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Preview
Many patients with lecurrent headaches take too many anal-
glesics too often in an effort to rerieve their pain. troniltty, tnis
oyeruse contributes to the probrem througft .anargesic rebbuno
headachesr' and not until patients are weaned off medications
do their headaches improve. This articre describes the issues
surrounding! anargiesic rebound headache and offers a strates/
for treating patients who are enmeshed in this syndrome.
Althougft the approach described may seem timeconsuming!,
it is advocated when dealinglwith patients who have reftadory
headaches. lt may ptove to be mote effeetive than the numeF
ous faired attempts and the potentiar for substance addic{ion
that are associated with less focused approaches.

I Overuse of analgesics can
be a significant obitacle to
successful management of
headaches, becaise as clinical
studies har.e shown, it ma1,
actually exacerbate the prob-
lem.rr This paradox, known
as analgesic rebound head-
ache , occurs in padents'ul'hcr
regtr larh, t i rkc anv o[a u ic lc
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variety of pain-killing drugs
or agents for migraine.

Ctinical studies of drug-
induced headache
A study of 200 paticnrs r.vith
recurrent tension headaches
confirmed the relationship be,
rween analgesic overuse irnd
re frirctorlr pain.3 In the 4-s'cck
studg patients were divided
rnto two groups of 100:
Group I received the tricyclic
a n tidepressant amitri pryli ne
lr,vdrochloride (2 5 m'g/ day
fbr I week and 50 

"rg7a^ythereaftcr) as a prcvcntivc'

medicarionllgroup 2 did not.
Patients were further divided
into subgroups. Half of those
in group I and half of those
in group 2 were permitted
to continue taking analgesics
wrthout restriction; the re-
maining subjects were in-
structed to discontinue use
of analgesics.

Wegkly headache fr equency
was calculated for each group
using a headache indexind 

^

headache index ratio. Com-
palng analgesic-using and
p{ge1ig-lestricted subgroups
(table l), investig"torc 6.r.,d
slgruncant rmprovement) as
measured by headache fre-
quency and graded pain sever-
ity, in the patien6 who ab-
stained from analgesic use.
Moreover, 

$e gru?y suggesr-
ed tnat analgeslc use may have
interfered with responsiveness
to amitriptyline.

Using a similar srudy de-
sign, Matherv et al{ attimpted
to define key clinical feanf,res
and management strategies in
patients r.r,ith dru g- induced
headaches. Theirirudv in-
volved patienm u'ho were tak-
ing daily sl,mptomatic or im-
med iate - re li e f n're di catio r-rs.
often in excessive quantities,
yet continued to have dailv or
near-daih, sevcre headachei.

Qf the 200 paticnts studied,
86 (43Yo) s,ire taking nvo
analgesic preparirtions, and 44
(22Yr) rvcre tirking tlrrce or
n'lore.

P:rticnts n,crc tiivided into
n\'() gl'oups: (iroLrp I uscd
only 51'plp,onranc rnedica-
tions, and grollp 2 rtsed s\/tr-lp-
tomadc and prophvlacric
mcdicirtions. The groLlps \\/ere
furthcr srratificd. Group I was
divicled inro threc sr-rbgroup.s:
those rvho rvcrc alloured tcr

OE
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+Weekly headache frequency x graded severiiy.'
t Posttreatment + oretreatment headache index.
t Calculated as follows: 1 - headache index ratio x 1OO.
5 P<0.01.

Adapted from Kudrow.'

colltl l'l Llc tilKl ng s\'n'r Pt()llirtlc
rnedicati()n. t lrosc u'lro clis-
c()ntinr.lcd svn lpt()r 'n:lt ic nrccli -

cr \ t i ( ) l t -  . r r t t l  thr rsc ' , r ' l r , r  d iscorr -
riu r-rcd s\.r.lr Dt()n)iltic r rrcrlic:rtior r
i r t rd bcqan propl r r ' l . tc t ic  r r rcd i -
cation. (iroup 2 uls cliviclcci
into nvo sllbqr()ups: thosc
u,lto discorrti rrtrctl svlr1pt()n1rlt-
ic urcc'l ic;rt iorr brrt cirrrt intrcc'l

1' lro;rlrr 'I ac tic rnctl ie:tt ir >u, .rrrr ' l

iryledications

narcotic

thosc rvho clisc<>ntinrrcri
s\f Il ' lpt()|rrrrtic nrcdicrrtiOrt r'trt rl
r l tcrcci .  c i thcr in closi tqc ol  i r r
corrt t r i t t . t t i t  t r t .  prt4t l t r  l . tct  ie
rtrccl icirtiou .

