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Abstract

Background—Migraine with aura has been associated with increased prevalence of
cardiovascular risk factors, including elevated levels of some vascular biomarkers. However, little
research has been done on this association among the elderly. We examined the associations of
lipid levels with headache and migraine in a cohort of elderly individuals.

Methods—Cross-sectional study among 1155 participants enrolled in the Epidemiology of
Vascular Aging Study with available information on headache and blood biomarkers. We used
multinomial logistic regression to evaluate the association between biomarker tertiles and
headache categories.
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Results—925 people had no severe headache, 64 people had non-migraine headache, and 166
people had migraine of whom 23 had aura. Compared to participants without headache, we
observed strong associations between increasing tertiles of total cholesterol and migraine with
aura. The OR (95% CI) was 4.67 (0.99-21.97) for the 2nd tertile and 5.97 (1.29-27.61) for the 3rd
tertile. We also found strong associations between triglycerides and migraine with aura (OR for
3rd tertile:4.42 (1.32-14.77).) We did not see significant associations between increased
biomarkers levels and any other headache group.

Conclusions—Elevated levels of total cholesterol and triglycerides are associated with migraine
with aura but not other headache forms in the elderly.
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Methods

Migraine is a common recurrent primary headache disorder that has close links to the
neuronal and vascular system and is, in some patients, accompanied by transient
neurological symptoms mostly of the visual field that are known as migraine aura (1, 2).
There is increasing evidence that migraine with aura is associated with increased risk of
ischemic stroke (3-6) and other vascular disease events.(7, 8) Furthermore, migraine has
been associated with increased prevalence of specific cardiovascular risk factors (9, 10),
including some vascular biomarkers (11, 12).

There has been particular interest in the association between lipid levels and migraine as
well as migraine specifics (9, 13-15). In a population-based study from the Netherlands of
men and women aged 20-65 years, increased total cholesterol and the total cholesterol to
high-density lipoprotein cholesterol (HDL-C) ratio have been associated with migraine with
aura (9). In a clinic-based study from Austria, patients with migraine had increased levels of
total cholesterol, low-density lipoprotein cholesterol (LDL-C), and oxidized LDL-C when
compared to controls (13).

As the vast majority of previous studies evaluated the association between lipid levels and
migraine among young or middle-aged patients, uncertainties remain about whether this
association can be found in the elderly in whom risk in whom risk of vascular disease is
substantially increased compared with younger individuals.

Thus, we aimed to evaluate the relationship between lipid levels and history of overall and
specific headache forms in the population-based Epidemiology of Vascular Aging (EVA)
study and specifically hypothesized associations between increased lipid levels and migraine
with aura among elderly individuals.

Study participants

Cross-sectional study among participants in the EVA study, a longitudinal study of cognitive
and vascular aging that recruited men and women born between 1922 and 1932 from the
electoral rolls of the city of Nantes, France (16). During the baseline visit (1991-1993), a
total of 1,389 participants were enrolled. Standardized questionnaires were administered to
ascertain information about demographics, occupation, medical history, and personal
characteristics. Written informed consent was obtained from all participants and the study
was approved by the Ethics Committee of the Hopital de Kremlin-Bicétre.

Cephalalgia. Author manuscript; available in PMC 2012 October 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Rist et al.

Page 3

Migraine assessment

Information on migraine was ascertained during the second follow-up visit in a two-step
approach and involved the 1188 participants who were still in active follow-up. First, during
a face-to-face interview by trained personal, participants were asked standardized questions
about life-time history of severe headaches and headache features. Second, participants who
reported a life-time history of severe headache were asked to participate in a telephone
interview with a neurologist specialized in headaches using a structured questionnaire with
high reproducibility (17). Interviews were solely focused on headache and the neurologist
was blinded to clinical, laboratory, and imaging data. Two hundred forty-two participants
reported a history of severe headache on the questionnaire and were eligible for the
interview. Of those, 4 died before the time of the interview, 4 were not reachable or opted
not to participate, and 1 had severe hearing impairment, leaving 233 participants with a
history of severe headache who were interviewed by a headache specialist. Information on
detailed life-time history of headache, specific migraine features, and aura symptoms were
ascertained during the interview.

