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Abstract
BACKGROUND—Comorbidity of headache with physical and mental disorders has been
frequently reported in clinical samples, but few large scale population-based studies have investigated
the contribution of comorbidity to health utilization and negative health perception.

METHODS—This question was addressed using combined six-year data from the 1999-2004
NHANES (n=31,126 adults), nationally representative datasets of the US population. Measures of
physical disorders were based on standardized interviews of chronic conditions, and mental disorders
were assessed by the Composite International Diagnostic Interview (CIDI) for DSM-IV.

RESULTS—The three-month prevalence of severe headaches or migraine in the US general
population was 22.73%, with females and young adults having greater rates than males and older
adults. Adults with headache had increased odds for a variety of physical disorders (including asthma,
rheumatoid arthritis, and stroke), and mental disorders (including depression, generalized anxiety
disorder and panic disorder). Adults with headache were more likely to rate their health as ‘fair or
poor’ (17.9% vs. 6.1%), to seek healthcare four or more times in a year (43.3% vs. 22.7%) and to
endorse physical and mental limitations. Health utilization and negative health perception were more
strongly influenced by comorbid mental disorders than physical disorders.

CONCLUSIONS—The results from this nationally representative sample provide new information
on the inter-relationships of headache with mental and physical disorders. The greater impact of
comorbid mental compared to physical disorders on health care utilization and health perception has
important implications for the clinical evaluation and treatment of headache in the population.
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BACKGROUND
Headaches are a common neurological complaint that rank among the top 10 most disabling
conditions for men and women worldwide (1) . The public health significance of headache is
highlighted by its high prevalence, with approximately 46% of adults reporting a current
headache disorder, (1), and dramatic personal and societal impact.

At the level of the affected individual, there is mounting evidence that persons with headaches
have poor health-related quality of life (2-4) and serious functional impairment as a result of
the nature and unpredictability of their headaches (5). For example, a Swedish survey revealed
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that more than 50% of migraine sufferers reported that their headache condition had a negative
influence on their ability to attend work or school, and on their family life and leisure time
(6). Severe headaches and migraine also have major economic impact due to medical expenses
and employer costs (7). The annual US direct medical cost attributable to migraine was
estimated at $1 billion in 1999 (8), and migraine causes roughly 112 million bedridden days
per year (8,9)Migraine costs employers approximately $13 billion annually due to impaired
work performance and employee absences (8) .

Population based surveys have also found that migraine is often comorbid with several physical
conditions, with the most consistent associations reported between migraine and asthma,
epilepsy, chronic musculoskeletal pain and stroke (4,10,11), as well as with allergies,
hypothyroidism, hypertension, and sleep disorders in clinical samples (12,13). Migraine has
also been consistently shown to co-occur with mood and anxiety disorders in both clinical and
community studies (14-20).

Despite the well-established patterns of comorbidity, however, few health economic studies
have considered the role of comorbidity in estimating the costs of migraine and severe
headaches. Because both major depression and migraine are among the leading causes of
disability (DALY’S—(21-23)it is therefore essential to incorporate comorbidity in estimates
of disability associated with either of these conditions alone. Recent studies that have studied
a wide range of both physical and mental conditions suggest that there is an interactive influence
of depression and physical disorders such as diabetes and heart disease (24-27).

Therefore, the goals of the present study are: (1) to investigate patterns of mental and physical
comorbidity among people with severe headaches/ migraine in a large population based survey
of the U.S. general population; and (2) to examine the unique and combined impact of comorbid
mental and physical disorders on the impact of severe headaches/migraine on health services
and health perception in a large and representative sample of the U.S., the National Health
Examination and Nutrition Survey (NHANES).

METHODS
Sample

The NHANES surveys are conducted by the National Center for Health Statistics of the Centers
for Disease Control and Prevention and constitute nationally representative samples of the
noninstitutionalized U.S. civilian population obtained through a stratified, multistage
probability sampling design. A detailed description of the sampling strategy and weighting
methods are available online (28). The current study uses the combined six-year data derived
from the NHANES 1999–2000, NHANES 2001-2002 and NHANES 2003-2004 surveys (total
n=31,126). Response rates for the interview are 82%, 84% and 79% for the 1999-2000,
2001-2002, and 2003-2004 surveys, respectively.

