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An extre n'rcly, inte rcsting bool< on pharma-

cology has rccent ly  been le leaser l  I l ] .  l t  i l lus-

t rates the 'ant ib iot ic  parar lox ' :  the best  agents
lor  t reat ing bactcr ia l  in{ 'ect ion arc a lso the
best agents lbr selecting and propagatiug resis-
tant  s t ra ins,  lvh ich pcrs is t  in  the envi ronnrent
even rvhcn cxposurc to thc drr rg is  s topl rec l .
The neecl  Io  r r r i r r inr izc in l r1. l1- l l t l1 ' l r i l te  r rsc o l '
nerv ant ib iot ics as they arc c lcvc lopcr l  is  thus
en rphas i ze r l  I l ] .  A t  t i n res ,  l he  cu re  n ray  be
u ,o rse  tha r r  t hc  r l i se l se  .  As  a  l esu l t ,  i n  c l i n i ca l
medic ine the l i l ie l ihoor l  that  c l l r . rg t rcatment ,
wh i l e  a l l ev ia t i ng  t hc  syu rp to rns  o f  d i sease ,
may aggravatc i ts  course,  is  o l tcn evaluatcd.
For  instance,  the issue as to rvhethcr  ear ly
t rcatr re l r I  o [ -  l )ark inson's  t l isease by lcvoclopa
nay worson i ts  l r rogrcssion l tas bccn c l is-
cusscr l  [2 ] .  Obviorrs ly ,  lhcsc problerns a lc
rather  i l i f l icu l t  to  s tuc ly  ant i  c le l in i t ive an-
swers nray not  bc avai lable.  Norre lheless,

these quest ious r i rc  a lu,ays worth asking,  at
least  f r l r  a  bet lc l  rurc lcrstandiug of  sonre s ic le
el lects o l  the r : r1-r1 ' .  In  Par l i inson's  d isease,  de-
p ress ion  [3 ]  an i l  l r r r r i c  a l t ucks  [ , l l  huvc  bccn
regardct l  as long- tcrnr  c t lnrp l icat ions o l -  levo-
dopa t l te  rapy : r r t r l  t  he i r  o t rsct  r tu ty  c l r l l  l i r r  sr rb-
st i lu t ior t  ( ) l ' le \ 'o( l ( )p l r  n , i th  othe l  t lnrg: ;  [3 ] .
I  Wi th in l l re  l ' ie  l t l  t r l -  ps l ,c l rophaluurcoklg\ , ,
I

br r r c t i t i one  l s  l l i r  r '  l . r ' cu  r t t o r c  e l t r r t i t l r r s .  i l '  n t l t

Do Antidepressant and
Antianxiety Drugs lncrease
Chronicity in Affective Disorders?

lcar l i r l ,  o1'opening a debate on whether the
treatnrent is more clanraging than the crrre.
This is due in part to the stigrr-ra rvhich stil l
surrounds psychiatr ic pat ients and has proba-
bly been exacerbated by the media and lay
interest in such techniclues as electroconvul-
sive thclapy (ECT). I Iowever,  f  I  rvonrler
whcthcr lhc l inrc has cor.nc for r lebat iug ani l
in i t iat ing lcsearch into thc l ikcl ihood lhat
psychotropic t l rugs actual ly worsen, at lcast i r r
some cascs, thc l rrogrcssion o[- . l l rc i l lness
whicir  they are supposed to trcat. t r t  is i r r t le 'ccl
rare to sec sucl t  issues debatccl :  is this trccarrse
o1' sor.uc 'ce nsorship' opelate cl by rrrctlical
journals, rleeting orgauisers and certain phar-
maceut ical  nranufacturers [5]? Indcccl ,  some
associat ions (c.g.,  thc Anrer ican Psychological
Associat ion) have bcen concerned alrout the
involvement of pharmaceutical rranufactur-
ers in the Nat ional Montal  I leal th Associat ion
depression awareness campaign [6]. 11 is also
possible, hor.vever, that researchers in the field
are simply uot arvare of the possibi l i ty that
psycholro1-ric clrugs, ir.r sonre cascs, uralr ac-
tual ly rvr l rsen t l re coursc ol '  a l l 'cct ivc r l isor-
r lers.