All peticnts rcccivccl ciicterv
i nstrrrctiorrs :rncl bioflccl [-r.rc li
tririninq, lrrrd thcv \\/crc irs-
scssccl firr chauqcs in hcrrclrrchc
itrclcxcs tirr 3 rlontlts. l-.tl l 'cts
o l '  c r l r t t i r r r r ing  ru t ( l  t l i seor r t  i r r r r

ing svrnptomatic medications
and of adding or changing
prophvlactic medications werc
studicd in the various groups,
and investigators reached the
follrxr.ing conclusions:
. l)arl), use of sl,mptomatic
or i nrmediate-relief medica-
tiorrs resulted in recurrent
dailv headaches.
. Iir itself, discontinuation of
d:'ti h' svmptomatic. medica-
ticlns resulted in abarement of
hcrrclache s.
o (loncomitant use of symp-
tonrrrtic medications nullifi ed
thc cflcct of prophl'lactic
nrcciicertions.
. L)iscontinuation of daily
sVrrrl'rromatic medicatiotls e u-
hirnccrl the beneficial effect of
proplrvl lct ic medicat ions.

The transformed migraine
model
,{ rcvics' t' lv Madrerr' ' of scvcr-
.rl rrrigr:rinc studies suggests
tlr.rt nrost 1-l:rticnts s'itlr rccr.rr-
rcnt ltcirdilcltcs lt:n'c "trrlns-
t i r rnrct l  rrr i r rrrr ines" :rnd cxlr i [ r -
i t  . r  rrr i r turc of ' r ' r . r isrrr inc i rnd
ten' i , ,n hc.r . l . rc lrc-tc. l rurcs.

I rt tltc transtrlrnrccl- rligrairrc
nrodcl. ciistinct coisodcs of
rrrisr-.tinc in thc initi:rl vc:'rr.
givc rr'.rv ovcr tir-uc to dailv
Irc.r.lrrthcs. In tl 'rc crrl\ ' \ 'c:.lrs.
('l\r\( )\lcs tlt 'rrriqririrrc .j.rn l 'rc
t l t ' l r i l i t . t t i r t . .  As 1'rat ic. ts tr t : r-

cont iH t rL ' r l
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Headache provides patients
with calendars that include
detailed information about
their medicarion. Patients are
carefirlly instructed in docu-
mentation of names and
arnounts of medications they
are taking and intervds pre-
scribed. Patients also record
the relief they receive, using a
scale from 0 to 3. Further-
more, patiens note Potential
triggers to their headaches.e'to
Headache calendars also can
reveal side effects and other
problems.

AVOIDING REBOIJND PHE-
NoMENoN-Management of
headache relief should focus
on avoiding rebound head-
aches by judicious use of med-
ication (table 3). Often, as
patients' headaches become
more frequent, they begin
to overuse analgesics to get
re[ef. Thev mav use a com-
bination oi^aspirin or acer-
aminophen and a barbiturate2
or a mixed analgesic and ergot-
amine. Intake of agents may
range from 5 to 20 tablets a
day,2 but still headaches seem
to worsen because this usage
interferes with the effbctive-
ness of the prophylactic medi-
cation.3

Rebound eflect can occur if
analgesics are taken more than
4 days a rveek.r' Thus, attemps
shouid be made to \vcan Da-
tients off excessivc medicitions
that mav be interfbring with
dreir mainstav agcnts, and they
shotrld bc instrucrc<i to rrvoid
self'-medicating tbr nrild urd,
if possible, moderatc head-
aches. Parients shoulcl be fi.rllv
informed about rhe narure
of analgesic rebound phe-
nomenon) with cnrphasis on
tlre ft>llowing kcv couccpts:

o Continued use of symp-
tomatic medicarions maintains
the cycle of headaches.
. Pharmacologic as well as
nonpharmacologic therapy is
less likely to relieve pain in the
hce of ongoing analgesic
overuse.
o Short-term discomfort will
lead to an improved long-
term outcome.
r Some time is needed before
full benefits are seen from dis-
continuadon of analgesic
overusc.