Measures
Participants completed in-home interviews administered by trained lay interviewers where they
answered a variety of questions on topics such as demographic characteristics, medical
conditions, miscellaneous pain, physical functioning, health utilization, and health perception.
The sociodemographic variables examined in this study included age, sex, race/ethnicity,
marital status and education level.

Measures of severe headaches or migraine during the past three months are collected in the
component of the NHANES interview on miscellaneous pain. The presence of anemia was
assessed by asking the respondent if they had received treatment for anemia, such as
transfusion, iron pills, iron shots, during the past three months. Other physical conditions were
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assessed with a standard chronic condition checklist based on a standard interview. This method
is used regularly by surveys conducted by the National Center for Health Statistics, including
the NHANES and the US National Health Interview Survey (NHIS) (29).

Respondents were asked a number of questions regarding their use of healthcare services. For
this manuscript, we analyzed responses to two such questions: the first question asked about
the number of times the respondent has received healthcare (zero, one, two, three, four or more)
and the second question asked whether they have seen a mental health professional over the
past year (yes or no).Responses to three additional questions on health perception and
limitations were analyzed. The first question addressed the respondent’s subjective impression
of his/her own general health status (excellent, very good, good, fair or poor) . The second
question addressed whether the respondent had suffered from confusion or memory problems
(yes or no).The third question asked whether the respondent had suffered from physical, mental
or emotional problems (yes or no).

During a subsequent visit to a mobile examination center, a random sub-sample (50%) of
participants aged 20-39 years were administered the computerized World Health Organization
Composite International Diagnostic Interview Version 2.1 (WHO-CIDI Auto 2.1). The CIDI
is a comprehensive, fully structured interview that is used by trained lay interviewers to assess
mental disorders and provide diagnoses according to definitions and criteria of the tenth
revision of the International Classification of Diseases (ICD-10, (30,31)) and the fourth edition
of the American Psychiatric Association’s Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV(32). Diagnoses of major depression, panic disorder and generalized
anxiety disorder (GAD) within the past 12 months were constructed through computer
algorithms based on the responses of the participant during the WHO-CIDI interview. In his
review, Wittchen (33) reviewed the numerous reports documenting the good reliability and
validity of the CIDI based on the WHO CIDI Field Trials carried out by the multinational CIDI
editorial committee in both patient samples and in limited community samples throughout the
world..Further details of the sub-sampling methodology is available online (28)

Statistical Analysis
All analyses were based on weighted data and implemented in SAS using the PROC SURVEY
Procedures (SAS Institute Inc, Cary, NC). Significance tests and 95% confidence intervals
were estimated using the Taylor Series method to adjust for the weighting and clustering of
the NHANES data. All significance tests were made using Rao-Scott chi-square two-sided
tests evaluated at the 0.05 level of significance, and Bonferroni corrections were applied to
correct for multiple testing (defined as 0.05/number of comparisons).

For the first part of the analysis, respondents were classified into two groups based on the
presence or absence of severe headaches or migraine. The frequency distribution of
sociodemographic characteristics was compared between the headache and the no headache
group. Simple and adjusted odds ratios (95% CI) were then calculated for each
sociodemographic variable, where headache was the dependent variable and all the
sociodemographic variables included as covariates. Marital status was omitted as a covariate
from this analysis forward because of the large amount of missing data for this variable, and
the absence of any notable confounding effect when included in the analysis.

The frequency distribution (95% CI) of physical conditions within the headache and no
headache group were compared, and both simple and adjusted odds ratios (95% CI) were
calculated. In the study of psychiatric comorbidity, the distribution of diagnoses of major
depression, panic disorder and GAD was compared between those with and without headache.
Logistic regression analysis was used to construct odds ratios of the association between
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headache (independent variable) and each mental disorder diagnosis (dependent variable) in
both an unadjusted model and a model adjusting for sociodemographic characteristics.

