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Incidence and determinants of antidepressant drug use in

migraine patients

H. Rahimtoola®®, H. Buurma®, C.C. Tijssen®, H.G. Leufkens® and

A.C.G. Egberts*

The purpose of this retrospective, follow-up study was ta
characterise the use of antidepressant medication in a
defined migraine population and evaluate the determinants
thereof. Data was abtained from the PHARMO-RLS
prescription database. Qur migraine population {2,517
peaple) included patients having commenced specific
migraine drugs, ergotamine or sumatriptan, for the first
time from January 1 1992 to December 31 1298, The
corresponding date was termed the ‘index date' Non-
migraine patients, those not having used any medication
specific for migraine, were selected and equally matched
(n=2517). The cumulative incidence of initiating antide-
pressant treatment was estimated during two-year cbser-
vation periods prior to and after the index date. Several
demagraphic and comedication characteristics were as-
sessed as potential determinants of antidepressant drug
use within the migraine population, Other determinants
included usage patterns (“therapeutic intensity”) of ergo-
tamine and sumatriptan , defined as the absolute number
of Defined Daily Doses (DDDs) dispensed per patient
during one year prior to initiation of antidepressant therapy,
A total of 300 migraine patients (11.9%) and 213 non-
migraine patients (8.5%) had initiated antidepressant
treatment in the two-year pericd prior to ar in the two-year
pericd after the index date (RR adj 1.4; 95%: Cl 1.2-1.7). The
cumulative incidence of initiation of antidepressant treat-
ment for the migraine population was 3.0% per year prior to
and 3.2% per year after the initiation of specific migraine
analgesia, The concomitant use of benzodiazepines (RR

Introduction

Clinical and epideminlogical evidence demonstrates o
HESOCEIon migraine  and  psychiatne
disorders wherchy the health relared qualioy of life of
the migraineur may further he compromised (Stewart
et ad, 1994 Lipron ef 2l 20000, Current evidence has
established  thar the Dife-time prevalence of major
depression in migraing, for cxample, is abour chree times
higher (34%) than thar esnimated in the non-migeaine
population (109} and rhat the prevalence of anxier or
panie disordess affects approximarele 11% of the migraine
pepulation compared to 2% of the non-migraine popula-
tion {Breslau ecad, 20005 Breshau e e, 19910 The risk for
pevehiatne comarbidity seems o be stronzest in women,
migraineurs suffering from che aura ssmproms or chose

clear herween
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adj 4.7, 95% Cl 3.5-6.3), migraine prophylactic medication
(RR adj 2.1, 95% C1 1.6-2.8) and heavy therapeulic intensity
use of specific migraine analgesia, defined as = 150 D0ODs
per year were highly predictive of antidepressant drug use
within the migraine population.

In conclusion, compared to the non-migraine population,
the initiation of antidepressant treatment was only

slightly higher in the migraine population. & number of
determinants within the latter were found to be strongly
associated with antidepressant drug use, the nature of
which maost likely reflects an increased severity of migraine
whereby therapeutic needs are higher. int Ciin Psycho-
pharmacol 18:331-339 © 2003 Lippincotl Williams &
Wilkins.
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with transformed migeaine (Breslau e ol 2000; Breslou
ef w199 Swaree o o, 2000 Juang ef . 2000).

It still remains unclear whether psvehiarne comorbidiey is
primarily related to a unidirecrional (cause or effeer)
psviehological bidireerional
teommon environmental genetic coologyl, By studvine
pevchiacric comorbadity in migraine patients, Breslau o of
(2000; 1991} demonscrared a strong bidircerional rela-
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tionship berween major depression and mizmine, mean
meg that migraine predicted first-onser depression and
depression prediceed first onser migraine (Breslau o of
2000 Bresloo e ad, 1997 Breslau, 1998 Peroutka e of,
1988), However, other studies could not suppore che
shared mechanism hvpothesis berween migraine and
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pavehiatric comorbidioy or whether in facr an associarion
beoween these two disorders exits {Swarez o ., 2000
Merikangas e ol 1990 Guillemn o af, 1999- Mattssan
et all, 2002).

