso-
ciated with the prevalence of symptomatic knee OA
where the diagnosis of knee OA was made clinically or
clinically and radiologically according to the American
College of Rheumatology criteria [14]. In contrast,
another cross-sectional study showed an independent
and moderately increased prevalence of degenerative
arthritis associated with greater meat, poultry, and fish
consumption in both men and women [13]. However,
this latter study used self-reported information on the
prevalence of degenerative arthritis and rheumatism as
outcome measure, including not only OA but also other
forms of arthritis and rheumatism. Moreover, cross-
sectional studies are subject to recall bias when trying to
capture the dietary patterns which may contribute to the
discrepancies. We used prospectively collected dietary
data at two time points and followed up a large popula-
tion for approximately 13 years to address the effect of
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Melbourne Collaborative
Cohort Study, baseline
1990-4, 41,528 participants

A 4

Demographic, lifestyle factors
including dietary intake, and
anthropometric data collected

1 follow up
1995-8, dietary
data collected

A

A 4

Figure 1 Study profile.

Data linkage to Joint Registry,
2001-5

A 4

\ 4

35,331 eligible participants for
analysis

A 4

411 hip replacements and 477
knee replacements identified
during 2001-5

6,197 excluded due to
extreme energy intake;
acute myocardial infarct,
angina or diabetes;
missing dietary data; died
or left Australia, or self-
reported joint
replacement prior to
2001; first recorded
procedure being a
revision joint replacement

Table 1 Baseline demographic characteristics of study population

Baseline population n = 35331

1st follow up population n = 29910

Age of entering MCCS

Age of entering joint replacement cohort

Women, number (%)

Body mass index, kg/m?

Country of birth, number (%)
Australia/United Kingdom
Italy/Greece

Education, number (%)

Primary and some secondary

Completed secondary and degree/diploma

54.5 [8.6]
62.2 [8.8]
21580 (61.1)
26.7 [44]

27256 (77.1)
8075 (22.9)

19606 (55.8)
15533 (44.2)

54.5 [8.6]
62.2 [8.8]
18305 (61.2)
26.5 [4.3]

24124 (80.7)
5786 (19.3)

15869 (53.3)
13921 (46.7)

Values are reported as mean [SD], or number (%).

MCCS: The Melbourne Collaborative Cohort Study.
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Table 2 Baseline meat consumption of study population
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Primary hip replacement n (%)*

Primary knee replacement n (%)*

Total number in each category

Fresh red meat intake

<3.0 times/week 94 (1.2)
3.0 - 44 times/week 123 (1.3)
45 - 64 times/week 114 (1.2)
>6.5 times/week 80 (0.9)
Processed meat intake
<1.5 times/week 97 (1.4)
1.5 - 1.9 times/week 84 (1.2)
2.0 - 3.9 times/week 132 (1.1)
>4.0 times/week 98 (1.1)
Chicken intake
<1.5 times/week 118 (1.1)
1.5 - 1.9 times/week 99 (1.5)
2.0 - 34 times/week 92 (0.9)
>3.5 times/week 102 (1.3)
Fish intake
<1.0 times/week 74 (1.1)
1.0 - 1.4 times/week 105 (1.3)
1.5 - 24 times/week 133 (1.1)
>2.5 times/week 99 (1.2)
Ratio of intake of fresh red meat to chicken and fish
<0.77 127 (1.4)
077 -1.25 103 (1.1)
126 - 2.00 100 (1.1)
>2.01 81 (1.1)

92 (1.2) 7576
135 (14) 9371
146 (1.5) 9661
104 (1.2) 8723
85 (1.2) 7154
96 (1.3) 7324
183 (1.5) 11879
113 (1.3) 8974
152 (14) 10680
84 (1.3) 6713
132 (14) 9766
109 (1.3) 8172
97 (14) 6764
110 (1.3) 8229
166 (1.4) 11997
104 (1.3) 8341
125 (14) 8867
118 (1.3) 9336
126 (1.3) 9512
108 (1.4) 7616

*number (%) of participants with primary hip or knee replacement in each dietary meat category.