The analysis of health care utilization and health perception was also completed in the sub-
sample of individuals who completed the WHO-CIDI interview. The frequency distribution
of general health perception and health utilization was calculated in respondents without
headache, and these percentages (95% CI) were compared across four additional groups: those
with headache, those with headache comorbid with any physical disorder (as detailed above),
those with headache comorbid with any mental disorder (major depression, panic disorder,
GAD) and those with headache comorbid with any mental disorder and any physical disorder.

RESULTS
Of the 31,126 respondents who completed the NHANES 1999-2004 surveys, we sampled only
those adults 20 years of age or older who were asked whether they suffered from severe
headaches or migraine during the past three months (Total n=15,332; NHANES 1999-2000:
n=4880 out of 9965, NHANES 2001-2001: n= 5411 out of 11,039, NHANES 2003-2004:
n=5041 out of 10,122). There were an additional two respondents who had missing values on
this question, leaving a sample of 15,330 (n=12,275 with no headache and n=3045 with
headache). The three-month prevalence rates of severe headaches or migraine were 27.62%
for females, and 14.81% for males, yielding a total prevalence of 22.73% in the general
population of U.S. adults.

A comparison of the sociodemographic characteristics of the headache and no headache sample
are presented in Table 1. In agreement with previous reports, respondents reporting severe
headaches or migraine were significantly more likely to be female (adjusted OR=2.32, 95%
CI: 2.08, 2.59) and more likely to be young. Adjusted regression analysis showed an association
between age group and severe headaches or migraine, and those respondents aged 20-39 years
and 40-54 years had 4.52 and 4.33 increased odds of reporting severe headaches or migraine
in comparison to respondents aged 75 years or more. Respondents with severe headaches or
migraine were also more likely to be separated or divorced (adjusted OR=1.29, 95% CI: 1.13,
1.47), and report an education level of high school (adjusted OR=1.27, 95% CI: 1.09, 1.48) or
less than high school (adjusted OR=1.76, 95% CI: 1.50, 2.06). A comparison of ethnicity
showed that Mexican-Americans were less likely to report severe headaches or migraine
(adjusted OR=0.83, 95% CI: 0.71, 0.98), whereas there were equal prevalence rates among
non-Hispanic whites and non-Hispanic blacks.

The rates and comorbidity of physical disorders in respondents in the headache and no headache
sample are presented in Table 2. Overall, 84.61% of individuals with severe headaches or
migraine had at least one comorbid physical condition, 55.70% had at least two, and 31.77%
had at least three comorbid conditions as opposed to the 68.76%, 37.90%, and 19.05%,
respectively, in the no headache sample (p<0.001 for all). After Bonferroni correction for
multiple comparisons, respondents reporting severe headaches or migraine were significantly
more likely (p<0.006) to suffer from a range of physical disorders, including asthma (adjusted
OR=1.52, 95% CI: 1.29-1.79), low back pain (adjusted OR=2.77, 95% CI: 2.49-3.09),
rheumatoid arthritis (OR=1.95, 95% CI: 1.68-2.25), and a variety of cardiovascular disorders,
including angina (OR=2.15, 95% CI: 1.62-2.84) and congestive heart failure (adjusted
OR=1.81, 95% CI: 1.36-2.40). In addition, respondents with severe headaches or migraine
were more likely to report trouble seeing even with glasses (adjusted OR=2.02, 95% CI:
1.80-2.28), treatment for anemia (adjusted OR=2.11, 95% CI: 1.60-2.78), thyroid problems
(adjusted OR=1.39, 95% CI: 1.16-1.67), chronic bronchitis (adjusted OR=2.21, 95% CI:
1.80-2.71), liver problems (adjusted OR=1.69, 95% CI: 1.38-2.07), and being overweight
(adjusted OR=1.51, 95% CI: 1.35-1.69). When the frequency of respondents in the headache
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and no headache sample suffering from two or more conditions within a given physical
grouping were compared, we found that respondents with headache were more likely to have
at least two comorbid respiratory conditions (5.69% versus 2.65%), and at least two comorbid
pain conditions (7.92% vs. 4.51%). Overall, headache sufferers had an increased odds of at
least one (OR=2.84), two (OR=2.56) and three (OR=2.69) comorbid conditions.

