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Protracted Withdrawal Syndromes From Benzodiazepines

Heelnpn Asnrot.t

Clinical Psychopharmacology Unit. Depaitment of Pharmacological Sciences, The University, Newcastle upon Tyne, Engtand

Abstract - The benzodiazepine withdrawal syndrome is a complex phenomenon which presents se-
rious difficulties in definilion and meosurement. It is particularly dfficult to set out precise limits
on its duration. Mony withdrawal symptoms are a resalt of pharmacodynomic tolerance to benzo-
diazepines, some mechantsrns for whil!. ;r. 'iismssed, S'i.ti lolerance develops unevenly in different
broin systems and may be slow to reverse. Withdrawal symptoms occurring in the lirst week after
cessolion of Crug itsg t'€nC ,i !!,erge \,.;ltr t;!c:e persistcnt si,1r1p16a5 th6t moy lost for many months.
These prolonged symptoms do not necessorily constitute "true" pharmacological withdrawol symp-
toms, but are nevertheless related to long-lerm benzodiozepine use. Such symptotlrs can include anxi-
ety ,whic lmo-.  ) i , ,  1-  ,  t  t . r i , l r , '  €ot , t i t t  { , ; f ic i t i r , t i t , te<lbytLeontg: ; ,a l r lavar ietyof  sensory
ond motor neur,tlogical svnplnmr. The protracted noture of some of these symptoms raises the pos-
sibility tha! hetzodiczepin?s can f,ivD rise nct only lo slowl.y reversiblefunctional changes in the cen-
tral nervous .lysl.?n bur mry al.so occasio,ally cettsc slructurol neuronal damage.

Keyworcis-benzoclrazeplnes; withcrawa. s)ndrolne; roler.rncc; protracted symptoms; tinnitus; brain
mechanisms.

Dnuc wItrrDRAw.r,i_ S-).r\;.,r(.arr(r. in .; lLerai, ier,d to
consist  of  mir ror  inr3t r , ) , ,  o l  th ' .  : ! i lg : : '  j ' t t i  l i  e i l -e , : ts .
Thus, abrupt witl.tdluu:;l ir'^rrr. :;.1;r.:.'.i'i r,'.ia:1r of tJctn
adrenoceptor antaqotiri is sr,: lL ir! f r. ' I- 'rr,r(: l! !nry
give rise to tachycar,j ia anC palpilations; aLrupt wiLh-
drawal from antihyp':r 'r i,.5ive r.oSCo o. ! i-nrrl inc l lta)'
be followed by hypertensiorr, elrxrety, and orireii- sigrrs
of increased symparhetic rcti'iity. Benzodieu:p:.res are
no exception: On sudden ccssaiirrn arter cr.l(oruc rrsc,
anticonvulsant effects nray tri. rcprlaccu by epircptic ser-
zures, muscle relaxatron by increasect muscle tension,
hypnotic effects by rnsomnia or n!ghtmares, and anx-
iolytic effects by i ircreascc arrr:,:r i. The sanic syr" f-
toms can occur in atlenueted l 'rrrn rvhr'n the Cruss are
withdrawn slowly.

However, all oi these :\ 'mttcr.c r"e l lot inevitable

in  any  i nd i v i dua l  i a t i e .  L  i  r ; ' ,  . : r . ) ; ' .  f  ' r t . ' 1 . ' 5  r ) f
the withdrawal syndr,r'^: - :--i. , lr,:r t i  : : ,-,f : 'ns'. i ,-1,-)-

ration, and Severi,-:/ ' :r: j  i-. i : ' . ; l i i '  '  .: ' :Li:t:;- : ' ,, .;, ' ! ' . :r;y
other factors. Silcl i - 'a- -J.., l :t :1,-L rr.."i La.ir. :. i(): i i l ' ,Li lc
var iables,  dosage nnd , t i  r i t ' ic ' t  . i  " r t . lq  ' ! : . : ,  " l 'e  c f
wi thdrawal ,  the p i r ' i tn i i  c{  : ib : ( r ! : , -  c l  t rc  . - ) r ig i . ta l
d isorder  (such as or t , l . ' ) . ' , r  . ' ,  r ' . . , .  - l  . .  c  t . r -s  i  ! ; ' ' , , r 'g-
scr ibed,  personal i r : ,  i ; ! t i i r  r i . re t  ;1  , ; ; ,  i ; l  : - ' : r 'C1i l  r r :a i ,  . lp

and si-rsceptibilitl,, 4.,d i.he use of concomitant treat-
menf s. These ','a:iab!es alone make it difficult to char-
a,:te';ize specific featul'cs of the withdrawal syndrome.