meat consumption on the risk of joint replacement. In
contrast to the findings from the two previous cross-sec-
tional studies [13,14], we found that higher consumption
of fresh red meat approximately 13 years prior to joint
replacement was related to a decreased risk of hip, but
not knee, joint replacement due to OA, whereas

consumption of processed meat, chicken and fish was
not associated with the risk. The association between
fresh red meat consumption and hip replacement risk
was further supported by the findings when self-reported
meat consumption, recorded approximately 8 years prior
to joint replacement, was examined. Similar effect (same

Table 3 Baseline demographic characteristics by consumption of fresh red meat

< 3.0 times/week

3.0 - 4.4 times/week

4.5 - 6.4 times/week >6.5 times/week

n = 7576 n = 9371 n = 9661 n = 8723

Age of entering MCCS 54.1 [8.8] 54.4 [8.6] 54.6 [8.5] 54.8 [84]
Age of entering joint replacement 61.7 [9.0] 62.1 [8.8] 623 [8.7] 62.7 [8.6]
cohort
Women, number (%) 5196 (24.1) 6020 (27.9) 5791 (26.8) 4573 (21.2)
Body mass index, kg/m? 26.1 [44] 265 [43] 268 [4.3] 274 [44]
Country of birth, number (%)

Australia/United Kingdom 6088 (22.3) 7463 (274) 7608 (27.9) 6097 (22.4)

[taly/Greece 1488 (184) 1908 (23.6) 2053 (254) 2626 (32.5)
Education, number (%)

Primary and some secondary 3818 (19.5) 5053 (25.8) 5409 (27.6) 5326 (27.2)

Completed secondary and degree/ 3725 (24.0) 4262 (274) 4211 (27.1) 3335 (21.5)

diploma

Values are reported as mean [SD], or number (%).
MCCS: The Melbourne Collaborative Cohort Study.
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Table 4 Hazard ratios of hip and knee joint replacement by baseline meat consumption
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Quartile of frequency of consumption at baseline Hazard ratio (95% Cl) for increase P for Homogeneity
[Hazard ratio (95% CI)?] in intake of one time per week®  trend of trends®
2 3 4 (highest)

Fresh red meat
Hip replacement 1.00 (0.77, 1.31) 0.88 (0.66, 1.15) 0.69 (0.50, 0.94) 0.94 (0.89, 0.98) 0.006 0.14
Knee replacement  1.13 (0.86, 1.47) 1.15 (0.88, 1.49) 091 (068, 1.22) 0.98 (0.94, 1.02) 033

Processed meat
Hip replacement 0.75 (0.56, 1.004) 0.71 (0.54, 0.93) 0.76 (0.57, 1.02) 0.96 (091, 1.02) 023 0.34
Knee replacement 098 (0.73, 1.31) 1.13 (0.87, 1.46) 1.00 (0.75, 1.33) 1.00 (0.95, 1.05) 1.00

Chicken
Hip replacement 146 (1.12, 1.92) 0.94 (0.71, 1.24) 1.22 (0.93, 1.60) 1.03 (0.96, 1.11) 0.39 0.59
Knee replacement  0.96 (0.74, 1.26) 1.04 (0.83, 1.32) 1.01 (0.79, 1.30) 1.01 (0.94, 1.08) 0.88

Fish
Hip replacement 1.17 (0.87, 1.57) 1.02 (0.76, 1.36) 1.06 (0.78, 1.44) 1.00 (0.91, 1.09) 097 043
Knee replacement 093 (0.71, 1.23) 0.97 (0.75, 1.25) 0.85 (0.64, 1.12) 0.95 (0.87, 1.03) 024

Ratio of fresh red

meat to chicken and

fish
Hip replacement 0.80 (0.62, 1.04) 0.77 (0.59, 0.996) 0.68 (0.51, 0.90) 0.87 (0.77, 0.97) 0.01 0.12
Knee replacement 093 (0.72, 1.20) 0.98 (0.76, 1.26) 0.92 (0.71, 1.19) 0.97 (0.88, 1.08) 0.62

?Adjusted for age, gender, body mass index, country of birth, and energy intake using Cox’s proportional hazard model. See Table 2 for ranges of each quartile.
PFor ratio of consumption of fresh red meat to chicken and fish, hazard ratio is for a one-unit increase in the ratio.