There were a total of 598 with headache and 1667 respondents with no headaches among
respondents, ages 20-39 years, who completed the WHO-CIDI. As reported in Table 3,
respondents reporting severe headaches or migraine were significantly more likely to meet
criteria for major depression (14.61% vs. 5.42%), panic disorder (5.62% vs. 1.55%), and/or
GAD (5.78% vs. 1.97%). After adjusting for age, race, sex, and education, respondents with
severe headaches or migraine had 2.84 increased odds of major depression, 3.29 increased odds
of panic disorder and 3.03 increased odds of GAD. Overall, individuals with severe headaches
or migraine had 2.30 (95% CI: 1.37, 3.85) increased odds of having a single mental disorder,
and 6.28 (95% CI: 2.05, 19.26) increased odds of at least two disorders (both p<0.001).

The association between headache, comorbid mental disorders and comorbid physical
disorders on health utilization and general health perception is presented in Table 4. As a group,
respondents with severe headaches or migraine were less likely to rate their general health
condition as excellent (17.54% vs. 27.06), and more likely to rate their health as ‘fair or
poor’ (17.87% vs. 6.11%). Respondents with severe headaches or migraine plus at least one
comorbid physical disorder were even less likely to rate their health as excellent (13.87% vs.
27.06%) and more likely to rate their health as fair or poor (21.47% vs. 6.11%). It was the
addition of a comorbid mental disorder, however, that caused the greatest shift in general health
perception; respondents with headache plus at least one mental disorder (n=102) or at least one
mental disorder coupled with at least one additional physical disorder (n=79) were less likely
to rate their health as excellent (5.81% and 4.59%, respectively, vs. 27.06%) and more likely
to rate their health as fair or poor (21.30% and 23.80%, respectively, vs. 6.11%). These
differences were all significant at p<0.001.

Similarly, respondents with headache were more likely to endorse physical, mental or
emotional problems and confusion or memory problems than their non headache counterparts
(19.75% vs. 8.94% and 5.90% vs. 2.53%, respectively). Although these problems were
accentuated among those with comorbidity in general, the contribution of mental disorders
outweighed that of comorbid physical disorders.

There was a direct association between severe headaches or migraine and use of healthcare
four or more times in the past year (43.32% vs. 22.71%), an effect which increased linearly up
to 53.45% in the headache group with both a comorbid mental and physical condition.
Comorbidity was also associated with an increase in the number of respondents who had visited
a mental health professional in the previous year, with the headache plus any comorbid mental
disorder group reporting the highest rates (33.42% vs. 6.82% in the no headache sample).

DISCUSSION
The results presented here supply new information on the effect of mental and physical disorder
comorbidity on health utilization and general health perception. In agreement with previous
large population-based studies (34), severe headaches or migraine affect a substantial
proportion of our sample. Approximately 23% of respondents endorsed severe headaches or
migraine within the past three months. Comorbidity was pervasive; 84.61% of the headache
sample had at least one comorbid physical disorder and 19.22% had at least one comorbid
mental disorder.
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Our results confirm the high magnitude of physical comorbidity associated with headache in
a similar but larger study of the US population (35). Furthermore, we found that respondents
with severe headaches or migraine were more likely to have clusters of respiratory and pain
conditions rather than increased rates of all physical conditions assessed in this survey.

Similar to prior epidemiologic surveys worldwide, we found strong associations between
severe headaches or migraine and major depression, panic disorder and GAD (36).
Respondents with severe headaches or migraine were approximately three times as likely to
receive a diagnosis of these disorders, and were almost five times as likely to have at least two
disorders. Additionally, we examined the mental and physical disorder comorbidity
simultaneously and their relative and joint impact on health care utilization and negative health
perception.

The respondents endorsing severe headaches or migraine were more likely to rate their health
as ‘fair or poor’, receive healthcare four or more times in the past year, and report seeing a
mental health professional within the past year. The greater proportion of respondents reporting
limitations because of physical, mental or emotional problems and confusion and memory
problems supports prior studies that document decreased health-related quality of life and
health perception in individuals with headache or migraine (34,37). When the sample was
restricted to those respondents with at least one additional physical disorder, at least one mental
disorder, or both, there was a decline in general health perception and an increase in healthcare
utilization. A similar finding was reported in a study of health-related quality of life (HRQOL),
where migraineurs had a poor HRQOL that was further reduced in the presence of comorbid
asthma or chronic musculoskeletal pain (4).