Although a clear asseciation between mizraine and rrEfor
depression may exist, che phenomenon appears o be
under recognised and under treared in clinical pracrce
tDevlen, 19943, Th whar extent is unclear since only a
few epidemiological studies have provided dara coneern-
ing the patterns of antide pressant diug use in migraincurs
suffering from coexisting psvehiarric disorders, Putnam
ef af. (1999) by studving comedication characreristics in
patients using sumatripran estimared that antidepres-
sanes were used by approximarely a chird of the sty
patients, A recent study concerning the incidence and
determinants of migraine prophyvlactic medication had
showers that use of antide pressants and/or benzodiarepines
was associated with an increased initarion of migrae
prophviactic medication, possibly due 1o underlving
psychiarric  illness  complicating  migraine  trestment
(Rahimtooks er af, 20023,

The guestion therefore arises as o whether the use of
antidepressants by migraineurs is primarily @ cause or
consequence of onser of speeific migrmine drug treat-
ment. The purpose of this study was to investigire the
nature of the associution beiween antidepressant and
specific migraine analgesic drug use bv estmating the
incidence of initiation of antidepressants prior t and
after the initiation of specific migraine analaesics.
Furthermore a number of charscteristics were explored
within the migraine population in order ro identify amy
potential determinancs associated with the initiation of
antidepressant medication.

Methods

Study setting

The study used preseriprion daca from the PIARMO)-
RLS dutabase covering the period 19585 o 1999, This
database has been described in full by Hertngs o s
(19923, This darabyse averem provides relevant demo-
graphic und preseripeion data on an individual parient
level for 8 medium sized vities (# = 430,000 inhabigants)
in The Nerherlands, In view of a high patient—pharmacy
registration commitment in The Netherlands in addirion
to sophisticarcd pharmacy software currenrly available,
the medication information for each primary care patient
is virtually complete. Fach registered person is identificd
with an anonymous unique patiear idencification code
that allows for the observation of patient medication use
in time. Rerrevable informacion per peescribed medicine
includes date of dispensing, drug, dosage  regimen,
quantiey supplied (Defined Dailv Doses), duration of
use and rvpe of preseriber Patient informartion per
preseribed: medicing ineludes sender, and date of Birth,

The database does not provide information eancerning
the indications for use of the medicines, in this case the
diagnosis of migrsine versus cluster or tension type
headaches, or the complere registration of non-preserip-
tion medicines (e.g. OTC use of salicvlates, NSAIDs or
paraceramol ), as patients may also purchase these drigs
from non-pharmacy outlers,

Study population

As diagnostic and clinical datn were lacking we were
required to identify the migraine population by the use of
spectfic abortve migraine drugs, including ergotamine
and sumatriptan. Analysis of the daca can onlv e valid for
this particular population in whom a more severe form of
headuche, compared o ocher migraineurs who do not
require these drugs, mav exist. For this reCrspective,
follow-up study, paticars having commenced a specific
migraine drug, sither erzotamine or sumatriptan, for the
first time from January 1 1992 to December 31 1999,
were ininally identified. First tme users were defined as
paticits possessing a4 drug free interval of ahorrive
migraine drig use of at least two vears. The dace of first
prescription of one of these drugs was termed the ‘index
date’, Patients were only included if they had presented
more: than one prescription during follow-up, as recem
datu sugzest that one time use of one of rhese drugs is g
partial indication of an uncertain diagnosis for migraine
(Rahimroola et af, 2003), Furthermore, each [HLLIENT Wiy
required o have possessed at least four vears of
preseription data. equivalent o two years before and
afeer the index date, For this reason patients using one of
the second generation thptans were not included. For
cach ¢rgoramine or sumacripran paticnt, one reference
pattent not having wsed migraine specific medication (i,
ergotamine, tripeans, pizotifen, flunarizine, clonidine. and
methysergide) were randomly selected from eligible non-
migraine patients from the PHARMO database and were
marched on age, sex, locality, und index date ( 90 davs),
For the purpose of this study reference patients were
referred to as non-migraine patients.

Outcome definition

The primary outcome of interest was the initiation of
antidepressant drug reeatment, Fach cligible parient was
therefore sereened for the first rime use of an anti-
depressant during the two-vear follow-up periods prior to
or dfter the index date. First time usc was defined as an
antidepressant drug free interval of ar least one YEAL Pring
to commencing one of the corresponding drugs. The
corresponding dute was termed ‘ancidepressant  stare
dare’, Antidepressancs included tricvelic antidepressants
(TCAs—excluding amitrypriline), sclective serotonin re-
uptake inhibitors (SSRIs), monoamine oxidase inhibitors
(MAOIs), and other non TCAs (truzadone. nafazodone,
mianserine, mirtazipine and venlafaxine), Amirriptyling
was not included as this drug was recommended in the



migraine prophyvlactc therapeutic suidelines for [rrimary
eire physicians during the stody period. Even thaugh
some SSRIs, such as fluoxerine and fluvoxamine, or
MACHs, such as moclohemide  and quite  recently
nafazodone; have shown o displav useful effects |n
migruine prevention: they were still included in our
analysis: as they were noc included in international
therapeutie puidelines for migraine prevention during
the study period (Silberstein and Goadshy, 20023,