This difficulty is compounded by the fact that, as
long-t;r'm meCication, benzodiazepines have mainly
been pr:scribed for anxiety and insomnia, disorders
which themselves include most features of the drug
withdrawal syndrome. When such patients undergo
reouction ol benzodiazepine dosage, especially slow
reducllon, how can one specify which emergent symp-
toms ar€ "true," drug-related withdrawal symptoms,
whrch are "pseudowrthdrawal" symptoms (Tyrer,
Ov;eil. & Dawfirrg. 1983), whrch represent a return of
the original anxiety state, and which are the natural re-
actior)s of an anxious Dersonality undergoing the stress
of withdrawal? ln circumstances such as these, the
b :".:.i'diazepinr rvithdrawal syndrome becomes largely
: . .  i " -a l ' .er  of  de{ in i t ion.

){t:verthcless, {he exjstence of a benzodiazepine
u'ir-l'-tliawal re,,c:icn, from both high and low (thera-
Detti ' : ) doses of benzodirzepines, is no longer in dis-
put:, and marry attempts have been made to define
ail, i  n.iasui:e rt and [o esrimate its incidence and
,g l1 t  1 t ! i c ,D.
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Definitions and Meusurernel!l !i

Symptoms occurr ing d l ; ' .1 :  t ' , ' '1- ; r ' i i7 :1;  no , , i t l - . -

drawal have been dcscrit',. C ir; -: r.:i, . rthf n. (i!r:lrtr. n,
1984,  1987;  Busto,  Sel l r r r ,  i ' i : r r . , : , . ' : ,  ,3ap;  e l l ,  S. ,n-
chez, & Sykora, 1986; H.:l lst:or:: & La,Jri, l :r8l; h' l ' :r-
phy,  Owen & Tyrer ,  } -98i ,  l ' '8 .1;  F; i i - rsso,r  or  LaJ" i : ,
l 98 la ,  1981b ;  Smi i i r  &  r? ; s ;o i t ,  i ' ; [ r i ,  

' i - y r : r  
e i  a l . ,

1983; Tyrer, Rutherfcrd, "i. Hi;g:rt, 198i; ' i .r inoirrrr,

Rickels, Greenblan, Snycer. or Sch;rtz. 198i,); amorrg
others). Commonly described svmDtorrls are shov;n in
Figure l. None of these bvrnL'-oln: erc snecrtlt: to ben-
zodiazepine withdrauval: 

-l 'rre'r 
incl,rde a-ll o; tne p.\v-

chological and somafic synrptorns ifr an\lety ajtn,ttrgh
certain symptom clusters are i:heurciertsttc. {')rven arid
Tyrer (1983) and Petlrs.jcn arrr.:l i,.ader tl9tr la & b\ em-
phasized the appeara.nce of new sl/mpiorns, qot expe-
rienced before \ryit: i 'r ' 'r i ;] '  r i I ulrrornntcn iq anxtetv
states.  These new synlptc i r ' !1 ,  i rc l : r r {1.  " "pers:ns i t iv i tv
to sensory stimuli {s'-,-.nc!. i:r! i ' ,  - -,..,.:. : l i :,.r, ' ."-,, s rc'-i)
and perceptual  Cistc . : tc : r .  1" . , , t . ,  ! . l r ; - , i  , i - ; r i  , . '  . l ' :  i ,Jor
undulat ing,  feel ing n i  , ' . - l l , r - , r . .  . t r .Jr : : -s ; f  I .  c  .  { , ' t i r ;  L l '
f loor t i l t ing). Ther'.: alid i., jp:l 's '.1, J. Lr hi;!t*^r i i t ' : i-
dence than usually s::j ir , i . i i t l-(..,. c, ' :s.l '- i  .t  ̂ t . i i-a.i i lr,
derealization, pareslire-.as. ;:lj :.'iii cril'J d.,'rlJ"i J( il, ar
amalgam of anxiety. rleprr:,Sii-t) r^;..:!1t.. rna'ais., a:tC.
depersonal izat ion 1?elur i iur , l r  Lai i r  : ,  19Ei" .  i  - - i l ib) .
ViSUal  hal lUCinat iOnr,  Cist . - r , r_ io. r  r : :  : , : ) , ry  ! ! . ) r . .g9.  Us. i  -