- l 'he l ' ie l t l  c l l '  psyclropharnracology has gcn-
clal ly ncglecled l l rc issuc ol '1-rolcnt ial  scnsi t i -
z l t ion ol '  psyclr iatr ic t l iseasc to psyclrotrol trc
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dnrg usc.  z \  r 'c lcvant  cxcept i< ln is  l l tc  conccl t t
o l  neurolc l t t ic  i lduced supersensi t iv i ty  psv-
chosis [71.  ( l l rouinarr l  ar r t l  . f  o l rcs [7]  l t roposcd
that  doparn i r rc  l 'cccptor  b inc l ing s i tcs coulc l
increasc i r r  t l tc  ntcsol i rnbic  pzr lhwav i r r  rc-
spor . lsc to thc chr t l ' r ic  c loparnine b lockaclc
operated by,  neurolcpt ics and that  psycl rot ie
s l ,n tptorns l i r l lorv ing u ' i th i l l  arval  or  dccrcasc
<l [ -  neurolcpt ics could bc thc c l in ic i r l  oxpl .cs-
s ion o{ '  a  nresol iu tb ic  dopanr ine postsynapt ic
r ccc l ) t o r  supc rscns i t i v i t y . ' f l t c  1 ' r heno rnc lon
o[ '  supcr  surs i  t  i  v i ty  l rsychosis is  s t  i  l l  cc lu t  rovcr-
s i a l  lB ,  91 ,  yc t  t l r c  r cccn t  snggcs l - i o l t  o l ' l - r ca t -
t r r c r r l  o l ' sL r l r c r scns i t i v i t y  psychos i s  by  an t i c l t i -
lcpt ic  r - l rugs [10]  r r r : ry  bc a d i rect ,  inrpor l -arr t
ancl  pr t tc t ica l  c l in ica l  co l rscc luel tcc o l 'suc l r  arr
i  n  vcst igat  i  ve a l t l r roach.

Do urt/idcprcs:.\uttl rlrugs incrcttte llte lilieli-
Irotnl o/ cltt ttrt it ' i l t '  irt rntnd di.xtrder.r, '1hc sug-
gcst ion that  the propcr ty  of  ant ic lcpressant
c l rugs o{ '  inr luc ing r larr ia  in  susccl t t i l t lc  ind i -
v i dua l s  i v i t l r i n  t hc  b ipo la r  spec t run r  n la ) ' po -
tcnt ia l Iy  incrcasc the f rec lucncv o l  rccurrcnccs
anc l  r ap i r l  cyc l i ng  [ 1  l  ]  i s  s t i l l  con t rove  r s i a l ,
t t o t  l cas t  l ; c causc  such  an  i r r c rease< l  l i c r ; r r cncy
ovcr  t inrc rv i ts  a lso r - rbscrvcc l  in  t l tc  prcc l r t rg
and prc-l-C'-f days. It uray ultinratcly leatl,
horvever, to a more cautior-rs use of autide-
pressants in  pat ients wi th b ipolar  genet ic
loading,  to  the same extcut  that  the unsolvcd
debate about the depressogenic propcrties of
benzodiazepines [12]  bas lcd urany spccia l is ts
to  l i u r i t  t hc i r  usc  i n  n roo t l  d i so ldc l ' s . ' I l r c re
also othcr  c l in ica l  phenonrena which cal l  ibr
ck-rse r  rcscalch a l tcnt ion.  Aronson ancl  Shukla

I  l  3 ]  repol tcc l  on the c l in ica l  character is t ics of
26 pat ic l r ts  rv i th  r t ra jor  c lcpression 'uvho rc-
peatcdly  rc lapsccl  drr r i l rg  or  shor t ly  a l lcr  anl i -
dcpressant tapcring. 

'I 'hcy 
concluclecl t lrat sec-

onclary ax is  I  ancl  ax is  I I  c l iagnoses in  ant idc-
prcssal r t - rcsponsivc c leprcssecl  l ra t icn{s a lc
associatcc l  u, i th  the necd f r l r  long- tcrrn cont i r r -
tuat iou t rc i r t rncnt  [13] .  

' I I rcy 
a lso nrcut ioncd

the possibil i ty, however, that antidcprcssallts

n t i g l t t  ' s c r r r s i t i ze  r r cu r i t l  l i s s r r cs .  r cs r r l t i ng  i n  r
c lc l tc t rc lotce on thc i r  corr t  i r r t r t ' t l  nct r ro l r io logic
c l ' { cc t s  l r t r t l .  i r r  l : r c t .  l r r r r l o r rg i r r r  t l r c  sv r r r l r o r r r c '

I r  c l ' .  |  - 1 .  11 .  2 l l t l l .  ( ' o r r rn rc r r ( i r r r r  on  t - l r c  r l * ck ' p .
rncn t  o l  c r r c l ogc r rous  r l cp rcss i , r r r  i r r  l t a t i c r t t :
u , i th  parr ic  d iso lc lc l  t r .catct l  t i t l r  thcnipcut i r
doscs of  ar t t i t lc l>russunts,  r \ r 'or rsorr  [14]  sug-
gcstcr l  t l rc  l ross i l t i l i ty  t l r i r t  l t r r t i r lcprcssant
rnccl icat ions rnuv urr r r rask a dc l t ress ivc d iat l rc-
s is .  The loss o l '  ar r l - ic lcpressl r r r t  e  l lccts  dur ing
con t i nua t i on  t l r c l i r p l ,  l r as  bcc r r  i r t t r i bu t cd  to
c l rug to lcr .ancc [  5 ] ,  s i r rce i t  t  cs l tont lcr l  t0  l r i
i r t c r casc  i r r  c l osagc  [4 .  l 5 l .  l r r . c r r  { l r oughacc r -
ta i r r  pcrce ntagc of ' r 'c la l tscs r r r ig l r t  bc duc to the
krss o l '  r ronsl - rcc i l ic  l r lacc l to c t ' l l .c(s  [  6 ]  rathcr
than to t lLrc drug c{ ' f  