Diagnosis of migraine and migraine subtypes was based on the second International
Classification of Headache Disorders (ICHD I1).(18) We a priori classified participants in
the classes ‘no history of severe headache,” ‘any history of severe headache.” We
distinguished ‘migraine’ and non-migraine’ headache by applying the ICHD Il criteria for
‘probable migraine’ (fulfillment of all but one criteria for migraine without aura), which is
used in many population-based studies to define migraine headache (4, 19). In addition, we
classified patients with migraine according to migraine aura status.

Lipid level measurements

Blood samples were drawn between 8 and 9 AM after a 12-hour fast. Total cholesterol and
triglyceride assays were performed by using the PAP enzymatic cholesterol kit (Reference
61227) and the PAP enzymatic triglyceride kit (Reference 759350), respectively, supplied
by Biomérieux. HDL cholesterol was measured enzymatically after precipitation of apo B-
containing lipoproteins with phosphotungstic acid and Mg2+ (precipitant Reference 543004,
Boehringer). LDL cholesterol was computed with the Friedewald formula. All
determinations were made daily. Cholesterol ratio was calculated taking the ratio of total
cholesterol to HDL cholesterol.

Statistical analysis

Of the 1179 participants with complete headache information, we excluded 24 due to
missing lipid level measurements, leaving 1155 participants for this study.

We compared the means of continuous and frequency of categorical characteristics of
participants according to their headache status. We used multinominal logistic regression
models to calculate odds ratios (ORs) and 95% confidence intervals (Cls) of the association
between the various lipid level tertiles and headache status using participants who were in
the lowest lipid level tertile and who did not report a history of severe headache as reference
group. We ran age- and multivariable-adjusted models. The multivariable models controlled
age (continuous), gender, smoking status (ever, never, past), ever cholesterol medication
use, alcohol consumption (continuous), systolic blood pressure (continuous), diastolic blood
pressure (continuous) and body mass index (continuous). Less than 45 people were missing
information on systolic blood pressure, diastolic blood pressure and body mass index and
were assigned to the mean values for the cohort. No information was missing on any other
covariate.
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All analyses were performed using SAS version 9.1 (SAS Inc, Cary, NC); P values were
two-tailed and a P<0.05 was considered statistically significant.

Of the 1155 participants with complete headache information, 230 (19.9%) reported a
history of severe headache. Of the 166 participants fulfilling the criteria of probable
migraine, 23 (13.9%) reported aura symptoms. The association between personal
characteristics with no history of severe headache, non-migraine headache, migraine without
aura and migraine with aura is summarized in Table 1. Participants with migraine were more
likely to be female, to never have smoked, and consume less alcohol on average than the no
history of severe headache or non-migraine headache groups.

We observed strong associations between increasing tertiles of total cholesterol and
migraine with aura. Compared to participants who were in the lowest tertile of total
cholesterol, those with in the 2" tertile and 3" tertiles of total cholesterol had relative risks
(95% Cl) of 4.67 (0.99-21.97) and 5.97 (1.29-27.61) for experiencing migraine with aura
versus no severe headache. We also found a strong association between elevated
triglycerides and migraine with aura (OR (95% CI) for 3rd tertile: 4.42 (1.32-14.77).)
Migraine with aura was not associated with increased levels of any other biomarkers.
Additionally, we did not see significant associations between increased biomarker levels and
any other headache group.

Discussion

In this large, population-based sample of elderly individuals from France, elevated levels of
total cholesterol and triglycerides were associated with migraine with aura. Increased levels
of other biomarkers were not associated with any headache categories. Our research findings
confirm previous studies linking migraine with increased levels of cholesterol and extend
these findings to triglycerides and demonstrate that this association is still apparent among
the elderly and limited to patients with migraine with aura.