cho t i c  reac t i ons ,  f  ' r r ' l i l r ' 1 , . . 1  l  1 , t q  l 1  l ; t r  : i " ' t | , " ' i ' , : t
and twi tch ing (occl : t .c . : ra) f ; , , 'c : . : r i '1 : i '1r  rnr , r1g. ' ' 'n1r  ; ' ) .
and considerable i:r.:; cr' / ' 'r l l ' l  arr' : '1, : r l;5;; ' i i ; '3r i ' ;11-
ing benzodiazepinc \ r ' r . t ) ' . ! I  L l r t  . ' t r i  j r r i l  l1r . 'L ' , * .11 . r .
anxiety states.

Smith and Wessoi t  ( i9 l l )  i i rd . / r . ' ;h l ( \ t r  (1-{ : l i . :1  '111. ,a '

a t t en t i on to the  cha r ' ' " . : ' . - . r .  . ' . - t u : , i '  l l l  c t  s " l r i  : r - ' r - r r s r
which may wzrx and ' , i : l t l r  r i i :1 .  . , ' t i  i 'L  . ' i (  l ! i .  I j :  'J  r l ' . r , l ic  t -
i ca l  p rovoca t i<x .  l . - : . i i : i  ,  . " '  \ ,  " . r .  " .  i . ' . , ' ' l i i  I  ' l ' ; q : i l
tha t  th is  wave l ike  , ! r r ' . - r . ' l  - ; . t i .  , l ;

marker for distinp,'-rr..iri: .i
withdrawal synd:u ,r - '  ir.
How€ver, since s) ri. i ' t ,-1. --i,: i i . ; '  l . ' . ..,,
o f  t he  day  o r  ove r ' ;  - ' ^ i  r ,  ' - i  . i .  , s  . . '
recording is dif{i;u,t.

S ince no par l icu i !  (  /  r ! :  '  :
d iazepine wi thdr ; .u, ,  ! ,  f l ; , "
d rome?  Ty re r  e t  i  .  , l ' ' '

H. Ashton

of baseline levels, followed by a return to lower
values. Symptom resolution is clearly an important
feature in differentiating between symptoms due to
u'i ihdrawal and symptom re-emergence, emer-
ge:lcet or overinterpretation. As Smith and Wesson
(1983, p. 88) point out: "Withdrawal symptoms
subside with continued abstinence, whereas symp-
tor:rs of other aetiology persist." However, a mea-
silre of symptom resolution is not applicable to
patients who drop out of withdrawal studies, per-
haps because of intolerable "true" withdrawal
syrnptoms. It is noteworthy that 45s/o of patients
dropped out of one study (Tyrer et al., l98l).

3. n combination of rnethods (l) and (2) so that a
withdrawal reaction is defined as the appearance of
new symptoms that resolved before the end of the
study (20 and 14 weeks after the end of withdrawal

[1'yre r et a]., i9B3l). Nlore recently Tyrer, Murphy,
& Riley (lqijg) have produced a questionnaire of
!ii-i,:rloms ,":.ilt are relativel:l specific to benzodiaz-
cpirr with,irarial ir i that they mainly occur during

;,:r, ' :ds of clrug 'r ' i thdrawal and return towards
.'rl,.cl ine ler',; ls aft:r withdrawal.

4. i:se uiowitlrdra'ar:.1 :;yrnptoms were defined as symp-
ir)llls occurrir! rv[ls. Datjents thought they were re-
, ! . ' re i r ,g  L 'ut  rh.e: i  drug consumpt ion and b lood
r).JrIii utrat.r 1l rr oi benzodiruepines were unchanged.
l iur : l  def iur : ior .s ,  der i r  ed f rom double-b l ind,

plar.,:[: o-corrtroiled studres, trave been extremely help-
ful :rr lr,: recogni:rcn trf cenzooiazepine dependence,
esp.j,li r.li'/ lo',r,-rilse '-lependen,:e, However, they are of
nec':;:ir,r, arbif r:,n' arrri can orrly be approximate, since
the i.r irearanr:: or sevL'r/ty of any particular symptom
or s./rr: ltom g.'.1:;rsi ;n;,1' actually represent a variable
cont.r 't:,t ion "l! i  -, .re rvi '; l ldr:.wal, pseudowithdrawal,

anc ;! , l inerE,t, i !€ t), i an:tiety, and the same patients

liah,i.: ,o pseric.i',..,itlrCruwal reastions are also likely to
be ,r,.-r:" r 'ulrr '. 'zl;k tc t:r-.J vvithdrawal effects.

