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Alternate strategies may be required
for overcoming the treatment resist-

ance of eertain types of migraines"

By Randall L. Oliver, MD and AprilTaylor, HN, BSN

f,F riptans have been available since 1992

m and are no\{'generallr'accepted to b,e rhe

ffi most predictable of treatments ior mi-
graines. F{ou'ever. triptans do not rvork lor
every-one. The fast acting oral triptan prepara-
tions (Imitrex, N{axalt, Zomig. {xert. Reipax)
all w-ork in approximareil the san-le percentage
of patients var-ving from 60 to Ttlic in diflerent
studies. The 30 or 40 % of patients lhat clo nor
respond to one triptan mav x,ei1respond to one
of the other triptans.lEletriptan has been louncl
in one studv to be effective in patients t-iro
found oral sumatriptan to be pooriv effectile
or to callse side effects.t Xn another sardr', lhe
30% o{ the par-ticipants u.}ro failecl rrith oral
sumariptan f,or miEraine ueatment responded
to Zoraig 7\% of the tirne and to \iaralt 8tr%

of the time.r Use of other formulations. such as

trrnitrex or Zomig nasal spra\' or the Imirex in-

.jection. also increases the pel'centage of pa-

tie[ts thal rnar" respond.
There is still a percentage of rriigraine patients

that are triptan non-responsive. This article r,vill

cleatr l'ith possibie reasons f,or treatment-resist-
ant migraines. (See table i.)

Translormed Migraine
'Ti"ansfornied rnigraine initially has a tvpical
rniEraine presentation. The tnigraines har.,e an
obvious start and finish rvithr discrete
heaciache-free perlods between attacks. Grad-
ualir" the heaclaches increase in duration ,,,l,ith

f,eu,er and ferrer pain-free davs, The u.se of
anaigesics mav increase o\-er tirne rvrth less and
iess response. The etiolop' of transformation
mav be time. under-treatffIent, or a comorbid
conclirion. kansformed raigraine can tre sub-

clas s ifi e cl a s p seuclo -tlansf,orroeci, reboun 41, or
psvchological and are ciisct-tssed in the follou:-
ing.ecriouc.
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Since the offending agent rlar-be caus-
ing the patient's headache parrern ro
ryorsen. if mav not be adr.isable to con-
tinue to prescribe such a medication since
it mav be causing more harm than good.

A common physician complaint is nol
knowing "how to get the parienr off the
drug." Whiie the process itself mav be
compiicated. it staris bt simplv relling rhe
patient that this pattern is harrnful and
should no longer continue. Then infbrm
him or her- that the analgesic *ili no
longer continue to be prescribed. The pa-
tient's only choice will then be ro either
follow the weaning protocol or obtain a

new physician. Allorving the patient to
lear,e the practice and obtain a nerr phr.si-
cian is mr-rch preferable to allol'inE the
patient to contrnne using a medication
thal is knorr'n to make the problem rvorse.

Translormed with
Psychological 0verlay
Nfigraines can become transformed and
difficult to treat if a person has a histoil
of rlearment-responiive nrigr.aine: bu:
then experiences a psvchologicai prob-
lem. The transformer, for example. couid
be a divorce, death ofa loved one or anx-
ietl'. See the nexr caregon'fbr h_rrther dis-
cussion of treatment-resistant psvcholo,q-
ical migraines.

Psychological Overlay
The diff'erence bet$'een a transformed
psvchoiogical migraine and a migr-aine
caused bl' psvchological issues is the tim-
ing of the migraines and the psr.chologi-
ca] issue. In transformed migraines. rr.eai-
ment-responsive migraines lrere present
prior to a nerv psvchologicai rssue . 'fhe
migraine then becomes transformed and
no longer responds to a pre\.iouslr' suc-
cessful migraine rreatment. Horrever.
manv times the psvchological problem i,s

the trigger to migraines thar previor-rslr
did not occur. \\hen the osr.chologicai
probiems are present and ieft Llntl.eated
migraines develop. Certainlv if the pa-
tient has a psvchologicai problem con-
tributing to his or her headache. the trip-
tans n'ill be less responsive as the baseline
problem is not being addressed, Bipolar
is a ven- common problem in migraines
B{th some studies suggesiing rhar as manv
as i0% of all migraineurs have a bipolar
tendeno,'. Depression and insomnia also
co-exist lith manv migraines. It is im-
portant that H'hen a phvsician treats
someone lith migraines that he or she

also checks for concomitant depression.
anxien- and insomnia.' Certainlr- if r1-re pa-
tient has concomitant unaddressecl de-
pression. anl treatment of the migraine
lill not be complete. Lack of lesrful sleep
is a common migraine rrigger Not ad-
dr-essing the patient's insomnia rrili cause
the nriglaitre: to be les: I e.pr,n,ir e r^
tl'eatlnent. If the patient has an ongoing
siressful situation such as a divot-ce or
itork situation. tl're tliptans or other treat-
rnent of mislaines rrill be less effective.

Hormonal lmbalances
Three-fourths of r-nigr-ainellrs are f'emale.
and this is most lilieir due to esrt-os-en and

other hormonal manifestations,.,
Changes in hormonai ier-els ale knortn io
precipitate migpaines. Tl.re r-rsual times for
hormonal changes are puber-n'. chiid-
birth. ilenses and menopause. For exam-
p-Le. manv \\'omen Start ri'ith migr-ai1es at
pllberh".