Data analysis and potential confounders

The cumulunive incidence (cumulative incidence per
vear) of minating ancidepressant rreatment by migrai-
neurs and non-migraineurs during the two-vear follow-up
periods prior to'and after the index dates were esrimared
per os-monthly interval, The incidence within  the
migraine population was also compared during the two-
vear lolliw-up periods prior o and afrer the inddation of
specific abortve migraine therapy, Baseline characreris-
ties of the study migraine (o= 2,317} and FLOH-TH e
populution  (#=2317) were éxamined and included
pender, age, and “eomorbidiny index”, The presence of
coexisting chronie conditions has shown to lead 1o
higher ovcurrence of depressive disorders and  corre-
sponding antidepressant drug use in the general popiika-
tion. Since migraine patients are substantially more |ikels
than non-migraine patients to be diagnosed with VATIEDY
of comuorbid enndicionis) we ineluded the commorbidity
index in order oo adjust for the pocential burden of
coexasting illness as 4 potential confounder for the risk of
antidepressant treatment {Joish e adt, 20000 The laccer
was derived from a chronic disease score estimated for
each parient by assigning scores ((0-3) o spectfic classes
of drugs aceording to the severity of the disease for which
they were proscribed during the oral observarion perid
Chartt e ad, 1992)2 'The latter ineluded drues used for
cardiovascular, respiratory disorders, rheumutoid arthritis,
chemotherapy, Parkinson's disease. epilepsy,  dinberes
mellitus, gastromtestinal uleer, gout, hypercholescernle-
mig. and glaveoma. In order to adjust for an inereased
exposure to preseription medication within the migraine
population due o a possible increase in phvsician
consultation after having initiared ergotamine or suma-
triptan, we esumared the taral number of prescriprions
dispensed per six-monthly interval during each two yeur
observation period as an estimation of poténtial patien-
physician contace, Both comorbidity indes and prariene-
physician contace estimare in addition 1o the vpe of
prescriber of the first antdepressant prescriprion were
analysed as differential factors for the use of antidepres-
sant drugs in the two populations.

The second approach o our study was o identify any
potential determinants predictive of the initation of an
antidepressant within the migraine population for which
several puticnt and medication related characteristios
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were analvsed. These included age and gender, tvpe of
abortive migraine medication used, co-medication used
during the toral observation perind, comorbidity index
and preseriprion exposure index. Comedieation included
cardiovascular drugs (ACE inhilators, calcium channel
antagonists, [iadrenergic blockers = excluding prapranolol
and metoprolol, nitmees, digoxin, divretics, vicamin-K
antagonists, HMG COA reductase inhibirors), diaberes,
benzodiazepines, gastrointestinal agents (proton pump
inhibitors, H2 antagonists). migraine prophvlaceic drups
tpropranclol. metoprolol, przotiten, Aunan«ing, clonidine,
methysergide, and  amicripevline), NSAIDs, and ol
CORLMACEPLIVEs,

Alevel of severity of migraine was likewise analysed as a
porental determinant and was indireedy correluted o
the consumption and  switeh  pattemns {change frum
ergotamine o sumacnpt and visa versa) of abortive
migraine analzesia, Consumption patterns {“rherapeuric
mtensity”) were estimated by calculating the ahsolute
consumption of crgataming and sumarriptan based Lpron
the sum of DDDs of ergotamine  and SUTILTT PR
dispensed during a one-vear ohservation period prior
the antidepressant stare dute. Therefore, this particular
analvsis ncluded only these patientss who had com-
menced antideprossant rreatment after having inttiaced
ergotamine  or sumatriptan (indes group) oand  the
reference group included these patients who had not
The lutter were marched with the index group by a
preseriprion date thar corresponded o the anridepressant
sturt dare of che cuses, { +90 davs). Patients were
subsequently categonsed according o = 3, = 30— <
G0, = 90— 130, and = 150 DDs: Fven thoueh an
established  definition for excessive use of specific
ubortive migraine analgesics s lacking we defined this
as the use exceeding 130 DIDDs or more, which has alse
been applicd in other drug urilization studies mvalving
sumarnpran and ergotamine (Evers o @, 19949 Capise,
199 The fallowing provides the DD of creotamine
and sumarriptan recommended by the World  Tlealch
Organzation (WHO, 1993):