Comparison with other population-based studies

A case-control study among normal weighted individuals found that migraineurs had
increased levels of cholesterol, LDL-C and oxidized LDL-C compared to non-migraineurs
controls. Those in the highest quartile of oxidized LDL-C had 7.93 times the odds of
experiencing migraine compared those in the lowest quartile of oxidized LDL-C. However,
they did not see any differences in the levels of oxidized LDL-C among migraineurs with
and without aura (13). This result is similar to the findings of another study that observed a
modest increase in the risk of elevated total cholesterol among migraineurs overall but did
not see a difference in risk between migraineurs with and without aura (11). In contrast, a
large population-based cohort study conducted in the Netherlands found an increased odds
of migraine overall and migraine with aura among those with elevated total cholesterol. This
effect was stronger among females who experience migraine with aura than among males
who experience migraine with aura (9). Most studies to date have been performed among
young to middle-aged populations (9, 11, 13). One of the few studies among the elderly
found that elevated total cholesterol was associated with migraine especially among males
(15). However, this study was not able to stratify their results based on aura status.

Strengths and limitations

Our study has several strengths, including the large number of participants drawn
independently of headache status from the general population, classification of headache
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status via phone interview conducted by neurologists who were specialized in headache
disorders, and the large amount of covariate information which allowed us to control for
potential confounding factors.

Several limitations should be considered when evaluating our results. First, despite of the
large study size, we had relatively small number of participants in the migraine with aura
subgroup (n=23). However, despite this small number we found significant and a priori
hypothesized associations with specific lipid levels only in this subgroup. Second, our study
is cross-sectional, which does not allow us to evaluate the direction of association. However,
the vast majority of participants with headache reported first onset in young age during
which lipid levels are usually lower. Third, despite adjustment for a large number of
potential confounders, residual and unmeasurable confounding is possible since our study is
observational. Lastly, participants in the EVA study were all aged >65 and were healthier
and of higher social status as compared to the average French population of the same age
range (20), which may affect extrapolation of our data to other populations.

Potential biological mechanisms

Given the small number of studies that examine the association between migraine and
cholesterol levels, the biological link between elevated cholesterol levels and migraine with
aura remains unclear. Recent basic science findings suggest that a bolus of cholesterol
crystals given to mice can trigger cortical spreading depression (21). As this is the very
likely correlate of migraine aura, it is possible that increased cholesterol levels may trigger
migraine with aura attacks in some susceptible individuals. However, our data only provides
indirect evidence to support such a hypothesis.

Practical implications

Because of the consistent link in independent population-based studies, migraine with aura
should be considered a marker for increased lipid levels and evaluation of patients should be
considered. Because there is no evidence that lowering lipid levels positively affect migraine
with aura, treatment decisions should be made with regard to vascular disease prevention.

Future research directions

Further targeted research is warranted to evaluate the role of increased lipid levels among
migraineurs with aura to better understand potential biological mechanisms. In addition,
further research is needed to determine if change in cholesterol levels modify the occurrence
or frequency of migraine with aura.

Acknowledgments

Study Funding: The EVA study was conducted under an agreement between INSERM (Institut National de la Santé
et de la Recherche Médicale), Merck, Sharp, and Dohme—Chibret Laboratories (West Point, PA), and EISAI
(Paris, France). This study was supported by a grant of the Agence National de la Recherche (Chaires d’Excellence)
to Dr. Kurth. Pamela M. Rist is funded by a training grant from the National Institute of Aging (AG00158).

References

1. Lipton RB, Bigal ME. The epidemiology of migraine. Am J Med. 2005; 118 (Suppl 1):3S-10S.
[PubMed: 15841882]

2. Goadshy PJ, Lipton RB, Ferrari MD. Migraine--current understanding and treatment. N Engl J Med.
2002; 346:257-70. [PubMed: 11807151]

3. Kurth T, Slomke MA, Kase CS, Cook NR, Lee IM, Gaziano JM, et al. Migraine, headache, and the
risk of stroke in women: a prospective study. Neurology. 2005; 64:1020-6. [PubMed: 15781820]

Cephalalgia. Author manuscript; available in PMC 2012 October 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Rist et al. Page 6