'ccts ,  
th is  c l i r r  ica l  phenonr-

e nou is  in( r ' igu iug.  [ ,c1ual ly  i r r t l igu iug aLe thr
resul ts  o l '  u  uatura l is t ic  pros l tcct ivc sun'cv,
u,he rc lorv ckrscs ol- arrl-ir lcprcssarrts appeared
to be le  ss benel lc ia l  than c i ther  h ighcr  c loses or
c l  in  rca l  l r  a  nagcntet) t  w, i t l rout  arr t idepressant
d rugs  I l 7 ] .  

' l ' he  
I a l . t c r  two  t r c i r t r nen ts  v i e l dcd

a l  n ros t  i < l en t  i ca l  ( ) u t co l l l e .  - l ' hcse  
f i  nd ings  pa r .

a l l c l  t he  f o l l o r v -up  res r r l t s  o l ' t h r . :  N IMI I - [ r ea t -
rne  n t  o l  l ) e  p rcss ion  ( ' o l l a l r o r l t t i v c  I { csea rch
l )nrgrunt ,  rv l rcre t l rcrc rvas u s l ight lv  bet ter
outconrc of  pat icnts t rc t i te  c l  u , i th  p lacebo rnd
cl in ica l  n lanagente l t t  conr l r i r lcd to those rvho
rvere g ivcr . r  in t ipraui inc I  13] .  1  l t is  la t ter  s tud.v,
hc ln 'evcr ' ,  hacl  considerablc r r rethodologicel
shor tcomings,  rvh ich are d iscussccl  in  th is  is .
suc  o f  t l r c . j oL r l r r a l  I  I  9 ] .

- l .he 
e l l 'cct ivcrrerss o l '  unt i r lcp lessal l I  drugs

in 1he t rcatnrent  o l 'depl 'css iorr  lx ts  bccn sub-
s lant ia tcc l  b1 '  a la lge l rurnbe r  of ' rvc l l -designed
ancl  vu 'c l l -condLrctec l  c l in ica l  t l i r r ls  [20,  2 l ] ,
u ,h jch canrrc l I  l rc  ch l r l lcugcd l rv  thc r r rc ta-anal-
ys is  o l -s tuc l  ics er lp lo l , ing inaclccpratc ly  sct rs i -
t ivc sc l { : rat ing scalcs [22] .  As i r  resul t ,  t rvo
hy'ltothcscs ltrc rvrx't lr1, or roscal ch attcntion,
C)ne is  basct i  orr  t l rc  conccpt  o l  to lc larrcc [5] .
Yct  i l '  to lcnrncc rvele l l re  orr ly  problcnr ,  i t
coulc l  be solvcd by an i t rcreasc in  c losage.
whereas th is  is  not  a l ivays t l te  casc I l  5 ] .  In  our

Art t ic lcplcssants ani l  (  hronic i tv
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Affective Disorders Progranr, it rs not ulrcour-
nron to encounter dcpressed paticrits u,ho are
treated u,ith lclng-lcrrr subtherapc'Lrtic doses
of  ant ic leprcssant  nre i l ica l  ior is  (belou '  the
equivalent  o l '  100 rng o l 'arn i t r ip ty l ine dai ly) .
A nra jor  lau l t  in  l l re  t reatr rcnl  o l 'c le  l r rcss ion
by nonpsychiat r is ls  l ies in  l i rc t  in  us ing doses
which are too lorv [3] .  I t  is  our  pract icc then,
when deal ing rv i th  l i rs t -ge nerat ion ant  ic lepres-
sants,  to  s imply increase thc dosage.  In a con-
secut ive scr ics o l  l8  such pat icnts wi th DSM-
I I I -R ma. iur  deplcss ion,  thc incrcase was e1 ' -
fect ive in  l4  o1 'Lhese pat icnts,  whereas fbr  the
rcmain ing pat ie  nts a srv i tch to another  ant ic le-
pressant  wzrs ncccssi l ry  ( r .g . .  I r 'our  inr ip lnnr ine
to  an r i t r i l l t ) ' l i nc ) .  Wc  f  a i l ec l  t o  dc t cc t  c l i n i ca l
charactcr is t ics (c .g.  c lu lat io t r  o l '  anI idcpres-
sant  t reatnrcnt)  w, l i ich might  cxpla in ths d i l ' -
ferent  responscs to dosage incrcasc.  Another
hypothesis  thcn needs to bc cor is idercd:  c lo
aut idepressant  c l rLrgs sensi l ize to deprcssion?
Such a c luest ion is  nrost  re levar t t  to  t l . )e  vexing