“Test of homogeneity of trends for knee and hip joint replacement.

direction and magnitude) of fresh red meat consumption
was observed, although less significant due to reduced
sample size.

The relationship between different food items and
disease is sometimes difficult to interpret due to the
inter-correlation between these items. Reported red
meat consumption may be negatively correlated with
reported consumption of white meat [23]. It has been

recommended that red meat should be replaced by
white meat, and the ratio of red meat to white meat
consumption has been used as an indicator of compli-
ance with this recommendation. Several studies on
breast and colorectal cancer, including the Nurses
Health Study [23] and the Health Professionals Follow-
up Study [24], have placed great emphasis on this
ratio. It has implications in the recommendation of

Table 5 Hazard ratios of hip and knee joint replacement by first follow up meat consumption

Quartile of frequency of

Hazard ratio (95% CIl) for increase in intake of one P for

Homogeneity of

consumption at first follow up time per week trend trends®
[Hazard ratio (95% ClI)?]
2 3 4 (highest)
Fresh red meat
Hip 096 (0.72, 078 (058,  0.81 (0.59, 0.94 (0.87, 1.01) 0.11 0.02
replacement 1.28) 1.04) 1.10)
Knee 0.82 (061, 1.02 (0.78, 1.23 (0.93, 1.07 (0.99, 1.14) 0.07
replacement 1.12) 1.35) 1.63)
Chicken
Hip 1.11 (084, 097 (0.72, 1.06 (0.73, 0.99 (0.89, 1.10) 0.84 0.64
replacement 1.48) 131) 1.53)
Knee 1.02 (0.78, 1.00 (0.75, 1.11 (0.78, 1.03 (0.92, 1.14) 0.64
replacement 1.34) 132) 1.57)
Fish
Hip 0.90 (0.70, 1.19 (0.90, 1.33 (0.93, 1.12 (1.00, 1.25) 0.04 0.01
replacement 1.16) 1.58) 1.92)
Knee 1.07 (0.85, 091 (0.68, 0.77 (0.50, 092 (0.82, 1.03) 0.15
replacement 1.34) 121) 1.17)

?Adjusted for age, gender, body mass index, and country of birth using Cox’s proportional hazard model.

PTest of homogeneity of trends for knee and hip joint replacement.
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consumptions of different food items and public health
to examine the association between the ratio of red
meat to white meat consumption and diseases. In our
study we found consistent results for red meat con-
sumption and the ratio of intake of fresh red meat to
chicken and fish (Table 4).

Some methodological issues must be considered when
interpreting the findings of this study. Residual confoun-
ders, dietary or non-dietary, may provide an alternative
explanation for the observed associations. In this study,
we have taken into account physical activity, smoking,
and dietary intake of fruit, vegetable, vitamin C, vitamin
E, beta-carotene, and polyunsaturated fatty acids as
potential confounders. We have controlled for educa-
tional level and country of birth which may have cap-
tured some differences in terms of socioeconomic status
in the analysis, since there is evidence that socioeco-
nomic factors affect the utilization of joint replacement
procedure [25,26]. However, it is possible that some
residual confounding due to socioeconomic factors per-
sists. Those of higher socioeconomic status are more
likely to adhere to dietary recommendations regarding
reduction in red meat intake. This would tend to bias
the results towards an inverse relationship between
meat consumption and the risk of joint replacement if
residual confounding was the main explanation. More-
over, we would expect the same effect to be seen for
knee and hip replacement which was not the case. In
addition, the beneficial effect we observed was for fresh
red meat but not for processed meat, suggesting that
the effect is not simply due to residual confounding
since consumption of these often follows similar socioe-
conomic patterns [27]. Multiple testing is another issue
that needs to be considered, which may lead to the pos-
sibility of a spurious finding. When examining the asso-
ciation between meat consumption and the risk of joint
replacement, we had 8 main analyses, 4 for the knee
and 4 for the hip, for the association of fresh red meat,
processed meat, chicken and fish. The ratio of fresh red
meat to chicken and fish was a composite of the others
and the finding was consistent. Thus using Bonferroni
correction, a p value of 0.006 (0.05/8) would be consid-
ered significant. Our results were similar (Table 4).
However, this correction does not take into account the
dose-response relationship we observed, so needs to be
considered with caution. Although there is the potential
issue of multiple testing, this study is still a valid
hypothesis generating study.