4. MacClellan LR, Giles WH, Cole J, Wozniak MA, Stern B, Mtichell B, Kittner SJ. Probable
migraine with visual aura and risk of ischemic stroke: The Stroke Prevention in Young Women
Study. Stroke. 2007; 38:2438-45. [PubMed: 17690308]

5. Schurks M, Rist PM, Bigal ME, Buring JE, Lipton RB, Kurth T. Migraine and cardiovascular
disease: systematic review and meta-analysis. BMJ. 2009; 339:b3914. [PubMed: 19861375]

6. Kurth T, Mohamed S, Maillard P, Zhu YC, Chabriat H, Mazoyer B, et al. Headache, migraine, and
structural brain lesions and function: population based Epidemiology of Vascular Ageing-MRI
study. BMJ. 2011; 342:c7357. [PubMed: 21245119]

7. Kurth T, Gaziano JM, Cook NR, Logroscino G, Diener HC, Buring JE. Migraine and risk of
cardiovascular disease in women. JAMA. 2006; 296:283-91. [PubMed: 16849661]

8. Bigal ME, Kurth T, Santanello N, Buse D, Golden W, Robbins M, Lipton RB. Migraine and
cardiovascular disease: a population-based study. Neurology. 2010; 74:628-35. [PubMed:
20147658]

9. Scher Al, Terwindt GM, Picavet HS, Verschuren WM, Ferrari MD, Launer LJ. Cardiovascular risk
factors and migraine: the GEM population-based study. Neurology. 2005; 64:614-20. [PubMed:
15728281]

10. Hamed SA, Hamed EA, Ezz Eldin AM, Mahmoud NM. Vascular risk factors, endothelial function,
and carotid thickness in patients with migraine: relationship to atherosclerosis. J Stroke
Cerebrovasc Dis. 2011; 19:92-103. [PubMed: 20189084]

11. Kurth T, Ridker PM, Buring JE. Migraine and biomarkers of cardiovascular disease in women.
Cephalalgia. 2008; 28:49-56. [PubMed: 17986270]

12. Tietjen GE, Herial NA, White L, Utley C, Kosmyna JM, Khuder SA. Migraine and biomarkers of
endothelial activation in young women. Stroke. 2009; 40:2977-82. [PubMed: 19608996]

13. Gruber HJ, Bernecker C, Pailer S, Lechner A, Horejsi R, Moller R, et al. Lipid profile in normal
weight migraineurs - evidence for cardiovascular risk. Eur J Neurol. 2010; 17:419-25. [PubMed:
19968707]

14. Bigal ME. Migraine, lipid profile, and cardiovascular disease. Eur J Neurol. 2010; 17:342-3.
[PubMed: 19930446]

15. Monastero R, Pipia C, Cefalu AB, Liveri ET, Rosano R, Camarda R, Camarda C. Association
between plasma lipid levels and migraine in subjects aged > or =50 years: preliminary data from
the Zabut Aging Project. Neurol Sci. 2008; 29 (Suppl 1):S179-81. [PubMed: 18545929]

16. Tzourio C, Dufouil C, Ducimetiere P, Alperovitch A. Cognitive decline in individuals with high
blood pressure: a longitudinal study in the elderly. EVA Study Group. Epidemiology of Vascular
Aging. Neurology. 1999; 53:1948-52. [PubMed: 10599763]

17. Tzourio C, Tehindrazanarivelo A, Iglesias S, Alperovitch A, Chedru F, d’ Anglejan-Chatillon J,
Bousser MG. Case-control study of migraine and risk of ischaemic stroke in young women. BMJ.
1995; 310:830-3. [PubMed: 7711619]

18. Cephalalgia. 2. VVol. 24 . 2004. The International Classification of Headache Disorders; p. 9-160.

19. Kurth T, Schurks M, Logroscino G, Gaziano JM, Buring JE. Migraine, vascular risk, and
cardiovascular events in women: prospective cohort study. BMJ. 2008; 337:a636. [PubMed:
18687721]

20. Dufouil C, Ducimetiere P, Alperovitch A. Sex differences in the association between alcohol
consumption and cognitive performance. EVA Study Group. Epidemiology of Vascular Aging.
Am J Epidemiol. 1997; 146:405-12. [PubMed: 9290500]

21. Nozari A, Dilekoz E, Sukhotinsky I, Stein T, Eikermann-Haerter K, Liu C, et al. Microemboli may
link spreading depression, migraine aura, and patent foramen ovale. Ann Neurol. 2010; 67:221-9.
[PubMed: 20225282]

Cephalalgia. Author manuscript; available in PMC 2012 October 1.