WTTHDRAWING NONPRE.
SCRIPTION DRUGS-I ni tiall_v,
patients should rerminate uic
of all nonprescription medica-
tions.'Thcy will be less apprc-
hensive rrbour corrtinuing ihc
treatmerrt plan if thcy reccivc
appropriatc supporr fbr their

most severe headaches. Sup-
port may indudc a variety of
nonsteroidal anti-infl ammato -
ry drugs (NSAIDs), such as
naproxen sodium or meclofen-
arnate sodium, or a vasoac-
tive drug, such as isomethep-
tene mucate, given three or
four times a day and tapered
down over a period of several
weeks.

Taking patients offa daily
regimen of l0 to 20 tablets
of a high-caffeine over-the-
counter agent can be a signifi-
cant problem. In combination-
analgesic.overuse, calculate the
arnount of caffeine {iom bod-r
medicinal sources and bever-
ages. Reduce intake of caF
feinated beverages slou4y, bv
one 5-oz crrp or half a mug of
coflbe every 5 ro 7 days. fts-
duce rhe intake of combinarion
analgesics, using the schedlrle
described in rable 4.

WITHDRAWING PRESCRIP-
TIoN DRucs-Prescription
medications must be r,r'ith-
drarvn careftil l,v (tablc 5)."
Of greatest concern is the in-
crcased risk ofseizures associ-
ated u'ith rapid tapering or
abrupt cessation of butaltrital
medications.' Sudden rc-
movirl of butalbital cirrr L're
l i fe - threatening.r '  For thcsc
pilticnts, srvitchirrg to plrcn<l-
birrbi tal  dtrr ing the t : rpcr inu
pr()ccss mat, be necc.ssar\'."- f  

l tc rcconr nrcnclcd c,  rrr , lcr .
s iorr  schec' l rr lc is 100 rrre () t '
short-rrcting butalbitrrl i<r
30  r r rg  o f  l c> t rg - lc t i r r t l  1 ' 'h r .111r
barbi t l l ,  reducing b1'  l0% ro
l5% cve rr' 2 to 4 davs. I':r-
t icnts rnust be closc[1, ruoni
torcc'l fbr sedation :rrrd siqrrs
() t 'ccntral  nervous s\/stcr"r ;  in ' i  -
tebilitr'. C:,rt}-eine intirkc rrrrcl
1'rossi lrlc i ntcr.rcti<tns rvi tlr

c0nti lr t  rL'd
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tion mcdication is incretrsing.
r Sevcrc pain is likely on
rvithdrau'al of urcdic:rtiotrs.
. Frcqueucv o[r'isits t() th.c
e llcrqenc\/ rool]t ls lllcrcirstllg.
. Underl,ving medical c{isor-
ders (eg, coronar\/ disease , hrr-
pcrtension, ulcers ) complicate
()Lltpatlerl t  lntervc| l tro11.
. Moderatell, 5..1o.,r psvchi-
atric ditliculties accomoanv
hcadaches.

WITHDRAWAL OF MEDICA-

TIoNS-ln the hospital, uon-
prcscription mcclicirti<:ns irrc
rlisct-rnti urrcrl irrril prcscriptiorr
drugs rrrc tirl'rcrccl r>fl-. N;rr-
cotics arc tapercd in ir nriurncr
sinrilirr to thirt described fbr
()LltDaticl' lt carc. Inrrar/cn()us
cli lri 'clrocrg<)trlnl i l-lc nrcsvlatc,
n'hich rrcts L'roth prcriplrcr:rllv
rrncl ccutrirllv, is icicirl tirr usc irr
thc hos;-riti-rl sctring. Pirticr-rts
rrsing crgots rcsl'rond s'cll rcr
d i hvclr<)c rsotrrnti rrc :rncl Lrs LlirI -
lv l i i r rc .rnlrccl lcnt lons-rcnl
1'rrounosis. In thcsc ir.rtiints,
crq()ts lrrc rlrrrclurrlh clccrcasccl
0.5 to I urg clrrih.. For rvitlr-
.lrrtrr':tl o[ lrcn zr xli rr zcpi rrcs,
r r sc of citrl'r:t rtt :.'t zc Lli r.t c nr :-u' rl c -
crcilsc rvitlrrlrlrrr'.rl ti rrrc."