1\brnen rvho erpel ience rniglarnes mar'
har"e an increased sensitivin- to changes
in honnone ier"els. There is no difference
in menstrnal crcles in lrornen rtho do ex-
perience migraines {iom those rr'ho do
not." Approrimatelr.haif of all female mi-
graineurs relate rhat migraines occtrr

around the rrtenstr-ual o'cle. The exact
timc alotrncl the c)'cle i'aries tiom lvoman
to lromal. It mav be before. during or
after menses. This is usrially related tr_r

each particular lr,oman's hormonal trig-
ger (e.g. either estrogen level rising or
droppingt. \ienstrual rnigraines are (om-
rnonlr thoughr to be less responsive lo
treatment. horyever rwo-thirds to t.hree-
fourths of menstrual rnigraines treated
rr-ith a triptan report relief. Tieatment can
be both preventative and abortive. To
p1-e\.ent transformed migraine, it is im-
portant to treat earlv when the pain is
mild.rr Triptans, with differenr formula-
tions. can be used for both. Tiiptans
should be used ibr abortive tirerapv, but
if the u-oman experiences more than three
migraines per month, prevention needs
ro be ,onsrdered. Preventron is not rec-
ornrncnded lor less lleguenr mrglairres
due ro prolor-rged dosing and complex
regirrrens cornpared to acute therapy. pre-
vention is also not recommended in ur-r-

predictable menses."
\Iigraines are also ver-r' comrnon dur-

ing pregr-rancv. \\bmen mav relate that
their migraines appeared with the first
child. disappeared tirh the second ancl
reappeared l'ith the third child. The hor-
rnone changes in pregnanc.t mav make
the migraines disappear or thev lnav
make thenr rtolse and less responsive io
treatment. Again, hormone changes a1,-

fect migraines but the effect rnav be nn-
predicrable in each individual.

\lenopausal migraines are an irrreresr
ing phenomenon. \\hile it is linolr'n that
manl f'emales rvith migraines n-ill cease
having migraines after menopause, manl'
also experience worsening of migraines
during the menopausal time itself. This is
almost certainlv due to rhe spiking of es-
trogen. the same effect that causes the hot
llashes lrorlen encounter during
menopause.t' Nligraine prevaience de-
cr:eases u'ith age and is believed to be
caused kom the ciecrease in esrogen alter
menopause.i" It mav be an assurance tc>

ihe r,oman that rr'hile her migraines mar
1\'orsen during menopause. misraines.,\.i11
qeneralh improre atte r me nopaure. Ir is

also important to administer a stable
hormone level u'hen using hormone re-
placement therapv alter menopause for
\\-omen rvith migraine tendencies. Tieat-
ment should incorporate a steadv dose o{'
hormones on a dailv basis during the
monrh. Cvcling hormones, sltch as using
an estrogen product for 25 davs and c\'-

Three-fottrths of

migraineurs rre

female, ond this is

t?tost likelt' clue ta

estrogen cLnd

other ltortnonal

nla ni_fe st {tt i o tl s, 
t' 1 "

Changes in horntonai

le-'tels ar€ knolLt?t ta

pre cipitate migraittes.
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becanse it *'ili generallr tork rhe fasrest
and most completelr. It also has the r,r'idest

r-ange of usagJe. such as in the patienr x-irh
nausea and vorniting. Patients seirerailr'
prefer oral preparations.' Ii one orai
preparation fails, remember that other
orai preparations mar,- still har.'e L1tilit1'.r')

Failrrre of one rlipran does nor nrcan fail-
ure of all oral triptans. trlhen trving one
tripran or anotlrer it is inrporranr ro gjve
each triptan a srifficient trial of a mini-
nrtrm of three differenL miqraine erenr .

before determining thar it is a failure.
Even injectabie triptan can ha.,.e a first.
second or eyen third-pass fbilure before it
becomes effectir,e. Stratified care rvill re-
suit in the greatest number- of migraines
resolved. Classificatior.r as triptat resist-
ance rnay be prerlature if onlt one cir nr'o
triptans have been tried r.rhen mar-be the
persort nill fincl relief rr'irh r dif{elerrr or..rl
triptan. nasal spral or injecrion lbr-mula-
tion.

\\'hen triptans. incluclinq rhe irlecrabir
ver-sion. are founcl ineffectir,e, one shoutrd_

first look to the reasons whr'. First. cne
shouid reconsider the cliagnosi. If ir is

confident, one shouid consider trans-
formed rnigr-air-re, such as rebounci or in-
complete migr-aine treatments, or co-
morbid conditior.rs such as a psvchoiogi-
cal problem, hormonai problems or head
lnJnry.

\,Vhen dealing rvith headaches. l'herher
triptan-responsive or not, it is all.avs ap-
propriate to investigate and modili. anr.
medicarior r t hat appear. to pos:ibl.. r, or s-

en headaches.f.r'en nonpre:cr ipri'.e or er -
the-counter medications mav be a.n of-
fending agent. ::,:;

Randall L. Olit'er ^\ID is ]ledica! Director ttf
th.e Olit:er Headache € Pain Clinir. a rp-
gional pain tentet itt Eictttsi'ille. I\, rind
President of the [ndiana Pain .ltadetr;. Ht
ttgrrlnrll lr(lto?'. u rrtys. errrl 1,,,,/111:1; ,. -

searclt and sentinars on nultidiscipliti.arr pain
nmilagement. Dr. Oliittr can fu cont*ttttl at
O I ii'e r Cl i nic @ c s. t: am.

April TtLtlor RI. 8S,\. i,\ u researr:h ;.t,rttyr on
nullipLt, ptolefts for Dr Aliz'ei: Slze rt aLio a
diabetes nurte etLucatlr .fbr t:ritrctLl tartlir,Lt
care lsatitnts at lletltaclist Hrtsltital. Ittdi-
anapolis. Indiona.
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REI'UCE THE frISK!
Be sure yoar patienfs are taking their
medications as prescribed.

v2242 $il
Testing, lnr.

r-8oo-94
$fllJw
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