L DD sumarriptun corresponded 1o one HW mg
tablet, one hmg subcutaneous injection or one 20 mg
fasil spray

1 DD ergotamine corresponded to ane 4 mg single
prepuration w uny route or one 2mg epmbination
prepuration by any ronre,

In order o test the strength of the association between
the various determinants studied and the initiation of
anndepressant treatment herween  the migrainge  and
non-migraine  populatons: lopiscie analysis was applied
tadjusements for age, sender, tvpe of ahorrive migraing
drug used and comorbidity index), Odds ratios were used
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Tahic 1 Baseline characteristics of the study population (migraine
and nen-migraine patients)

Characteristic Migraine MNan-rnigraine
MM=2517 %) N=TH17 ()
Gendgr
Farmate 2,089 (83.0) 2005 (82.91
i 428 11701 A3t (171
Age
Wiean (50 7 pears a4.5 |12 E) 44.6 (12,8}
<35 166 16.2) 156 (6.2
2544 1082 143.4) 1110 (e 1)
AG-B4 1106 [43.9] 1080 (4:2.9)
>4 L83 [6,5) 171 (681
Chrovet dease sonvd
Q 1285 {80.3) 1345 (53.6)
<R B8 (26.3) The (2045
=3 h3 (2.5} 422 (16.89)
Comadicaion
AstnmalCOFPD foE (114 18126
Banzodiazepines 1,176 (a4.7) BB {35.2)
Cardrvascr BP0 a3 sa1 {2311
[Fubaptes 12344.8! 145 {5.8)
Eallegay 102 {41] 87 (2.1
Gasatroinieating) 418 {166 ST (18]
Antidearassan) e 348 {13.8) 247 (2.8
FPhysician confact asimale
Mean fzem) REE presaniod:
Prigr mdex cile B2 10,30 3N
Affaar incles cato B0 10,3

24002l

“wreenactive of first fime use

to express the sorength of the asseciutions and were
mterpreted as relacive risks (RR935% Ch.

Microsoft Access, a relationa] darabase sofmware package,
wias wsed for dacabase management and mnternal qualicy
and validation procedures. 'The stanstieal packoge, SPSS
for Windows (version 10000 wis used for daca analvsss
("Fabile 1.

Results

After fulfilling elimbilty eritena, o total of 2,317 parients
had commenced either ergotaming or sumatriptan for the
first time after 1992, Matching criceria identified 2,517
patients as the reference group, The majeriey of the souds
population included femules (82.9%) and the mean age
wis b vears (51% 12,70,

A rotal of 313 parienrs (10.2%) of the wotal study
populution had been prescribed an anridepressant drouy
for the first ome during che four-vear observanion period,
This corresponded o an sverage comulative imcidence of
Z7% por vear, Antide pressant dmg use was observed in
348 and 247 migrane  and  non-migraine  parients,
respeeriveby, of whom o total of 82 were excluded from
further amalvsis as they were constdered non fisst time
users. A ol of 30U migraine patents (11.9%) had
initiated antidepressant treatment prior oo or after che
index dare as opposed to 213 reference patients (5.53%),
(R adp 1.4 95% 1 1.2-1.7), (Fgure | and 'Table 2),

Fig. 1

.| e —— =
e —*— Migraing
2.2%- &= Non-migraing

Goal 1otal study papulation

24 18 12 &  Index B 13 1B 24

Priar in monthe After im manths

Incidence of mitiation of anlidepressant deugs pror to and atter ndex
dale

There were no striking fluctuacions in the mication of
antidepressant ereatment prior (3:8%) or after (0.2%) the
initiation of ergotamine or sumatnptan. This incidence
pattern was similarly observed  tor the  non-migeaing
population.  Nogably, for the migmine  pacients  the
cumulacve  inerlenee  per si-monthly interval had
reached 1rs highest level shortly pror to (L.7% ) and afrer
(1.8%) rhe index dates respectively For the reference
eroup. the meidence remained consistent throughour the
ohservation periad at 119, tor which minimal Qucruacion
during rhe sis monthly intervals: pooe w and after the
indes dates, was ound.