The strength of the study was the prospectively col-
lected meat consumption data prior to joint replacement
surgery. We also examined meat consumption at base-
line and at first follow-up. At baseline, a FFQ was used
which provided a validated accurate method for asses-
sing meat consumption and determining energy intake.
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At first follow-up a simplified, limited questionnaire was
administered to determine meat intake. Despite using
the different methods, a similar effect was observed for
fresh red meat consumption and the reduced risk of
hip, but not knee replacement, providing further support
for the beneficial effect of fresh red meat consumption
on hip replacement risk and also suggesting that the
observed effect was not dependent on the instrument
used to determine meat intake. This is perhaps not sur-
prising since we found a moderate correlation between
baseline and follow up meat consumption in this healthy
population, suggesting relatively stable meat consump-
tion over the 4 years period, and supporting the notion
that nutrient intake is relatively stable and tends to be
more stable with increasing age [28,29].

Random error in measuring meat consumption at base-
line and first follow-up may have occurred in this study,
but is most likely to have attenuated the associations we
observed. Because the FFQ did not measure portion
sizes, the associations would be further attenuated if
between-person differences in portion size contribute to
between-person variability in amount consumed.
Another potential limitation is the moderate reproduci-
bility of the FFQ for the assessment of meat consump-
tion, with kappa values ranged from 0.42 to 0.60 for the
reliability study which assessed the FFQ twice at 12
months apart. However, the reliability is similar to others
[30,31], and use of self-reported meat intake at MCCS
baseline and first follow up provided similar results.
Furthermore, this within-person error in reporting meat
consumption is likely to be non-differential misclassifica-
tion and thus may have diluted rather than identified a
relationship. We did not have complete and reliable joint
replacement data for the study participants prior to 2001.
Although we excluded those MCCS participants who
reported a joint replacement prior to 2001 at the second
follow-up, this information may be unreliable and is only
known for 68% of the original cohort. As a result, some
misclassification of joint replacement status may have
occurred. It is likely to have been non-differential in rela-
tion to the meat consumption measures and thus, may
have attenuated any of the observed associations.

The mechanism for the relationship between fresh red
meat consumption and the decreased risk of hip joint
replacement at this stage is speculative. Bones are in a
constant state of change through the process of remodel-
ing which continues throughout life. Red meat is a rich
source of protein and minerals, especially iron, zinc, sele-
nium and magnesium, and a great source of vitamin B12
and long-chain omega-3 fatty acids. Iron, zinc, selenium
and magnesium play an important role in bone metabo-
lism and dietary intake of these minerals is positively
associated with bone mass and strength [32]. Red meat is
also a useful source of vitamin D which is essential for
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bone health. Higher animal protein consumption has
been shown to be associated with increased bone mineral
density and decreased bone loss [9,10]. There is increas-
ing evidence that hip joint shape is modifiable and that
subtle changes in hip joint shape are a risk factor for hip
OA [33,34]. This is in contrast to knee OA where joint
structure does not seem to be as important. It has been
shown that certain deformities, such as the flattening of
the femoral head, especially in conjunction with a sharper
transition from the femoral head to the lower part of the
neck are associated with increased risk of hip OA [34]. It
may be that fresh red meat consumption reduces the risk
of hip OA and subsequent hip replacement via increased
bone strength and therefore less change in hip joint
shape and less development of the types of hip deformi-
ties associated with hip OA. Whether this is the case will
require further work.

Conclusions

A high level consumption of fresh red meat was asso-
ciated with a decreased risk of hip, but not knee, joint
replacement for OA. One possible mechanism to explain
these differential associations may be via an effect of
meat intake on bone strength and hip shape. This
should be taken as a hypothesis generating study, and
further confirmatory studies are warranted.