cl in ica l  problcnrs o{ '  re la l rsc an( l  recrr r rencc

lb l lorv ing srrcccssl \ r l  t lcatnrcr) t  o l -  nra ior  de-
pression.  Post  [23]  rcccnl ly  obscrvcr l  that  a
large body o l '  e  i , ic le  uce r locrrnrcnts a greator

role for' 1-lsyclrosocilt l  strcssors in rrssociatiot'r
wi th t l ie  l i rs t  episode o[ '  nra jor  depressiorr
than wi th s t rbsct l r re nt  cp isr l t lcs.  I  Ic  l rost r r la tcs
that  both sensi t izat ion to s t rcssors aucl  epi -
sode sensitiz.ation occur- antl beconre cncoderl
at  the leve I  o l 'gcuc e xpression.  Iu  par t ic t t lar ,

s t ressors ant l  (hc t l i r lchcru ie l l  conconr i ( lu ts  o l

the episodc can the rnsclvcs i r td t icc the pro lc>

oncogenc c- / i r i  ur r t l  re latcr l  t runscr ip l ion f lc-
tors,  rvh ich thcn l t l lcct  thc explcss iorr  o l ' t rar ts-

mi t tcrs,  rcccplofs,  l t r r r l  r rcr r ro l ' lc1t t i t les t l r l t  l t l -

ter  rcsponsivuress in  a lc lug- lus l ing n,ay [23] .
T l r is  ext rcnre l ) '  i r ) lcres l i r )g conceptual  ntoc lc l

l a i l s  t o  con l c r rp l r r l c ,  h r xvcvc r ' .  t l r e  p r l ss ib i l i t y

that  usc o l '  l rn t i r le  p lessanl  t l r . r rgs t t r ight  a lso
tr igger  srrch l  set rs i l iz -at ion l l rocess r t ,h i lc  the
cp i sode  i s  bc ing  t l c l l e t l  no i  r u r l i l <c  t l r e  c l  i n i c l t l

nheno rncn l r  r . c l l t l c t l  t o  {hc  t r se  o l ' l r r t l i b i o t i cs  i r t

i r r l tct ious diseasc I l ] .  The conparison rvi th
infectious disease nray suggest another con-
siderat ion. The presencc ol '  residual symp-
torns af ler cor lplet ion cl l 'drug treatntcnt has
been correlated with poor long-term outconre
ancl rt has becn suggostccl that sorne rcsirlual
symptonrs ol' rnajor deprcssior.r lltay progrcss
lo become prodromal syrrptorns of relapse
[24].  Indecd, in a recent iuvest igal ion [25],  the
majority of residual symptorns was lbund to
occur in the prodroural phase of il lness and
reduction of residual syrrtptoms by cognitive-
behavioral therapy resulted in a lower, evcn
though not signilicant, rclapse ratc at a 2-year
{irllow-u1r conrpared to a control group. This
rnay lraral lc l  the importance of t reat i rrg resid-
rral  l i rc i  ol ' iu lcct ion in bacter ial  c l iscasc, i rs
ou t l ined  in  th is  i ssue [  91 .  S tasscn c t  a l .  [26 ]
loLtncl  that the t inrc course of intprovenrent
anrong responders to amitr iptyl ine, oxaprot i l -
ine and placcbo was inclependent o1 the treat-
ment modal i ty,  and thus ident ical  in al l  three
grollps. C-)ncc triggered, the time coulse of
rccovcry l l 'om i l lness becarne ir lcnt ical  t t t  the
spontancous lcnr issions obscrvccl  undcr pla-
ce bo. Ant ic lcpressants, the rclbrc,  rnay uot
changc thc pattern of the natural  course of
recovery li 'our depression, br:t sirnply speed
thc rccovery and change the bounclary be-
twccn'responders'  anr l ' r . rouresponrlcrs '  [26].
As a result, their ef fects rnay be clelre nclent on
thc s(age ol '  nrajor delrression [271. In the
acrrtc l r lutse ,  ant ic lcprcssaut drugs rtray tr igger '
the recovery [2(r ] ;  in the postaculc pl tasc, lhey
rtray ltave a prol eclive effect upon tlrc progres-
.sion ol-r 'csic lrral  synrptorrrs to rcl : rpso or rocur-
rcncc. Sucl)  protect ive act iou is conceivablc,
i recause of the ncrrrotransmit ter el l 'ects ol 'an-
t i t lcprcssauts l lpor ' r  anxiety anrl  i r l i la l t r l i ly,
thc rnosl iurportart l  proclroutal  synt l t tonts
[28].  I  Iorve ve r ,  krng-tcrnr rrsc ol '  i rnt i r le plc: ;-
sant <. l rugs rnay also incrcase the [r iochent ical
vu lncra l l i l i l y  1o  c le l r loss ion  an t l  r l cc lc l rse  i t s
I ikel i I rood ol 'strbsci lue ut resprlnsr;  1o 1thurnra-
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cological  t rcatnrcnt .  ln  th is  vein.  r . r , i th  lorv-
tkrsc : r r r l i t lc l l lc :ssant  t rcatr r rcnt  t l rc  d isat lvarr -
tagcs o1 '  th is  scnsi t izat iorr  r r ray orr {vvc igh lhc
bcnc{ ' i ts .  Norrp l rarnracol r rg ie i r l  t l rc lupcut ic
r r rc t l roc ls  ru i ly  l ) rovo nrorc sui ta l t lc  i t r  1hc sul t -
acLr le s tagc r r l '  i  lhrcss l l9 .  25,  27 I .