Additionally, our results build upon previous findings of reduced HRQOL in subjects when
migraine was comorbid with depression as compared to migraine alone (37), and a later study
which reported that individuals with migraine comorbid with mood disorders had lower
HRQOL in all domains with pronounced effects on emotional role, social functioning and
general health in comparison to those with migraine alone (38). Although there was a decline
in health perception and an increase in health utilization with increasing physical or mental
comorbidity, the most intriguing result is the greater influence of comorbid mental, as opposed
to physical, conditions. This suggests that special attention should be paid to symptoms of
mood and anxiety disorders in the evaluation and treatment of migraineurs due to the
pronounced effect on perceived quality of life. A review by Bair and colleagues (39), for
example, reported that neglecting to treat any underlying depression might explain some pain
treatment failures.

There are many potential reasons for high rates of comorbidity in headache. It may result from
common biologic pathways, or it may be causal in that disturbances in one system may provoke
disturbances in another. Severe headaches or migraine could also be a secondary effect of
medication used to treat other mental or physical conditions. Greater sensitivity to pain and/or
a lower tolerance for symptoms among people with headaches is another possible explanation
for comorbidity. More focused longitudinal studies are needed in order to determine the order
of onset of comorbid conditions, identify the biological, environmental and social factors that
precipitate or aggravate the comorbidity, and determine how comorbidity shapes the course
and severity of each disorder as well as the response to treatment. Although we are unable to
distinguish between the possibilities here, there was notable clustering of disorders within the
diagnostic groups of mood and anxiety disorders, respiratory and pain conditions. Given the
implications of this clustering, special attention should be paid to the assessment of these
disorders during evaluation.
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There are several strengths of this study. The NHANES 1999-2004 data represents the
compilation of three large, nationally representative cross-sectional surveys (NHANES
1999-2000, 2001-2002 and 2003-2004). Comparison across years made it possible to examine
any possible temporal trends in frequency of severe headaches or migraine, of which none were
apparent. The NHANES dataset also collects extensive information on physical conditions,
health perception and utilization, and full WMH-CIDI diagnostic criteria for depression, panic
disorder and GAD, which distinguishes it from other epidemiologic datasets such as the
Epidemiologic Catchment Area Study and National Comorbidity Study that focus more
exclusively on mental conditions.

Several limitations also need to be considered. Diagnostic criteria for specific subtypes of
headache (40) could not be assessed, nor could their age at onset, frequency, severity, or
treatment history. This limited our ability to investigate possible explanations for comorbidity
in this sub-sample. However, prior prospective research has shown that the onset of anxiety
disorders generally precede the onset of migraine, which in turn precedes the onset of
depression (18). We also cannot discern whether the headaches occurred as a consequence of
treatment; however, it could be argued that individuals who do develop severe headaches or
migraine in response to treatment differ from those who do not. Although there is no specific
information on headache severity, the question on headache only addresses frequent and severe
headaches or migraine occurring within the past three months. Therefore, it is likely that the
sample who endorsed headaches are suffering from what they perceive as a current and severe
condition.

Another limitation is the use of self-reported medical conditions. Although widely used in
epidemiological surveys, the conditions could not be verified by a clinician so it is possible
that a small percentage of respondents may have been misclassified. Additionally, we could
not assess the severity of self-reported mental or physical disorders, which may be related to
both comorbidity and disability. Several subtypes of mood or anxiety disorders with established
associations to disability and severe headaches, such as specific phobia, social phobia, or
bipolar disorder (16,20,36)were also not assessed. Finally, the restricted age range of the sub-
sample limited the analyses that could be completed regarding the inter-relationship between
physical and mental comorbidity.