Abbreviations

OA: Osteoarthritis; MCCS: Melbourne Collaborative Cohort Study; FFQ: food
frequency questionnaire; AOA NJRR: Australian Orthopaedic Association
National Joint Replacement Registry; HR: hazard ratio; 95% Cl: 95%
confidence interval

Acknowledgements

The Melbourne Collaborative Cohort Study recruitment was funded by
VicHealth and The Cancer Council of Victoria. This study was funded by a
program grant from the National Health and Medical Research Council
(NHMRC; 209057), capacity building grant (251533), and enabling grant
(396414), and was further supported by infrastructure provided by The
Cancer Council Victoria. Dr Wang is the recipient of NHMRC Public Health
(Australia) Fellowship (NHMRC 465142). Dr Wiuka is the recipient of NHMRC
Career Development Award (NHMRC 545876). We would especially like to
thank the data manager Lisa Ingerson and statistician Nicole Pratt from the
Australian Orthopaedic Association National Joint Replacement Registry, and
Ms Georgina Marr from The Cancer Council Victoria.

Author details

'Department of Epidemiology and Preventive Medicine, School of Public
Health and Preventive Medicine, Monash University, Alfred Hospital,
Melbourne, VIC 3004, Australia. “Centre for Molecular, Environmental, Genetic
and Analytic Epidemiology, School of Population Health, University of
Melbourne, Carlton, VIC 3053, Australia. *Cancer Epidemiology Centre, The
Cancer Council Victoria, Carlton, VIC 3053, Australia. “Department of
Orthopaedic Surgery, University of Melbourne, Royal Melbourne Hospital,
Melbourne, Australia. AOA National Joint Replacement Registry; Discipline of
Public Health, School of Population Health & Clinical Practice, University of
Adelaide, SA 5005, Australia.

Authors’ contributions
YW participated in the design of the study, performed the statistical analysis
and the interpretation of data, and drafted the manuscript. JAS participated in

Page 9 of 10

the acquisition of data, helped to perform the statistical analysis, and reviewed
the manuscript. AEW helped the interpretation of data, and reviewed the
manuscript. DRE, GGG, and SG participated in the design of the study and the
acquisition of data, and reviewed the manuscript. FMC participated in the
design of the study, helped with the interpretation of data, and reviewed the
manuscript. All authors read and approved the final manuscript.

Competing interests
The authors declare that there are no competing interests.

Received: 24 June 2010 Accepted: 16 January 2011
Published: 16 January 2011

References

1. World Cancer Research Fund; American Institute for Cancer Research: Food,
nutrition and the prevention of cancer: a global perspective.
Washington: American Institute for Cancer Research; 1997.

2. Cross AJ, Leitzmann MF, Gail MH, Hollenbeck AR, Schatzkin A, Sinha R: A
prospective study of red and processed meat intake in relation to
cancer risk. PLoS Med 2007, 4(12):e325.

3. Larsson SC, Wolk A: Meat consumption and risk of colorectal cancer: a
meta-analysis of prospective studies. Int J Cancer 2006, 119(11):2657-2664.

4. Larsson SC, Orsini N, Wolk A: Processed meat consumption and stomach
cancer risk: a meta-analysis. J Natl Cancer Inst 2006, 98(15):1078-1087.

5. Sinha R, Cross AJ, Graubard B, Leitzmann MF, Schatzkin A: Meat intake and
mortality: a prospective study of over half a million people. Arch Intern
Med 2009, 169(6):562-571.

6. Kato |, Dnistrian AM, Schwartz M, Toniolo P, Koenig K, Shore RE, Zeleniuch-
Jacquotte A, Akhmedkhanov A, Riboli E: Iron intake, body iron stores and
colorectal cancer risk in women: a nested case-control study. Int J Cancer
1999, 80(5):693-698.

7. Thiebaut AC, Kipnis V, Chang SC, Subar AF, Thompson FE, Rosenberg PS,
Hollenbeck AR, Leitzmann M, Schatzkin A: Dietary fat and postmenopausal
invasive breast cancer in the National Institutes of Health-AARP Diet and
Health Study cohort. J Nat/ Cancer Inst 2007, 99(6):451-462.