Arr t i t lcprcssarr t  rv i thr l rau 'a l  phcnourcna
havc bce r t  descr ibcd [29] .  

' l 'hcy 
r r r rv  inc lur lc

gustro iuLcsl inal  ancl  gencral  sou) l t ic  d is l ress
ol1en in association rvith anxiety and agita-
tion, sieep disturbances, nlovenlcl)t disorders
and withclrarval-related hypourania or tnau ilt.
Soure synrptolns nla), sirlply suggcst an earl1,
recurrence of a deprcssivc syndronre [29].
Ot l tcr  svn.rptonrs,  hou'cvcr .  l l rAv be c luc to
chol inc lg ic  ovc lc l r ive,  a cot)sequcncc o l '  1hc
superscusi t iv i tv  o1 '  nruscur in ic  svsterns in-
ducct l  bv t r icyc l ic  t rcatnrcnl  [29,  3() ] .  Is  su1. lcr .
se r ts i l izat ion o{ '  norat l rcncrg ic  arr r l  sc lotoncr- -
gic sl,stertrs bf itntir-lcpressant drugs possitt le'/
Thc c l rcst io l t  is  worthy o l -  l -cscarch at tcr r t io t r .
' l 'hc 

hypot l rcs is  o[ ' I  potcut i l r l  scusi t iz l t io l  to
r lc l . r t 'css iot t  by unl i r leprcss i t r r t  c l rugs curr  la i l  to
bc  con l - i r  r r r cc l  hy  r csca l ch  cv i t l cncc .  Yc t ,  i t s
cun ' cn I  t l cn i i r l  n ray  hc l l l  v c r y  l i t t l c . ' l ' l t i s  pn rs -
pect may shed some new light on research
lindings rvhich are already available. For in-
starlce, the rcsults of the Pittsburgh Stud1. of
Nlit intenancc Thcrapies in Rccurrcnt Dcprcs-
sion, inclicating that antidepressant uretl ica-
t ion at  the dosagc usccl  to  t lcr i t  the acute c l r i -
sor lc  prov ic lcs l t ropl ry lax is  s t r l ' lc l ' io l  to  thc t ra-
d i t ional  lcr lucccl -dosc nra in  t  cr rLr  r rcc sL r .ut  cg ies,
aucl the poor outconrc of the switch to placebo
a t l c r ' 3  i ' ca rs  [ 31 ] r vo r r l d  bc  co t r s i s t cn t  r v i t h  an
iu aclccl ul tc cll-cct of lorv-closc ant i d epressiutts
r . rpotr  rcs i r lua l  syurptoms ancl  rv i th  a scnsi t iza-
t ion to t lcprcss ion lcacl ing to the i r rabi l i ty  to
wi thdrau,  a l lcr  J  ycars.  In  ar ld i t ion,  t l rc  issue
of '  rcs i r lur l  sy l l r l ) to l l ' ls  in  r lc l t ress i r )n -  cvcr- r
though thcsc wcrc alscl lbLrnd to occur aller
cogni t ive-bchaviura l  thcrap5, '  and to be prc-
c l ic t ivc o l ' rchpse (32)  -  lends i lsc l l - to  thc pos-

s ib i l i ty  o l  c l lug-re latec l  changes.  'Not  anxior- rs

but  uot  at  caso;  not  incapablr - '  o l '  r r '1v1 '1 i i t . , t  5 , , t '
t t o t  capab le  t l l ' u ' t l l k i r t g  uc l l ;  no t  t o l r r r c r r t c r l  by
c l t i k l r c r r ,  b r r l  no1  a t l l c  t o  c t t . j oy '  t l r c r r r ;  r v i l l i ng  t o
bc  n l rdc  k l vc  t o ,  l r r r t  r r o t  uc t i l t ' lY  l ov ing ;  nc r -
l hc r  t cnsc  no l  l c l axc t l .  r r c i t l r c l  chcc r l i r l  no r
tcar l ' r r l ,  uc i t l rc l  i l l  r ro l  i r 'c l l ,  r r ro lc  t lc l r lcss ing
than  r l c l r r cssec l  . . . ' t h i s  i s  t he  t l c sc l  i l l t i on  o l ' t hc
'ant ic leprcsser l  pcr .sorra l i t i ' '  [ ry '  l r  c l in ic ian I rc f .
33,  p.  3491.  Is  i t  a  p ic t t r re o l - incontp lc te rccor ' -
cry [34]  or  ar .e thc lc  any potcnt i i t l  c l rug-re lated
characlcro logical  c l rarrgcs ' /  