Alchough, the initiation of antidepressive trearment was
predominantly preseribed by general procttioners for all
patients (Tahle 23, o weaker invobvement by neurologists
eompared o general  practitiongrs . was ohserved in
migraine patients  (RR ady 46 95% 1 044090
Furthermare migraineurs having started anudepressant
therapy demonsteated o stronger comorhidity ineex, as
defined by the chrome disease score of = 2, compared 1o
noen-migraing pacients (KRR adj 2.7 95% C1 17420
There were no larse ditferenees observed between both
sroups o werms of gender, age-or physiclan contact {or
presenpron exposure ), A weaker preference for an S5RI
as a first ling anodepressant, however, was in fact
observed for the migraine populanon (RR adj (1.3 Y3%
CII 03=007).

Table 3 displavs the strength of the association berween
variolus dererminans examined and niciation of anti-
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Table 2 Determinants of initiation of antidepressant medication for migraine versus non migraine patients

Migraine W (%) Henermigraina M (35) RR crude [R5 CI BF ad] [98% CI
Cherrall 300 (123 213 {85 1.5 1.2-18l 14 [1.2-1.7]
Pencd af miliaton
Friar 145 (5.9 115 04.6) 1.0 [refersncn| 1.0 refarancal
Fiost 155 (6.3 H (3.9) 13 [0.8=1.4) & oe-1.8]
Tepse ol dnvdacressan!
TCA 195 (G500 7 (4551 1.0 [redarenie] 1.0 [referencal
S5R1 24 (31.5) 102 [47.9) 45 10.2-0.7] 0.8 [03-0.7]
MAALH 20T 20 0.5 |0=-3.8 4 [0.1-34]
Oither 8430 12 (581 0.4 J02-0.8 0.3 [9.1-0.8]
Fresefhar

Gonaral practilaner

242 (807

184 (723

Speali= SE (193 38 12F71
Cemariily indes

a 106 (353 112 {52 8
=2 Ba (29.7] BO {28.2)
= 105 {3510 41 {18.21
Fhysioian caniret

Rx sepasiure

ol 1718.7] 15 (7.0}
S 51 (1% 48 |22 5]
»E- 51203 w2 1187
-5 171 1570) 108 1507

1.0 [referenss]
A [04-08|

1.4 [referance]
16 [1,0-24]
2.7 [1,7-4,.21

1.0 [releresicol
0.8 [0.4-2.1]
1.3 [08-2.8]
1.4 [QF-28]

1.0 [reference)
16 [1.0-2.4]
2.7 1.7-49]

1.0 [reference]
1.0 [Goa-2.2]
1.4 [0 E-2.6]
1.2 01 1-1.3]

RR edjusted tor comorbedity mdes seore: TEA: ticeahc antdopressant; SSRL selnctive garatonin reudtakn inhibtos; AT moraming cridase imhibdoe other nan SSRE1

I1|"_|g

depressunts only within our migriine popalarion. Female
sender (RR ad] 1.3 95% C1 L1-1.7) and the use of
gastrointestinal drogs (RR adj 1.6: 95% C1 1.2-2.3) were
found to be weakly associared with the initiution of
antidepressant drug trearment afrer adjusting for A,
wender. tvpe of aborrive migrsine drog wiad comorhidiey
tndex seore. The concomitant use of henzodinzepines
(RR adj +.7: 95% CI3.5-63), migraime prophylactic drugs
(RR adj 2.1: 95% Cl 1.6-2.8) und NSAIDs (RR adj 1.8
G55 O L4231 was considerably higher in patients
having initiated an antdepressant, This was further
highlighted by an inercased comorbidiny index seorc
=2 ORR adj 2.53: 95% O 1.8-33) An ussessment aof
severity of migraine gs g porential determinant for the
initiation of antidepressane therapy was indirectly esri-
mated by the consumprion (therspeutic ntensiov) and
switeh patterns of ergotamine and sumatmptan displaved
during 2 one vear period prior to initanng antidepressant
therapy, Heavy wuse of ergotamine and  sumatripran,
defined by a therapeuric intensity of =150 DDIDs, was
more pronounced  inothe index group chan in the
reference group (RR ad) 34 953% C1 14=53) us wel| ax
an inereased tendeney to switeh treatment from eruna-
mine o sumatripean or visa versa during this period (RR
adjusred 230 953% C1 1,600

Discussion
The iniriation of antdepressants within our migraine
pacient populaton was only shighehy ligher oo char found

i the reference group, 12% compared o 9% Characrer-
mtics most clearly and independently assaciated with the
use of antidepressants within the migraine population
were the high burden of comnorhidin, concomitane use of
bensodiazepines,  migraing  prophylactic  medication,
NSAIDs, and heavy as well as swirching use of specific
migraine wislwesi,

