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Can Long-Term Anfldepressatrt Us€
Bc DeFessotenic?

i
:
I Sir: We apprcciated the tboughtfrrl rcvicw on the loss of
: antidcprcssant cfficacy by Byme and Rothschild.r Wo woukl like

to put forward another possible erplanation for thc obscrvrtion:
long-term antidcpressant use may be dcpffssogenic. While this
idta seeus counterintuitive, thele are reasons to seriously cotr-
sider ir It has become clear that long-term use of a!,tidcprcssants
may destabilizc patients with bipoler illaese and give risc !o dys-
phoric mixed stat€s or rapid cycling,H deepite thc fart that thc
initial effect of aatideprcssants in thesc subjects is therapeuti-
cally antidcprcssant.'

It is uot unco'rmoo for the chrouic cffect of a dr.ug to bc dif-
ferent from thc inirial effect. The best psychiatric axanplc is th*t
of the classic antipsychotics. Thc acutc motoric effect of thcsc
drugs is bradykinctic (parkinsonism), bur thc ctuonic effcct is
byperkinetic (ardive dyskinetic choreoathetoid movements).t It
has been postulated that a neuroleptic-iaduccd infiease in the
numbcr of synapscr or pcrforatcd syoapscs6'? may underlie this
change. Similarly, neuroual sproudng of semtooergic fleurotrl;
in &e simple oerrous syst€m of snails can bc modificd witb
loug-tcrm alteradon of seromlin conceotratioas.le raising tbe
possibility tbat antidepressant ag€nts may csu6c ncuroplastic
cbangcs. In othcr words, it is possible thar anddeprcssaff agenrs
modify the bardwiriag of nepmoal sy[apses not only to rcndcr
aatidcpressants iqeffective but also to inducc a rasideil, refrac-
tory depressive state. Although this proposal is purcly spccula-
tive, thc possibility tr€sds to be conxidcred.
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Drs. Eothschild aad Blme Reply

Sir: Wc apprcciate thc comnsnts of Dr. El-Mallakh 6sd gsl-
lcagucs regarding ou fiiclcr on the losu of altidcprtssant efii-
cacy during maintcnancc tlcrapy and their intcrcsting suggestion
that lorg-tcrB anddepressanr trEabcil Eay ifsclf be de-
pressogcnic. In our erticle, we did offcr this ell one of several
possiblc explatratiotr$ for&€ pbctromcnon of loss of antidcpres-
sa*t cffrcacy. A charg€ rn the depressive disease duc to mcdica-
tion tberapy may bo seconduy to decreased dopamiaergic tone
owitrg to diract or indircct antidopamincrgic effects of thc anti-
depressanf or long-trro changes in neumtransmittcr systems,
analogous to tbe changcs by which antidcp'ressauts may &stabi-
lize patiells witb biponr aisordcr. In additiou, ar war discussed
in our article, aicyclic autidepressan$ may shofien the time be-
twcco r€currcnccsln unipolar degresuivc illners as well as in bi-
polar disordcr.t Tle qlso spceulatcd that lhe long-tarn sse of
rnti@rressauts cculd cause the dcplction of onc or more cffec-
tor or precunior $ubstsnccs. For eranple, serotonin rcuptats ia-
hibition, by increasing exnrsynaptic serotonin levels, could in
tbcory causc adeplction of qrpophanin ihe brain by down-rcgu-
lsting ths mcchanism by which tryptophan is transportcd asross
thc blood-brain bnrricr. Anothcr example, ss pofurted oot by Dr.
El-Mallrtfi and collcagucs, is that &c ncumnal sproutiog of ser-
oto[crgic neuro$ in thc certral ncrvoos systcn ofsneils can bc
modificd with long4erm altcration of serotonin coocenradous-ar