- l  
l rc  arr t ic l ro l incr-

g ic  ar tc l  arr t ih is tarn i r r ic  c l l -ccts  o l '  l rac l i l ional
t r i c l ' l i c  an t i dcp rcssa r r t s  (a r r r i t r  i 1 r l v I i uc  and  t l r r
th iepin)  in  inrpai r ing nrc luoi ' \ '  anr l  c t tgni t ive
( i ruct iou and gcncral  cogni t ivc at r i l i l ics  might
no t  bc  s i n rp l i ' co r r r r t c r l hc lapc t r t i c .  bu t  a  n ra jo r
inhib i t ion to rccove rv f l  or r r  t lcr r r  t :ss ivc i l l -
l t ess.

I  p r cv io r r s l y  l a i scd  t l r e  i ssuc  i r s  t o  uhe the r
at t t iar tx ic(y,  drugs r t ray '  [ rc  c lcprcssogcrr ic  [12] .
A r r torc { i rndl t r r rcnt l r l  c l t rcst iorr ,  l lo lvcvcr ' ,  rc-
t l t l t i  t t s .  t  I  t  t  l , q ' 1  1  

- , , r 1  
1 ,  I  : t ' 1  t  i  1  1  r ' 1  . \ ' t '  t  t  y  i  t  i  : ( '  t  t  t  t t  t t . l i -

r ' l t i l  
' l ' l rc  

lcccrr t  l r r rb l ica l ior r  o l '  l l rc  Lr l r tdon-
'  
l 'ororr  Io  s t  t r< ly '  o l -  i r l  p l lz .o la r  r r  t r  r  r t l  cx posulc i r t
pat t ic  t l  isor . t lcr  rv i t l r  ugor i r l l l ro l l i i r  [ - j -5 ] .  ivhose
tnain l lnd ings were arr t ic ipatet l  i r r  th is  journal

[36] ,  sparkccl  a controvcrsy on th is  issue.  The
study i t tvo lvecl  154 l rat icr t ts  u ' l ro  hacl  8 rvecks
o1'  a lprazolar t r  and cxposure (cornbi r rcd t rcat-
rurent), or all lrazoliul ancl rclaxnliorr (a psy-

c l tokrg ical  p lacebo),  or  l r laccbo ancl  cxposure,
or  p lacc l ro l r r rc l  r -c laxat ion (dorrb lc  l t l lcebo) ,
I )ur ing t i rpcr  i rn t l  f i r l lorv-u1"r ,  gai r rs  a{ icr  a lpra-
zolarn lverc lost ,  u 'h i lc  gains a l ler  exposure
wc re  rnn in ta ined .  Co l rb in  i r r g  a lp razo lan r
lv i th  cxposurc nnrg inal ly  cnharrccd gains dur-
ing t rcatrncnt ,  but  impai lcd i r t rpro l 'c tucnt
thcreal icr ;  t l ra t  is ,  l rn t ients t reatcr l  iv i th  expo-
surc and l r laccbo l rad a bct tcr  long- tcrrn out-
contc.  

- l  
hc lc  l re  scvcra l  l iko l l . '  cxplanat ions

lbr  thcsc l ind ings.  F i rs t ,  thcrc could be an
aclvcrse irrtclaction ol' alpraz-olirrrr rvit lt psy-

chological  t reatment  [35,  3(r ] .  What  animals
lcarn u,hile on bcnzocliazclrincs or barbitu-
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rates is retaincd less x,ell in the drug-liee state

[37] .  Golombok e t  a l .  [38]  lbund that  pat icn ls

tak ing h igh doscs of  benzor l iazepines lor  long
periods of t irne pcrlornr poorly on tasks in-
vo l v i ng  v i sua l - spa ( i a l  ab i l i t y  and  sus ta incd  a t -
tent ion,  consistcnt  wi th c lc{ icr ts  in  pos{cr ior

cof t ica l  cogni1 ivc l i rnc1 ion.  Sorne bcr . rzor l iaz.e-
pines, howcver, sh<.nv a l-;etter proli lc as to seu-
sor i t r rotc l r  and cogni l ivc f i rnct ioning [39,  40]
and these d i f ' lc re nce s betwcen rnoleculcs nrav
be important  ut  thc c l in ica l  lcvc l .  Another
possib i l i ty  i r . rvo lvcs thc at t r ibut ion o l  t reat-
mcnt  gains to mcdicat ion rathcr  t l rnn to one's
personal  e l f i r r t .  l )a l . ients wlro : r l t r i l - r r r lcc l  thei r
gains 1.o nrcr l ica( ion c l t r r ing t rcatnrcn(  c l id  s ig-
n i f icant ly  worsc at  post tapcr  l l ran those rvho
bel icvecl  t l rc i l  i rn l r lovcnrcnl  u,as ; r  rcsrr l t  o f