The preseribing of (migraine and non-migeaine} anri-
depressant treatment for the toml study population was
approsimarely 3% per vear and similar to dara obaimned
from orther European studies is considered low (Rouillon
etad, 1996; Bellantuono o @l 2002). Rouillon ezl (1996)
determined char 2.75% of cheir study population had
heen preseribed antidepressant therapy, far lower to the
accual prevalence estimared for depression in the general
papulation which is abour 108, Possible reasons for under
rreatment of the population suffering from deprossive
disorders mav be the underreporting of related svinptoms
to phivsicians and general probilems with access w medical
care {Dhruss e ad, 20000,

A numberof eross-seetional and longitudinal studies heave
estimated that the liferime prevalence of major depres-
sion in migraineurs mav range from 30% to 40% (Breslau
of el 2000 Juang e wl, 2000; Breslau, 1995 Marrsson und
Ekeslivs, 2002; Fasmer. 2001), The incidence of anti-
depressant drug use. a8 an indicarion of co-existing
depression. in our study is, theretore, far lower Dara from
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Table 3 Determinants of antidepressant drug use within ergotamine and sumatriptan patients

Drelénrunant Irut=ation of antdepaessant medicaton OR [95% Ci| OR ad) [958 Gl
Yes n= 300 (% Mo n=7.163 (3]

Ciaander

Mate A3 (143 380 (178) 1.9 |refarencel 1,2 jroferonca)

Femaie 257 1B5.7) 1789 (82:4) 13 [09-1.8 13 A-1.8f

Mean age (SO i vears 45.1 |#315] 44.9 (12.3]

< A5 yars 152 {B0.8) 1081 (498! 1.4 |retaranca) 1.0 |retarancal

= A5 years 148 {423/ 1088 (50,2} 1.0 [Ra-1.2) 2.8 [0.7-11]

,I'ypr' i Bali et ar:a.‘gcr.'.?

Ergetiiminn 2B (727 1680 (715) 1.0 [referance] 1.0 |refarenca|

Sumatnptain 221273 ABG (20.5) 123 [1a=1T) 1,3 [£.0-1.0]

Camedicabon

Crard eavasulnr 21 120) Vdva B9 [0Lh=1.4] 1T =20

Berrtduuemngs i TS e W o BAZ (411} 51 [A.A=E.8] 47 [A5-8:3]

Driabetas 13 43 ES_ 13.1) 1.4 [G.8-2:8] 1.4 [0.8-7.8]

Gasiroindestinal 47 [{5.FH 227 (10 1.6 [1.2-2.1] 1.6 [1:2-2.3]

Wigraine: preohyians 0 134, 7) 423 018.5) 2.2 [1.7-2.4] 41 [1.6=%8]

NSAIDE 191 163.7) 1060 (48,90 1.8 [ a2 1.8 [1:4-23]

Crral contracaptan 151 150.3) G (444 1.2 41.0-18] 1.3 (1.6-1.8]

Comackadiy indor

[} H0E (35.3) 11 a8 i5E.0) 1.0 Trafenermal 1.0 [refetenca)

1-2 B9 (00 7) 553 426.5) 1.7 1.3-2.4| 1.7 §11.3-2.4]

= 105 {35.0) 467 {21 5] 24 1.8-33] EE B33
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“prgotammn . somitnptan of sumatiplan s ergotamine

the same studics have shoawn thar migramesrs have a rwao
or three fold increase i the nsk oof major depression
(Breslau er ol 20008 Swarke eeadt. 20000 Merikangas o a@f.
LEE0) . Hewever, contriiry oo iur 3 prion expeerations, the
relurive risk of ancdepressant drog use in our migraine
population compured o the non-migrane population was
estimaced ar 14, far lower to chat seen in these studies,
Finallv, Millsones e (20003 found thar that between 1993

ard V997 235 of all cripran panicnts studicd  weres

digniosed by a generul practitioner with depression and
wis found o be significantly higher to that ebserved in
non-tripran paticnes {16.8%), According to this study, this
i most likely arcibuted oo an increasing consulration

with the physician due tooan mereasing severity of

migraine. O the crporamine and sumatripran paticnts o
aur study an esumared 12% had ininared antidepressant
teewtment during the observanon period (either prior o
or alter the minaton of ergotuming or sumacopan), far

lower chan those who had been diggnosed and treared
with depression in the former studse This available data
suggests o relanve under rrearment of depression in
patienes sutfering from mgrame within our seody area, for
which various underhing reasons are plausible,