We agree with Dr. El-Mdlath aad collcagucs that tbe hy-
pothcsis that antideprcssa.Dr Elry bc dcgrcssogcnic is specula-
tivc, Wa havc aot obscrved the phanommon of antideprcssani
tacbyphylaxis ("poopout'') i,o bc a peru!8nent or refractory
state. Itr fact. there are Eatty stratcgics discuss€d in our articler
that are effcctive for feating a loss of antidcpressant cfficacy.
One of &ese strargias, raising tbe dose of thc antidepressant, is
by far ttre most popular strateg/ a^ud has becu rcported to
produce full remisrion ta 61Ca of paticnts who expcricuce loss
of antidcprcssant effrcacy during fluoxetine treatmcnt.T If
long-tcrm trcatmctrt with antideprcssants wcr€ dcprcssogenic,
ono would cxpcct that raising the dose of tbe autidepressant
would make the paticnt worse, oot beaer. Finally, as we dis-
cussed in our articlc, tlc clinical presenratio[ of loss of antide-
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prcssant cfficacy often differs from the initial prescutadon of
the depressive syudromc, wi& dcpresscd mood, apathy* and fa-
tigue rcnuuing, bui not the vegrtative symptosui of deprcseion.
Clcarly, furthcr studies arc nceded b ascertain the rate ofloss of
artidcpressaat efficacy during maintenatrce teatncDt, whether
it occurs n<rrc sftEu with a particular typc of antidcprcssant. and
whether therc arc particular patients who are more at risk for thc
occurrctrce of lossof efficacv.
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After review of tbe data, some psttorns bccaare quite
deut. Ovcr 5396 of paticnts endorsed that humidity ci&; ;
or worsened panic anacks f,t lcs,st sone of the dme.
65?o responded rbat bot weathcr also had sueh an effect.
thesc findiags arc only prcliminary, thcy clearly rcinforcc
notion tbar huuddity asd hot wcathcr ar€ fuaportant en$rontr
al flctore in panic disordcr. TVorcceut articlcsl2 support surh
cooclusion, yct no study has ever systcmatically asscssed tl
prevalence of bot weathcr urd h"midi$ as covironnental
lors iu panic anacts. Furthcrmore, ir is uaclcar whcther
conditions a$ sp?cific ornonspecific anxiogonic shessors.
garding tho lattcr, heat stscss can indue autooomic arousal. re.
sulting in symptorus such as incrcased heart nttc and sweadgqt
which say precipitate a panic attack in prnic disorder pati"n'ts
who tend o be overly:ensitive to visccral cucs,

In addition !o hot wcather and bumidity, other environmcntal
factors zuch as organic solvonts and gases have been rcportcd to
induce panic attacks in patients with multiplc chcnical sensitiv-
ity syndronc, which is a controvcrsial syndrome and lray repp.
sent a subgroup of panic disorder'

Certainly, otn findings may bsv€ a numbcr of importau
ctinical implicadous. First, mcntal hcalth professionaLs should
bc advised es to fh€ potieDtial association &at appsr8ndy exists
bcf,wecn suvifonmental factors and panic afiacks. Such aa
awaretress servcs to lend credence to patient accounts that incor-
porste covirotrmertal condirions. Second, aod norc impor-
tantly, thc findings prcsetrt N poteotially yiable trea8teut
strategy in managing padc attacks in cnvironne,stnlly depcn-
dcut paticnt subgroups. In nany paticuts who are adversely af-
fectcd by hot wed&€r strd hEmidity, a soolr climate-controud
area iE frequcntly ablc to subdue or alleviate {ttac}is. To this
en4 clinicians could advise patients bo properly nodcrarc tem-
trErature in their homo eavionrent, In extene cases, neloca-
tion to a suitable etrviroruncDt may be advisablc. Howsver,
rogardless of applicatiou, tbo findings $uggcst a new' optimistic
avcnuein tbe eoutinuing fight against panic disorder.
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Environnental Factors
in Panic Disorder

$lr: Recently, nental healthprofessiouals in thcAnxiety and
Dcpression Clinic at Monnfiore Medical Centcr, Irlew York, no-
ticed that a substaatial subgroup ofpatienrs with panic disorder
dcscribed hot weatbcr aud humidity as porential kiggers of
panic anacks. Since those finditgs raiscd inportaot questious
coocerning the role of environnental factors in panic disordcr,
Montefiore sliniqians devcloprd a qucstiounaire to syststl-
atically evaluate rhe prevalence of hot weathcr, humidity, and
various othcr conditions as caalysu for padc attacks. The ques-
tionnairs asked paticlts to ratc on a scalc from 0 to 3 whetber
paaic was uiggered or worsened by such conditions (0 = ncycr,
I = souetines, 2 = most of the time, and 3 = always). Paticnts
(N = l54i paticipand by complcting thc qunstionnairc and un-
dergoing a semistruchrr€d intcwiew to cstablisb a DSM-IV di-
agnosis of panic disorder.