thei r  pcrsonal  e l ' l i r r ts  c lu l ing psycl ro logical

t reat i len[  [36] .  ( 'onvic t ion th l r t  bcrnzodiazc-
p ines ntay lear l  lo  l l rc  rcsol r r t ion o l 'problc ' r ls

and conl l ic{s  is  l i l<c ly  {o c l iscouragc pat icn ls

f rorn at te ur1-11 ing lhesc t r rsks [4 l l .  lu  l  reccnt

study [42] ,  benzor l iuz.c l - l incs rvc lc  t l isconl in-
uecl  in  l ( r  pr t ( ie  nLs w'ho hacl  recovercr l  l l ' t i r r r
panic d isor  t lcr  r l i t l r  l rgola l r l ro l l i l  l r l ic r  cxpo-
su re  I f ca tu reu I .  l ) r ' r r g  r l i s con t i n ru r t i r l n  v i c l dcc l
a paraclox ie l t l  t lccrcasc i r t  s tu lc  urrx ic [1,  n5
measurer l  l rv  a sel l : ra t ing scalc f l 'ee o l 'obscrv-
cr  l l ias,  a f in t l ing u ' l r ich har l  l r l rcar ly  bccn
rcpor ter l  [13] .  I t  i t lso ; , ie l r le t l ,  l lou 'cvcr ' ,  r t  l r igh-

11 ' s i gn i f i can t  r l l o l r  i r r  r r ux i c t l ' s cns i t i v i t y  -  t ho
tendency  1o  l r r l i evc  t h i r l  unx i c t y ' has  L rn t l es i r . a -
b le  consc r l r r c r r t : cs  l r s i r l r  l l o r r r  i l s  i r r uue t l i r r l e
unplcusan(ncss [ - l -1 ]  -  l tnr l  lu tnt t  a tvoi i l l tnce -  a
lent lcncl '  to  tcs l ' r t 'n t l  in tenscl l ,  l t l  ave|s ive

r t i r n r r l i  an r l  l o  l e l t r n  1o  uvo i t l  pun i shn te r t t ,

nove l t y  l n i l  r t t r r t l c r i ' l t l t l  puss i vc l l ' [ 15 ]  -  bo t l r

a lso asscssct l  bv sel l - r ' : t t ing seales.  I t  is  t l ius
p,rss i l l le  t lur l  bcnzi rd iazc l r incs.  b1 '  sr rpprcssing

Irnt l  prcvent ing l rn l ic ty ,  r r i ly  incre l tsc i l  p i l -

t i cn t ' s  l ca l s  o l ' u r r r i r ' t ; ' .  a r t c l  t l r t r s  anx i c t y  scn -
\ i l i v i l )  [ J ] ] .  . \  p t r l i cn l  r v l r t l  g t ' l s  r r sc r l  l o  s r r l r -
p r css ing  l l l  u r r r i c t r ' ,  c v t ' n ' t o l cn tb le  t k r ses '
n t ; r 1 '  [ r cc t l r t r c  l i ' r r r l i r l  o l '  p l r v i r t g  t l r c  p r  i cc  l i r r '

behavioral changes (in terrns of temporary
apprehension, pain or frustration) and his or
her ability lbr self-assertion rnay become iln-
pairct l  [41].  This is thus another l ikely expla-
tratiorr lor the findings of the London-Totonto
Stucly. llcnz.oclilrzclrincs, Itowever, nright also
sensit iz-c to anxiety cl i lcct ly,  in adrl i t ion to thc
irr te rme cl iate step o1'  anxiety se nsi t iv i ty.
Chron ic bcnzocl iazclr ine acl  nr in ist  ral  ion is as-
sociatccl rvith the clcvolclpmcr.rt o1- lolelanc:c
and clepeudence [43].  