J' u--,.',ermor'(:, de -'it'-t.oi: s based on differences from
pre.,,.r ' .Lra\t3, ,;,/Ir. i lc:ns Jo nct take into account the
pos,i:. ' i i : ' .y th:.;, cu3 tr thr: d':r.relopment of tolerance,
wit, i.rt.:wal srl;.IJlori^.t rnay already be present while

Fat ...,.r i are s:tl! ., i .:n4 h:nzociazepines. Such a situ-
ati( r, ;r, rcJst ,. : ' irr i ' /  r: i :r wttlr relatively short-acting
ben,:'; r azepu: .',. For er::-rnpic, patients taking triazo-
farir r' :r hyr;111;-is lL-,rr.rrLr)nly 'levelop daytime anxiety
(Os,  a, - .  lg l l ' . t , ; r l rJ  r :vrn hal iuc inat ions or  psychot ic
reil{ !r( ' l ' t ir. 

' I ' . ,r.:r '  
ir,: ..r lTIC!t :ertainly withdrawal ef-

'r:;;ct: : .'l'.:e ti.: ! .tt'€ itlrnctitalel'l ielleved by taking the
til-,ii i: -i 'ivrlrir !i;,,y il.:it!.plteal' ;aftet the drug is stopped
(Ar,l i  -r l9,t l . ' I i j ,nrri ir iy, 'r irth lorazepam and al-
p( i i : , , r . .1  ( i ie ' rnt r  . , ,  Jr { ) . ) r , : t ' t ,  & Rosenbaum, 1987)
Daf .: '1.. j ,.f ler i i  ,: si.)p':\:; ' laging anxiety and panic as
wcl . . . ,  i -arr r j  I , r i .1 , r ' ,3g: ,  ' .1 ;3s. r  lAshton,  1984).  They
ilpp, ;, '  .o und':.:! lr a "!:1iniwiihdrawal" between each
dos, . ,:rt i:h i ' : .., ' ;; i tno; rt ' i); r,: l ieved by the next tablet,
bui ., i  pDer.ri l i :r ' : '  Irrz'.; c' lssation. An analagous
t)on ,,r .,; 'r is ; .er r ',, i .1, i. r. 'o.roi. aicoholics commonly

various methDdii rr i . ' ; : ' l  i  c
l. The appearanc: c r ' :

dur ing the ' ' t , l l l r  l i : . ' ' r :  i - i :  r
O n e  s t u d Y  l n c r L ( ' : ' !  r r  - i : , : . :

sory h1'perseir: , .ut ' t l ' .  .  ' -  1,.1 l i : i
(1981) ,  3n . '  i f l  i ' i ,

[OmS'  O€pfesg lJ i r  I : r ]  : ' 1 . , . , : . i { ) r

and abnotmil l  s ' :  ' i i  i '  r ' - : '  :  -

o f  two t l€w r ; ] : l " rF  . . . , . .  ' r ]

essary to <i lra' , l i t ,r  .  I  ' ,  .r  -  . ,r '
2.  An increase i r ,  , ' r  . ,  ,