Page 7

Rist et al.

sanjeA Buissiw 1o Buipunol 031 anp 94,007 01 dn ppe Jou Aew abejusdiad

"paIedIpUI BSIMIBLIO SS3JUN (LONRIABD pJepuels) SUBsW a1 SIaquinN

|0431S3]0Yd TJAH/104213]0Y2 [e10)=011R. |0J1s8]0yd ‘uteroidodi) Aususp ybiy=1aH ‘utroidodi) Asusp moj=1Q

8ve 7'6C 4 6'1E % ‘UOIIIIP3LL |0483S3I0YD PasN Jang
(s€n) 6 (211) 08 (202) 85T (081) 2°ST Aep/B ‘a>eIun [oyooly
L8 a4 60T 88 weLNd
'0€ LT v've 9ve 1sed
609 YL L'vS 195 188N
0 ‘Sniels mc_v_oEw
(9¢) z'se (¢v) L'se (6'¢) 8'5¢ (8'€) 6'S2 2W/B "xepul ssew Apog
(v TLL (oen) esL (6'T1) 592 wen e BHwWw ‘anssaid poojq d1joiselq
(L'6T) L'2€T (z12) T'TET (6'02) v'S€ET (5'02) 6'GET BHWw ‘ainssaid poo|q a110IsAS
(80)9'T (90 zt (Lo vt (90 €T /10w ‘sapLIadA|BL L
(Tmee (01)9¢ (e vy (om2Le o138l |0493S3]0YD
(6'0) 8% on) vy (6'0) v'v (60) v'v I/joww ‘|0Ja1s8|oyd JAH-UON
(50)6'T (08T (s0) 2T (50) LT I/loww ‘|oig)ssjoyd TaH
(Lo Ty (6'0)6'€ (80) 8¢ (60) 8¢ I/1oww ‘[0Ja1s810Yd 1T
(6'0) 99 (01 z'9 (80) T'9 (0119 I/1oww ‘j0J21s3jo0yD
€8L 0'98 005 €S % ‘alewad
(6'2) 0'69 (0°€) T'69 (0e) 169 (0°€) 0'69 (@s) steak aby
(ez=u) eane yum autedbiN  (gpT=u) eane Inoynm auredbiN  (F9=u) sayoepesy aurebiw-uoN  (Gze=U) aydepeay a4aAas Jo A101S1Y ON a|qelaeA

(5STT=N) Apms Bulaby JenaseA Jo ABojo1wapidg ayy ul SoNsIIgoRIRYD [euosIad pue sniels syoepeal Usamlaq UoKeId0sSy
T9algel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Cephalalgia. Author manuscript; available in PMC 2012 October 1.



Page 8

Rist et al.

|0481S3]0Yd TH/1048158]0YD [e101=011.. |0J81sa]oyd ‘utetoidodi) Ansusp ybiy="1aH ‘uteoidodi) Ansusp moj=1a7

"dnoJb aousiayal se autelbiw 40 AI01SIY INOYUM pue I8XJeWOIq Ydes JO 3]11a) 1samo] ayp ul syuedioited Buisn [apow uoissaibal o11s160| feulwoun|nw e Wwouy parendfed solel Sppo ale sysu aAle|sy