' l 'o 
evaluate the cel lular

niechan isms firr thcse phenorlcna, N{ il lcr [46]
dcveloped a nrouse rnodel of chronic benzcliJi-
azepine cxposure and shorvcd a ter.uporal as-
sociution bctu,een the devcloprnent o1' toler-
ance cl iscr lnt i rrrral ion sylr i lortrcs al t l  lcce l r{ .or
rurodulat iort .  In part icular,  GAl lAl  l 'eceptor
uprcgul. l t iorr  u,as lounrl  to occrrr  al icr  c lnrg
discont iuuat ion i rncl  nr ight bc duc to en-
hancerl  receptor synthcsis.  Couversely,  recep-
tor dorvnlcgulation occun'ed during chronic
l t l r r r i r r i s f ra t ion  o f  beuzoc l iazcp ines  t46 ] .
I )anic t l isorr lcr u,AS asst lc iater l  wi lh f i rnct iouuI
subscnsi l iv i ty ol  t l re GAIIA-bcnzocl iazcpine
srrprartrolecular conrlrlcx 1471, cr,'en tlrouglt
strch i r  ( ' inding nr ight also bc lelatcd to chronic
use ofalcohol and/or bcnzodiazcpines [48].  I t
is then pt'rssible that in a subgroup of patients
with anxiety cl isorcler (panic disorcicr) ,  long-
tclnr a clnr i n ist rat ion o[' trcnz.odiazcl-li nes nray
resrr l t  in reccptor urodulat ion scnsit iz ing lo
anx ic ty .  I t  caunot  bc  cxc ludc t j  t l ra t  {hesc  lc -
cc1'r1ol c lraugcs urav also al ' { 'ccl  the l i l r t r i l i ty ot
pal icnts u' i th paniu r l isol t le l  to t levelolr i r rg
nrajor dcprcssion at sonre point dur iug thc
cc)urse o[- i l lncss. Such l iabi l i t l ,  n,as otrse lvcd
in l r l t icrr ts nruinlainccl  on l r icycl ic t l r l rgs, ben-
zodiazcpir tcs or drug-lrec [  -1,  49, 50] anr l  can
hardly bc attr ibuted to cl l r rg 1r 'eatment only,
evcu l l totrgl t  thc issLrc is st i l l  la lgcly rrnex-
plolcd. i \  surpr is iug l incl ing ol-a long-lcrnt l i r l -
Iorv-u1-r (2-9 years) stucly [51] ol ' t t l  pat ieuts
u' l r t> beeanre panic l rce af ier l rerhaviolal  t reat-
rncn( bl tset l  on cxl l ()srrrc,  wits lhc cxlrcrtrc ly
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lor'v pcrccutagc of paticnts rvho clevcloped nra-

. jor  c lc l r lcss ion (3.7(Xr) .  I t  is  possib lc  t l ta t  sr r -
ccss{ i r  I  bchuv i t r ra l  t l  cut  ntot I t  o l '  pan ic  r l  iso lc lc : r
nray a lso r lccrcasc thc vulnerabi l i ty  to  c leplcs-
s io l t  i t t  thcsc 1 l : r t icnts,  as f r runr l  i r r  ura jor
t lcprcss iorr  [ .1 .5 l .

l -he c l in ica l  observat ions lhat  I  havc sunr-
rnarizecl hcrc shoLrld not be vier.vccl as voices
adding lo thc narrorv-luinded dauuratiou cho-
rus agair-rst psychotlopic clrugs [52]. Ananth

[5 3] ,  in  a rev iew publ ishecl  in  th is  journal ,  has
out l ined the improvenlcuts in  qual i ty  of  l iJ 'e
and clinical course of i l lness which rnay clerive
frour tltc Llsc' ol ' psychotropic drugs in thc
nredical  sct l ing.  And thc r . rndemt i l iza l ion o l -
antidepressant drugs in the nreclically i l l  is
qui te unwarrantec l  [3 ] .  Yct ,  rv i th  psychotropic
dnrgs -  as u, i lh  any t l rugs [  ]  -  i t  is  inrpor tant
not to bc blind to celtaiu e fl-ects in orclcr to
opt inr ize thc i r  c l in ica l  use,  par t icu lar l l '  wherr
thcy arc crr r l ; loycd in  oonjurrct ion w' i lh  ps1-

chot l te  rapv.  L ipou's l< i  [54]  rcnrar  l . rs  that  'a l tcr

l t  l . rer ior l  r r rar . l<ct l  br ,  t r r rc-s i i lc t l  er r rphasis on

l rsyc l ro i l i ,narn ics : r r r t l  soc ia l  issrrcs,  r r r  rv l rat
coul t l  bc c i t l lcc l  'b lu i r r lcss '  ps l ,c l r  ia t ry  ( )n ac-
count  of  i ts  rc lat ivc ncglect  o l  ccrcbra l  pro-

r ' ( ' s scs .  \ \ c  r r ( '  r t  i l r r r . ' s s i r t g  1111  l t pp r r s i r r g  l rO r td
t rx l 'ar r ls  cxt rcrne b io logisnr  or ' r r r inc l lcss '  psy-

ch ia t ry ' '  Ip .  2a9] . ' l 'he d is t  ingu is l  r  i  r rg f l 'a turc of
psychosom:t t ic  rncc l ic inc is  i ts  cr lual  conccLrr
u ' i th  subjcct ive cxpcr icncc ( thc nr ind)  and
rv i th the bodl '  ( inc lur l ing bru in l i rnct ion) ,

"vhich 
togethcr  cor ts l , i lLr tc  i l  pe lsor) .  the c l i r r i -

ciau's proper l ircr"rs of incluir '-v" lrrrd interven-
t ion [54] .  As a rcsul t .  psycl rosornat ic  mcdi-
c i r rc ,  ancl  th is  . jourual  rvh ic l t  is  r r r r iquely dc-
voted to both psychtttherapy and psychoso-
mat ics,  is  the ic lca l  l i r ruur  lor  a conrprehensive
unclers lanr l ing o l '  the ro lc  < l l '  psychotropic

c l rurgs ancl  psycl totherapy in  af ' lcct ivc d isor-
ders.
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