8. Popkin BM: Reducing meat consumption has multiple benefits for the
world’s health. Arch Intern Med 2009, 169(6):543-545.

9. Promislow JH, Goodman-Gruen D, Slymen DJ, Barrett-Connor E: Protein
consumption and bone mineral density in the elderly : the Rancho
Bernardo Study. Am J Epidemiol 2002, 155(7):636-644.

10.  Hannan MT, Tucker KL, Dawson-Hughes B, Cupples LA, Felson DT, Kiel DP:
Effect of dietary protein on bone loss in elderly men and women: the
Framingham Osteoporosis Study. J Bone Miner Res 2000, 15(12):2504-2512.

11. Munger RG, Cerhan JR, Chiu BC: Prospective study of dietary protein
intake and risk of hip fracture in postmenopausal women. Am J Clin Nutr
1999, 69(1):147-152.

12. Wang Y, Prentice LF, Vitetta L, Wiuka AE, Cicuttini FM: The effect of
nutritional supplements on osteoarthritis. Altern Med Rev 2004,
9(3):275-29.

13. Hailu A, Knutsen SF, Fraser GE: Associations between meat consumption
and the prevalence of degenerative arthritis and soft tissue disorders in
the adventist health study, California U.S.A. J Nutr Health Aging 2006,
10(1):7-14.

14.  Kacar C, Gilgil E, Tuncer T, Butun B, Urhan S, Sunbuloglu G, Yildirim C,
Arikan V, Dundar U, Oksuz MC, et al: The association of milk consumption
with the occurrence of symptomatic knee osteoarthritis. Clin Exp
Rheumatol 2004, 22(4):473-476.

15.  Giles GG, English DR: The Melbourne Collaborative Cohort Study. /ARC Sci
Publ 2002, 156:69-70.

16. lreland P, Jolley D, Giles G: Development of the Melbourne FFQ: a food
frequency questionnaire for use in an Australian prospective study
involving and ethnically diverse cohort. Asia Pac J Clin Nutr 1994, 3:19-31.

17. Lewis J, Milligan G, Hunt A: NUTTAB95 Nutrient Data Table for Use in
Australia. Australian Government Publishing Service: Canberra; 1995.

18. RMIT Lipid Research Group: Fatty acid compositional database. Xyris
software, Brisbane; 2001.

19.  USDA-NCC: USDA-NCC Carotenoid Database for U.S. Foods., 11 1998
[http//www.nal.usda.gov/fnic/foodcomp/Data/car98/car_tble.pdf].

20. Lohman TG, Roche AF, Martorell R, eds: Anthropometric Standardization
Reference Manual. Champaign (IL): Kinetics Books; 1988, 90p.


http://www.ncbi.nlm.nih.gov/pubmed/18076279?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18076279?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18076279?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16991129?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16991129?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16882945?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16882945?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19307518?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19307518?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10048969?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10048969?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17374835?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17374835?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17374835?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19307515?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19307515?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11914191?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11914191?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11914191?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11127216?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11127216?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9925137?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9925137?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15387719?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15387719?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16453052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16453052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16453052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15301247?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15301247?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12484128?dopt=Abstract
http://www.nal.usda.gov/fnic/foodcomp/Data/car98/car_tble.pdf

Wang et al. BMC Musculoskeletal Disorders 2011, 12:17 Page 10 of 10
http://www.biomedcentral.com/1471-2474/12/17

21.  Graves SE, Davidson D, Ingerson L, Ryan P, Griffith EC, McDermott BF,
McElroy HJ, Pratt NL: The Australian Orthopaedic Association National
Joint Replacement Registry. Med J Aust 2004, 180(5 Suppl):S31-34.

22. Lunn M, McNeil D: Applying Cox regression to competing risks. Biometrics
1995, 51(2):524-532.

23, Willett WC, Stampfer MJ, Colditz GA, Rosner BA, Speizer FE: Relation of
meat, fat, and fiber intake to the risk of colon cancer in a prospective
study among women. N Engl J Med 1990, 323(24):1664-1672.