(oz9'1900e0z 16 6 (0€T'T50)280 L8 Tr  (IST'TVF0)8L0 €T€ 02 9'€e 1€ 8I1al i€
(cev'evo)syt 8ve 8 (ETTZr0)eL0 TOE e (eST'vr0)Z80 8T€ 12 L'vE 743 8I1M3l pyg
00T 792 9 00T €Tr 65 00T 69 €2 LTE €62 8]1Ual T
onrey 1048191040
(LLvt'zeD ey 2es ¢ (Ir1's§0)880 28 v (2L2'SL0)ErT  90F 92 v'ze 00€ 31113} p,€
(sv9'es0)s8T  voe L (1€T'S50)S80 62 Ly (ELT'9r0)060 T8 8T €ve LT€ 811M3l pug
00T LA 4 00T G8¢ S 00T €1 02 €ee 80¢g 8]1Ual T
sap104aA|611 1
(sog'tzo)eec 16 6  (QUTVO)VL0  GTE S (6LT'0S0)¥60 €TE 0T T'€E 90€ 8I1al i€
(s28'180099¢z Gev 0T (0€T'e50)€80 GT€ S (W8T'€S0)660 ¥vE 2 TVE gTe 811M3l pug
00T LA 4 00T TLE €S 00T vve e 6'2€ 0g 8]1Ual T
71aH-uoN
(6Tv'vro)seT  Gevy 0T  (88T'690)¥T'T 8L€ vS (60C'0S0)20T T8 8T L'1E €62 8I1al i€
(oe‘ze0) 860 voe L (96T'SL0)ceT 8l vS  (0ST'TLOVET  T6E  SC T'€E 90€ 8113l pug
00T T9Z 9 00T gve G 00T 82 12 zse 9zg 8]1Ual T
1aH
(226'190 28T 16 6 (BYT'090)G60 0GE 0S5 (69T'Ly0)680 62 6T €'ee 66¢ 8I1al i€
(ss5'090028T T6E 6 (bST'Z90)860 62 Ly (8LT'€S0) .60 ¥YE T e 9TE 8113l pug
00T L1 S 00T e 9o 00T 696 €2 gee (1)£3 8|1Ual T
1a1
(tT9Lz'6cT)L6G ¢2s ¢t (e§T'290).60 8.8 vS (2LT'€r0)980 0G 9T Tee 86¢ 8I1al i€
(1672'66'0) 97 T6E 6 (BYT'650)¥60 GTE G  (0SCT'SL0)LET Ter L2 7'ee 60€ 8113l pug
00T L8 2 00T 80¢ ¥ 00T 82 12 7've 81¢ 8|1Ual T
[048383]0Y D [E10L
(10 %%56) ¥y % U (10 %56) ¥y % u (10 %56) ¥y % u % u

(gz=u) eane yum aureabiy

(epT=u) eaNe INOYLIM aureIBIN

(#9=u) ayoepeay aurebiw-uoN

(Gz6=U) ayoepeay a1anss ON

"(SSTT=N) APMS WA 8y} Ul S8|118] Jaxi ewolq 0} Buipiodde snels aydepeay S)sLI aAlle|al  palsnipe-s|qeLieAl N

NIH-PA Author Manuscript

¢?olqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

PMC 2012 October 1.

in

available

1

Cephalalgia. Author manuscript



Page 9

Rist et al.

3|19
pay ayy ui Buag se paziiobared aism syutoding asay) uey) Jajeall sanjen |y "AjaAndadsal €0’y pue g1’ :0l1el [0431S3[0YD pue ‘|/|OWW g T PUe 86°0 :SapLsaA|BL ‘|/|oww 6/ 7 pUe /6°S :[04a1S8|0yd JaH
-UoU ‘|/|oWW 6°T PUB G'T [0431S8J0Yd TJAH “1/I0WW BTy PUB Zi'E :|0431S80Yd AT ‘|/|0WW 61°9 PUB T/°G :[0481S8|0YD [210) :BUIMO||0) B} SE Paulap 81aM 3|13} PU0DSS PUR 1SI1) 8Y) 40} SYUI0dIND B)18 |

"Xapul ssew Apog pue ainssaid poojq o1j01seIp ‘ainssaid poojq 2110IsAS ‘LUONAWNSUOD [OLOI[e ‘8SN UOITEIIPAW [0481S3]0YD J8A8 ‘sniels Buryows ‘1apush ‘abe 1oy parsnipy
*

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Cephalalgia. Author manuscript; available in PMC 2012 October 1.