Comorbidity has implications for the prevention and treatment of disorders. It can alter the
clinical course of patients with the same diagnosis by affecting the time of detection, prognostic
anticipations, therapeutic selection and post-therapeutic outcome of an index diagnosis (41).
In addition, it can also affect the length of hospital stay, response to somatic treatment and
mortality (24). The results presented here suggest that severe headaches or migraine are often
accompanied by at least one additional comorbid physical and mental disorder, which results
in a more negative outcome in terms of health perception and utilization. Comorbidity is an
indication of disturbances in multiple systems, so its inclusion in clinical evaluation and
treatment is essential. By considering not only the index disorder, but the deleterious effects
that comorbid disorders, particularly mood and anxiety disorders, can have on severity and
course, the effectiveness of any intervention or treatment will be enhanced.

This study provides new information on the significant role of comorbid mood and anxiety
disorders on the impact of severe headaches or migraine on health care utilization and
perception in the general population. The findings support converging evidence of the
importance of mental disorders as an equal or greater source of disability than general physical
conditions (25,42), and the impact of comorbid mental and physical disorders on work loss,
disability and diminished quality of life (27,43). Likewise, the strength of the health impact of
comorbidity also supports the need for integration of both mental and physical disorders in the
clinical evaluation, and treatment of patients with headaches and/or depression, panic or GAD,
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as well as the importance of establishing strategies to minimize the disability associated with
these conditions.
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Table 1

Three-month weighted prevalence rates and adjusted odds ratios of sociodemographic characteristics by severe
headaches/ migraine in the NHANES 1999-2004

% (95% CI) among adults with:

No Severe
Headaches/Migraine

(n=12275)

Severe
Headaches/Migraine

(n=3045)
aORa (95% CI)

Sex

 Female 48.11 (47.33, 48.88) 67.04 (64.94, 69.13) 2.32 (2.08, 2.59) *

 Male 51.89 (51.12, 52.67) 32.96 (30.87, 35.06) REF

Age

 20-39 37.38 (35.58, 39.18) 47.27 (45.46, 49.08) 4.52 (3.38, 6.05) *

 40-54 30.23 (28.93, 31.52) 35.67(33.69, 37.64) 4.33 (3.26, 5.75) *

 55-74 23.41 (21.99, 24.84) 14.19 (12.64, 15.75) 2.04 (1.59, 2.61) *

 75+ 8.98 (8.21, 9.75) 2.87 (2.18, 3.56) REF

Marital Status

 Never Married 22.25 (20.39, 24.11) 26.70 (23.47, 29.92) 1.13 (0.95, 1.33)

 Widowed 7.50 (6.70, 8.30) 4.30 (3.45, 5.15) 0.90 (0.66, 1.22)

 Separated/Divorced 11.36 (10.48, 12.24) 15.28 (13.66, 16.89) 1.29 (1.13, 1.47) ‡

 Married 58.89 (56.72, 61.07) 53.73 (50.67, 56.79) REF

Ethnicity

 Non-Hispanic black 10.75 (8.76, 12.73) 12.29 (9.75, 14.83) 0.94 (0.81, 1.10)

 Mexican American 7.10 (5.42, 8.78) 7.97 (5.97, 9.97) 0.83 (0.71, 0.98) †

 Other Race 3.97 (3.19, 4.76) 4.49 (3.26, 5.73) 1.05 (0.80, 1.38)

 Other Hispanic 5.30 (3.24, 7.35) 7.56 (4.11, 11.02) 1.18 (0.88, 1.57)

 Non-Hispanic white 72.9 (69.71, 76.07) 67.68 (63.03, 72.33) REF

Education

 Less than high school 19.77 (18.34, 21.21) 24.80 (22.66, 26.95) 1.76 (1.50, 2.06) *

 High school/GED 25.87 (24.19, 27.55) 26.72 (24.49, 28.96) 1.27 (1.09, 1.48) ‡

 More than high school 54.36 (52.05, 56.66) 48.47 (25.57, 51.38) REF

a
aOR=Adjusted Odds Ratios of the effect of each demographic variable in a model containing every other sociodemographic variable in Table 1 but

the poverty income ratio.

*
p<0.001

‡
p<0.01

†
p<0.05
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