s ive Psyci r ia t r r i '  ' :  i , , , r  ' - ' .  ,

, ,  , r , t 1 , '  1  t , , , r l  l ,  , '
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compla in  o f  L , : ; . . . , . '  . r ; . ,1  i - i : : r ; : l i t ^ . j .  sympic ins  wh ich
are  tempora t r i . v  : r  : i - , , c  . t  .  f , . r l  bu t  , , ,  n i rh  on ly
d isappear  a l ' { j .  t l  ' 1 r i  L .  ( ' t  ; ,  1 ,1 ,  . ' i  i r . - \ r !  ! : r : ' t i  , r  r th
lOng-aCting -et- ' '^ " ' . r  : ,_.: . l l  ; i t j  L iazcl l{ t l l  ,  ihcre
is  usua l ly  a  \ i : i  :
c r e a s i n g a n x i c t ; , , ,  r ' , j r "  . t  r  . ^ i . c \ a ,  t i t e ' e a r . s
o f  new s l I I i l f6 r -1 :  , ; i l l l .  . . i  '  ] .  f ; r i t i t : lb ia ,  (J i :en  \ \ i th
perceptua l  d is t r . . '  ! . ' : r  t - ! i t ,_ ' r io r ]a i l za t i c r : .  de : ; - . i te
cont inued us ls l  r . ,  ' "1 ._ . . '  ( , ,ono ted l ,  anx io l r . t i c  d r , lgs .
These symptcr  ,  '  -  j  ' , ,  ! '  .e rpDorar t l v  a i lev i -
ated by B rrto. i i , r  I  . .  , . .
o f  a n o t h e r  b t n z u i - . : ,  i i : . ' , . , , . : .  ' , i r i . : \ i r r  ,  : ' 1 . ,  - , - - . ,  i e
dur ing  fu r ther  u r . t  ,  , . : .  ,  i t . rc ,  { r l t i . ,  d l j ; : lp  J ia t  a t le r
t h e b e n z o d i a z e p r n  s , , . . ) .  ' .  

, i i l ; l . l  l g 8 ? ) .
Mechan isms o i  l v  . : . ' : t -  ;  -  i - . . ,  ,  ! r l i , r r i lwa l  s ' tnoroms
are diSCuSSeo brt lr) ' ,  -)L: ,  l - .  .rr i lct;  1,.  r . l ! l i icul l  tr .  clern-
ons t ra te  in  c l .n r ; i t ;  . . . . . ! l ;  . , . .

B e C a U S e  O i  ; , 1 - l r  . 1 . e . . .  i : r  I . . , 1 , ; : r i i . ] ) . e  l a t , : u . - s .  J :  l S
doubt fu l  whet l r , : r  ,  r r : .  . , r , '  .  r i  I  

' - l l . l e ' '  
: - .12a- . : . -

a z e p i n e  w i t L . r l a r .  - '  
: . , - ' .  a .  :  :  r .  r  -  r  .  c i ; r i v

demarcated.

Incidence

The  ove ra l l  ; ' r ' r ,  ,  :  ;

d r a w a l  s y n ( t r ' - I :  :  . .
smokers (As ,  ' , , .  . '
large, uncou :!rL .-. : :..\. ) '1
d iazepine us: , I {e :  . .  r :  . , i :

coming to m:c l :c i r :  : ; r ' . r i ,  r
i t  is  surpr is ing hc ' r '  , r r . i r  ,  r ) ' iL
have ro d i f f ic ,  t i r : ,  r . ' i r , ,

. i i  .  :  ! , 1  I  
"  

i L  - ' r : l r  , l t c r

t  ,  ,  : .ga , . i  . . . . ie ,  i : la t
t  , i  i r 1  ' 1  1 . l i r ; 1 1  1 . p f  i l C l . . ) e
' i ' .  r t ' d , i r ; : n l J  1 ' r r ' i  :  i : r l l t -

H. Ashton

6!p:.r.r1r31 r lac!ions. f is incidence of course only applies
i - - ,  '1  - . i . :  ro i l : i - . , ; i .^ : :  iJ  iake; la i  in  the study and man-
i i !  , r r .  . r_ '  r l r l {s i i  i i .  i ,  carr r r rot  acr  ount  for  dropouts dur-
rRg'.r, '11rt lra:r,t:t or f ,r individu:-ls declining to undergo
vr,i ihdra'val {4i .5Vo :f eligible patients in the study of-i '_. 

i; i  c' al.. 19ui). fhus the incidence of benzodiaz-
enir' 'r $i hdr-awal, l,ke its diagr,osis, becomes largely a
r-n?" ' : , : r  : r r  C?! : . : t ic '  .

I ]  ' . : - : .