I N'f t, R\/I-lN-t toN- lJ rc.rk -

tlrrough hclclrrchcs .lrc n'rilr') -
. rr{ccl  \ \  i t l t  . r  l r iq l t - i r r tcr ' \  cut i () l r
[ ] l rur.  \ () l t l )hrtrr t r lcoloqic t t rc.r-
\r.n-cs.u'c irrstitr-rrcrl tirst. errr'l if '
r lcccss. l r ' \ ' ,  NS,\ l  l )s rrrc qivcrr
( .ort ieostcroi t ls rr t . tv l rc . td
r r r i r r i s tc r rd  to  p . r t i c r r ts  u  i r< l  t l r r
n( ) t  rcsp()r ' t (1 fo r l i l tYt l rr)ct 'q() t t -
r r t i r t c .  l . i sser r t i . r l l r .  . rs  t t t  r ' t l r ' r l
. t t l t t t i r t i : t r . r t i (  ) l r , ' :  . 1 . . , .
. r r  o i t lc t i .  (  ) t icr r ,  scr  c t -c  l ' t rc : t l i
r  luorrq l r  l rc . r r l . rc l rcs rc( lu  i  rc
r rsc ot '  l t r ' , , l t r ru 'z i  nc I tv t l r '< , . : l t l t r
r i ( lc ,  in t r r l r ' r ' r t tsct t  l . t t '  l ie t  (  )n ) l . l (
' .  t ' ( ) t t tc t  l t . tn t i  l lc .  (  ) t '  i  r t  i l ' . r r  t '  r  t ( ) r  ts
. ] t l .  r t l r t ' o r t t . t z i t t c  l r r  t l  r . r ' .  l i l r  r
' t ' l ( l e

falf9 f. Gutleljnes, for terminatlng use of prescription analgesics

patql"rgs (2.,? or 5 mg tota! clonidine content)
;haltreione'FlCl*, 50 mg qd (or tid for.faster

t  ' : .  ' .

Narcotlcs;.. '
. Rgdu.cb by 1 tablet or spray qd or q34d
. Consiiier use of clonidine or naltrexone*
. Treat s.!,e-ep disturbance with tricyclic antidepressant,

trazodone HCl, or hydroxyzine

Benzodiazepines
. Reduce,slowly, by lz tablet q7d
. Differe4iate among withdrawal, recurrence of original symptoms,

and rebound
. Considdi,use of carbamazepine to speed tapering

Ergotamine,taltrate
. Reduce-iby,O.5 to 1 mg qd
. Consider. use of clonidine

iNal t rexone as an opioad antagonist  that  may cause wi thdrawal  In patrents
dependent on opioads.

PATIENT OUTCOME-MOSI
p:rticnts rcsponcl rvcll to hos-
pitll iz:rtion. Appropri.rtc clis
clrrrrqc pl .rnuirru is rcn i rnpor-
trrnt- LIsc of :r urotlcl of-rcl:r1'rsc
r)rcvcllti()r' l sinril:.rr t() tltrrt ()t'
. \ l co l ro l i cs  . \nor r i  r r rous  is  rc r
,  ) i i l r ) t ( r i \ l c r l  . '

Fol lou ' -up c l r r t , , r  . r rc  c \cc l -
l cn t .  As  p l r r t  < l f ' r t n  i r r p : r t i c r r t

Piri n - trc:rtrlrcllt Pf( )qrrurr rvi t lr
t l rc  O<lrnr l iss i< ln orr  . \ccrcr l i -
t i l t i ( )n  ot '  lk :h. rb i I  i  t . r t ior r  F. r r i  l  -

i t i c s ,  L . t kc  c t  r t l ' t  r t r c . r s t r r cd
( ) r r r c ( )n l c  r l r r t r t  l i r r  I  00  r r . r

t i c r t t s  r r  i t l t  c l r r r l r r i c .  r r t
,t, ' ,a11tl. 'r lc lnigri.ri l lc s ltr l rvclc
cvrr l r . r . r tcc l  l t  ( .hc lsc. r  ( .onr

n r r r r r i t r  Hos l ' r i 1 l q l  i n  t r l i ch ig . r r r
(nrc. tn l ros1 ' r r1x l  s t . r r ' ,  t i .5
r l . tvs ) .  , \ r t tor tg t l tc  l ' r . r r ' . rn tc tc ls
. rsscsscr l  r tcr .c  l rcet l . re l rc ,  . lc

l r t ' r ' r : i p t t .  s l q  i ' 1 ,  . l i . t  t t  t ' l . . t t t .  . ' .