24, Giovannucci E, Rimm EB, Stampfer MJ, Colditz GA, Ascherio A, Willett WC:
Intake of fat, meat, and fiber in relation to risk of colon cancer in men.
Cancer Res 1994, 54(9):2390-2397.

25. Dixon T, Shaw M, Ebrahim S, Dieppe P: Trends in hip and knee joint
replacement: socioeconomic inequalities and projections of need. Ann
Rheum Dis 2004, 63(7):825-830.

26.  Chaturvedi N, Ben-Shlomo Y: From the surgery to the surgeon: does
deprivation influence consultation and operation rates? Br J Gen Pract
1995, 45(392):127-131.

27. Watt HC, Carson C, Lawlor DA, Patel R, Ebrahim S: Influence of life course
socioeconomic position on older women’s health behaviors: findings
from the British Women’s Heart and Health Study. Am J Public Health
2009, 99(2):320-327.

28. Fernyhough LK, Horwath CC, Campbell AJ, Robertson MC, Busby WJ:
Changes in dietary intake during a 6-year follow-up of an older
population. Eur J Clin Nutr 1999, 53(3):216-225.

29. Goldbohm RA, van 't Veer P, van den Brandt PA, van 't Hof MA, Brants HA,
Sturmans F, Hermus RJ: Reproducibility of a food frequency questionnaire
and stability of dietary habits determined from five annually repeated
measurements. Eur J Clin Nutr 1995, 49(6):420-429.

30. Shu XO, Yang G, Jin F, Liu D, Kushi L, Wen W, Gao YT, Zheng W: Validity
and reproducibility of the food frequency questionnaire used in the
Shanghai Women's Health Study. Eur J Clin Nutr 2004, 58(1):17-23.

31, Hu FB, Rimm E, Smith-Warner SA, Feskanich D, Stampfer MJ, Ascherio A,
Sampson L, Willett WC: Reproducibility and validity of dietary patterns
assessed with a food-frequency questionnaire. Am J Clin Nutr 1999,
69(2):243-249.

32. llich JZ, Kerstetter JE: Nutrition in bone health revisited: a story beyond
calcium. J Am Coll Nutr 2000, 19(6):715-737.

33. Doherty M, Courtney P, Doherty S, Jenkins W, Maciewicz RA, Muir K,
Zhang W: Nonspherical femoral head shape (pistol grip deformity), neck
shaft angle, and risk of hip osteoarthritis: a case-control study. Arthritis
Rheum 2008, 58(10):3172-3182.

34.  Gregory JS, Waarsing JH, Day J, Pols HA, Reijman M, Weinans H,

Aspden RM: Early identification of radiographic osteoarthritis of the hip
using an active shape model to quantify changes in bone
morphometric features: can hip shape tell us anything about the
progression of osteoarthritis? Arthritis Rheum 2007, 56(11):3634-3643.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2474/12/17/prepub

doi:10.1186/1471-2474-12-17

Cite this article as: Wang et al: Meat consumption and risk of primary
hip and knee joint replacement due to osteoarthritis: a prospective
cohort study. BMC Musculoskeletal Disorders 2011 12:17.

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

e Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVied Central



http://www.ncbi.nlm.nih.gov/pubmed/14984361?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14984361?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7662841?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2172820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2172820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2172820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8162586?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15194578?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15194578?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7772389?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7772389?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19059863?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19059863?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19059863?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10201804?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10201804?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7656885?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7656885?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7656885?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14679362?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14679362?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14679362?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9989687?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9989687?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11194525?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11194525?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18821698?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18821698?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17968890?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17968890?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17968890?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17968890?dopt=Abstract
http://www.biomedcentral.com/1471-2474/12/17/prepub

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	The cohort
	Dietary assessment
	Assessment of demographic, lifestyle and anthropometric factors
	Study participants
	Identification of incident primary knee and hip joint replacement
	Statistical analysis

	Results
	Discussion
	Conclusions
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /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
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /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 /Warning
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. 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 suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