Firstly, the use of antidepressants offers only ong of the
available rreacments for depression, For example, cogni-
tive behaviour therapy or orther psvehortherapmes can by as
cffecove for specific individoals, either alone o n
conjuncrion wich medication, Furthermore, our migraing
population was restricted o thase panients whe had been
using  specific abortive migraine drogs. A few drug
utilization studies conducted in the migraine population
have consistently found thar che prescribing of these
drugs is low (Bdmeads o eof, 19935 Furdong e ad, 1996}
von Korff e ol {1999 found thar only 17% of a group of
primary care migraing patents were using these drogs



and that the majority were using OTC and/or non-specific
prescription analgesics. Qur migrsine  population ean
therefore only represent a portion of the overall migraine
population, wherchy the prevalence of depressive comng-
bidity compared i the general  population mav be
underestimated,

The relatively high level of under consultation frequently
observed wathin the migraine population may lead 1o
under diagnosis and under rreatment for migraing jrself as
well as potential neurological  disorders and  can [
considered un alternarive cxplination {(Furlone o o,
1996). Recognition and ereatment of psvehnric comor-
bidiey in migraine patients, as noced within the general

population, should be emphasised as che qualivy of ife of

mEAY migraineurs can be further compromised in che
presence nf comorhid psvehiatric ilnesses (Laipran e 4,
200013,

The presence of eoexisting migraine and depression will
certmnly provide the prescriber opportunities hur wlse
limirearions  for  trearment. Preliminary  findings  have
demonstraced thar some antdepressants, such as fluox-
etine, netazodone, and moclobemide have shown TGS
ing results in the preventive treatment of migraing and
chronice daily headaches (Silberstein dnd Croadshyg 20027,
They may, therefore, allow the physician to effectively
treat  both  migraine and depression. However,  the
combimation of an SSRI o AAODL with SUMECripran ang
not devoid of serigus side-cffecrs, such as the SEFOTOnin
svndrome. and as such should be used with caution when
ndicated (Pucnam s af, 1999 Jnffe and Sokalov, 19975,
Evidence of adherence o this Precautionar measure can
distinctly be observed in our study as the preseribing of g
TCA was clearly preferred to an SSRI us & Frer line
antidepressanr in the mjority of our ergotamine and
sumrriptan tredted  patents, Nevertheless, sinee the
SERIs are the most com monby prescribed of antidepros-
sants, the preseribing of these drugs g MIZRIneUr using
sumatriptan will be unavoidable, as we had abserved in
approximately one third of reared migraineurs (Rouillon
& ey 19596),

Variations in the incidence of antidepressanc use prior to
andl after the miriaton of specific shortive deug trearment
could nioe b found, suggesting thar the risk of initiacion
of treatment of the two conditions is Be-direcrional (e,
treatment of each disorder increases rhe risk of treating
the ather), Thisis furrher supporced by our findings thar
4 gradoal incredase in the inioation of pavehotropic drug
use was observed shortly prior toous well a5 after the
imitiation of ereotamine and surmatripean, However, due
to the lack of clinical data, we cannot claim whe ther the
association between the onset of migraine and psvehiarric
comorbidiey 15 bisdireerionul, as confirmed in arher
studies {Breslau er s 2000; Brestau o @f, 199]: Bresluu,
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1998), as the initiation of specific ahortive migraine
treatment cannot be considercd an indication of the
initial dizgnosis of migraine for a patent, but more likely
an indication of an increasing severity of the headache.

The presence of ehronic diseases, us defined by the
chronic disease seore was strongly associated with the use
of antidepressanes wichin e migraine population, O
particular interest was the higher wsage of NSALDs.
migraine prophylacric medications {including amitripry-
hneh, and benzodiazepines by migraine patients initiaring
antidepressants as compared ro those who did nor: A
recent study found thar the use of antidepressants and
benzodineepines was predictive for the inicicion  of
migraine prophylactic medication, which indirectly high-
lights the relationship between increased severiny of
migraine and psvehiarric comorbidity (Rahinitoola e et
2002: Radat erad, 19993, The clevared use of bepsodin-
sepines may  hest be explained v che faier  thae
migraineurs suffering from eo-existing depression are also
fikely to suffer from anxiery disorders whereby the use of
benzodisepines may e required: (Juang o wf, 20000
Birkenhavger or @, 1993),