[ - rcr t i l l rn . r r rcc ot '  r -cspor ts i  [ r i  I  i
t i c s ,  l nc r i i c J t i o r r  r r sc .  . r n r i
rvor ' l i  s t l t t rs .  Asscssntcrr ts  t . r l i
c r r  [ ' r c t i r r c  l r osp i t . r l i z . t t r t r r t .  . t t
t l i s r l t . t r qc .  . t r t r l  : t r  l o t t g - t c r t t t
t i r l l o s - u [ )  { r r r c . u r ,  l l  . . ]
r r r o r r t  hs  i  r cvc . r l cc l  s i  g r r i  t i e . rn t

$OmpounOs : 4.
erage daily butalbital dose at 50 mgltablet
{tablet q}sd ;

iow prbcedgre above
by 30:mg qg
dtoniOin"e'Hdi;r given orally, (OiO5 or:O.1 mg tid)
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DISCUSSION

Dr Porteno)r: My under-
standing is that there is mini-
mal evidence of rebound to
dtngr other than caffeine and
ergots.

Dr Rapopore While we
.don't have double-blind,
placebo-controlled studies, we
do have the expert opinion of
headache specialists ttrough-
out the world. Clinical experi-
ence indicates that a signifi-
cant Percentage of patiens
with refractorv headaches are
taking too much medication.
Many of our patiens begin
their day by taking a handful
of analgesics, and they contin-
ue popping pills every 3 to 4
hours *roughout the day.
When you break the cycle by
taking patients off the'mediia-
tion, they do much bener.
That's the evidence.

Dr Portenoy: The problem
we face with opioids is the
predisposed population. We
don't want to say this therapy
isn't good based on a sub-
group of patients. We run this
same risk when we sav that
nobody should take more
than nvo doses of acer-
aminophen a day, or more
than nvo dmes a week. That's
a big leap. Is there any scien-
tific support of that leapl

Dr Solomon: We see a very
skervcd poprrlarion; a largc 

'

Part or our practrce $ panellts
with daily headache. But epi-
demiologic studies done in
this countrv and in Denmark
have shown that chronic tcn-
sion-typc headache, the Intcr-
nationirl Headache Sociew's

term firr chronic dailv
headaches, occurs in only 3%
of the population. We admon-
ish patients who have been
overusing acute-pain medica-
tion not to take these drugs
more than,2i{ays a week after
they have been withdrawn
from them for I or 2 months.

Dr Sheftell: We must have a
sense of precaution in our rec-
ommendations. There are pa-
tients who don't escalate their
use of prescribed medications.
It's difficult for the nonspe-
cialist to identifu those who
do. Of course- #e don't see
those who?e'doing well on
what dreir physicians are pre-
scribing.

Dr Portenov: I would be
comfoitable saying that there
is a possibility, based on the
literature and to be con-
firmed, that frequent use of
short-acting analgesics may
lead to a syndrome of chronic
daily headache that may re-
quire withdrawal ro trear. Af-
ter giving a patient access to a
prescription for short-acting
analgesics, I would closely
monitor that patient. If there
rvere indications of abuse or
ovcrusc, I would intervene
carlv and aggressively.

Dr Solomon: I think rhar's a
very logical approach.

Dr Portenoy: I usc :r similar
irpprcxrch rr.itlr oprioids. I call ir
a thcrapeutic opioid trial f<>r
nollcancer-related pain. That's
ho'ur, I rvould incorporate it.
Yotr don't lurow how paticrrts
will rcspond. They have ncver
hircl rcgular access to a drr.rg in
conjunction r.vith good moni-

toring and Concurrent thera-
pics directed toward function-
ality. You entor into a contract
with the patient: 'I'm going
to prescribe this. I'm going to
watch to make sure you don't
cross into a danger zone, and
ifyou do, I'm going to tell
you it's not appropriate."

Dr Sheftell We have been
trained that addiction is a
physiologic dependence. Cer-
ainly, patiens who require
maintepance opioid therapy
may be physiologically depen-
dent. Flowever, we must also
consider addiction as a behav-
ioral phenomenon, a compul-
sion for ongoing use in spite
of destructive events. These
behaviors also include non-
compliance, such as using
multiple prescribers and mul-
tiple pharmacies. Parients who
require opiate maintenance
should adhere to guidelines
specffied in a "contract.)'l
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