Ahigher severity indes indircerly characterised by a heavy
consumption (> 150 PD0Ds per vear) and increased
concamitant use of specitic aborive m igraine drgos was
Lkewise found o he strongly associared  with  the
mitiation of antidepressants i our studv. A higher
prevalesce of anxiery and depression lias been associured
wirh patients suffering from severe forms of migraine and
chronic use of acute misraine medicarion ESTeware of
1993 Lipron o af, 2000 Juang e at, 20000 Radar o il
1999). Mitsikostas o o (1999} found that the risk of
depressive disorders was dramatically elevated in patients
with drug overuse headache and may be the resulr of
prexisting comorbidity of severe migraine and depression
or viee versa. Bused upon chese and our ftndings ir can be
implicd char the need for antidepressive treatment by our
pinents s scrongly related patients in whom the
seventy of  miugraine  and therapeutic demands  are
inereased. Furthermore, these patients, particularly those
suffening from migeaine with aurm and depression are ar
inereased risk for accempred suicide comparcd o parients
with depression or migraine alone (Breslay, [998), Cur
seudy further emphasises the impartance of recognising
and treating psvehiutrie comorbidity in migraineurs.

A miajor limitation to our studyowas arrribured o the lack
of diggnostic or clinteal information. For this reason, we
were umihle o differenmate benween migraine  and
cluster headache AMONE SUMATHPLD PATIENts oF migraine
patients actually suffering from depression, Parients
sulfering from cluster headache compared 10 migriine
patients often require increased use of abortive medica-
tiens, such as sumatspran preferably by the subcutancous
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dosage form, due to the increased frequency of headache
arracks. Therefore our elaim rhar heaw use of specitic
ahortive medication s an ndirect estimation ol increasing,
severity of migriine may be misleading due to the fact
thar rhe higher chempeuric intensite categornies defined
m chas study mey have largely included patients suffering
from cluscer headache. owever, o view  that che
prevalence of chis svndrome inthe general popolacion is
extremely low ((L03%—.2% ) compared to migraing (106
15% ) and che fuct that almost all heavy vsers were tmblet-
onlv users, we believe thae this potental imitation is of
minar significance {Tomkins w0 af, 2000 Tonon o .
20020,

[n order o wdenciby migrineurs suftenng from depression
we were reduited o use specific antidepressant drugs as
markers Tor the latrer shich wall withour doubt exerr a
corfounding effect on our analvsis. Mostimportantly, rhe
use of other ancidepressanes, such as fluvoxumine or
fluoxerine, with or withour specific anti-migeaine drugs
may have been a deliberare approach of the physician 1o
treat migraine alone or boch migraime and depression in
certain patiencs. However since these drags were not
recommenched by nacional and Tnrernarional cherapeune
curdefines for migrame during the stady period. we did
not include chem as established migrame  prophviactic
agenrs. Furrhermore, antdepressants are used for o
variery of uther disorders including obsessive-compulsive
disorder, sleeping dsorders and neuropathic pan, there-
fore leading to porennal mischssification of depression in
some patients. Since amirripavline was reeommended a5 a
migeaine prophylactic drug of choice by therapeuoric
muidelines for generul practiciongers in The MNetherlands
and clsewhere we were faced wich the dilemma whether
or not o include chis drug Cin the analysis. as our
estimmtion of the incwlence of antdepressant trearment
in our migraine population will certainly  hoave been
effected, Nevertheless our estimarions should he viewed
with cavtion and the overall incdence of antidepressant
creatment should Be restncred to those drugs selected
our study. Finally, some imprecision inour unalvsis of the
different wsage parterns of und estimartion of rherapeuric
intensiey s a9 medsure of specific aboetive nugrnine drog
CONSUMPIION My eXist 45 an assumprion was made thata
prescription presented at the pharmacy correlates with
consumption of the drog, However, estimation of drug
consumption need not be s problem for recipeents of
multiple prescripoons, since preseniprions repeated con-
ststently can serve as strong evidence of drug use by
patienes (Petrier wf, 19880, Uur analvsis of therapeurie
intensiey for example included only these padents who
presented more than one prescription for crzommine or
surmatniptan during cthe ol follow-up period,

In conclusion, although a shight inereased  use of
anridepressanes was found Inoour migraine popalaton

compared to the non-migraine population, the difference
was far lower than thar estmated for the prevalence of
depression in migraine. Despite the limitations surround-
ine our study, we believe this adds o existing evidence
that psvehiatrie comorbidiey s under treated in general
pracrice foropacients suffering from migraine. Increased
efforts should be mude o fdennfy  migmincurs ar
hetghtened nisk for psychiane co-morbidiny as this group
probably  represents that segment of  the  migraine
popularion in whom medical and therapeurne manage-
mertt 15 problematic,
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