' i  . '  , . ' ,  i i ! ' r , ; i  r  - t , . i  rne Denzoci iazepine wi thdrawal
sy.,,Lt.-r: is dii i icui. citough; it:; duration is even more
cr i l i i iun to dei lneat( .  Most  est imates suggest  a dura-
trc l . i ' ; irprsli:naiel.v J-2li oa1,s, with a peak in sever-
ity , i; ir i i ir i i  ,,- weci\s pr-rst wirhcirawal, after which most
sylirprorns rctLirn io )rewithdrawal levels (Busto et al.,
I  ) ! ' j ;  \ l r r r ' i , 1  e t  ; . 1 . ,  l qB4 ,  O ,ven  &  Ty re r ,  1983 ;
, ' r , ,  .  c l  .  l , : :  l J3 ' l  : ,  i i r ? l b ;  Ty re r  e t  a l . ,  1981 ,
l t  l .  

'

l ' :  .  i i r r?  r : , le , t  t r r i .  ?Ut) i l , tn t  durat iOn dependS
ur,\: i :r{)\,,/ lcl:, rne r,itt ienrs ,rre followed up, and sev-
er., .! i ' ,- i lors i1;,, '9 6i16r4r1 at1.e--:l ion to the prolonged
n;il e rrl 1' ' : ' ' ; . 'r l f rarvq] s:r 'n P,tOmS in SOme CaSeS.
Iri '" ' ;r.:rrpl : ! -: itr '  and Wesson (1983) observed that
s)/r!r1j ' i(,r)-ls aftc; witfL' irawal from low-dose benzodiaz-
pDi:1:-. t,./Drcail ' , take 6-12 months to subside completely.
prr , ; . -  r ; r tC . ; ' . t rOt1)r i is  lnc luded anxiety,  inSOmnia,

1-  :  . . r r : ' . i : ,  :  - . : : - ' ( :  seu:a[ i ( ) r r .  l l ' IJsc le SpaSmS, and
l-i,1iti:-,.ii:. A;r;.u,.t l ii''i. l ),ii /) :erported a similar pro-
t-er':crl ! irne-c' 'r,rrsc. ,vrer 1i99U; refers to a "post-with-
dL'.*r^i ., 'nri ic.;-.r" ri t i te tJ niortths after withdrawal.
: ia^^; : ru i " - r  tL , ( ' .  i -a  .e,  (  l ! ' lJ i ]  t 'or rnd the Hami l ton
Alr, ' ' ; ' , i  i :o.r r,L.h r;ri ' . ;ed a'rr. ye baseline levels 30 days
a ̂ -.,; '", ' t ' .-. ir :t i ' ,  ;.1 l rr. -t l ,J i i ,s(-1s : ' benzodiazepines, but
i. .., * ,.:. '-tt-.r.:; i ; 

' : i  
i l i ,r i. ler. 'els by follow-up several

r r  r  : , '  i . i t r : ! , { , i r e l l  l , . c i ss f l l l r y  w i t hd rawn  pa t i en t s
" , - ' -  i . ' , : ' i n . . :  '  r - l r  ' 1 r r - l r : , 1  |  ' "  

l l { a l l s t r om &  Lade r ,
. !1 , -  -  .  . ' :1)  l r ,  , : l :  . ' , , ,  i  a  1- ' (1984) suggested that
r!i. ' ! ' , .-:,...tr:, rni". i l  ,"Lr', ,: ieil i l  nart of the benzodiaz-
( : r  t r "  : . ' . ' ; ; ! - t ( i  y  1.  : r !  : . , , , r r t_ . , : r -  i . , ' id  may last  several
l{.1 :. , , i t,-.r '  ' . ' ' ,  

11 .1r.1i3) in sr-sceptrble individuals;
tt:.r ' ;.-,. ' l  rrr,::r{)rr ,,, ' i ,  aisir o}lsel"led by Ashton (1987).
1..1,,, r f i ;1111r'.: . i . :-rrl 1.131.2,1,, ;.: { lggg) deSCribed tWO
(a{ 1 , , r , f11 . t , ' , : r " , . , , , :  t . : .nr :u:  t i rs t  appeared dur ing
I ,:: ,.-, .; ' .t!.t i  :- l i f l- lr. i ,, 'r, . i ' , .d percisted for 6 and l2
r i i .  . '  r .  ;  i l ' . r  ' ! r i i '1 i l l i i , i . : t l , r . r r )  br : f r : r i 'e  f ina l ly  d imin ish-
i r1: ' , r ,  ; : i r i t . l r i : t " , . , . . . : i .  ln  , . lne ( r i  ;hese cases the t inn i tus
. .  I  ;  l .  r  : : , i : t  i r ' r "  a l t r :vra ' .er-  i r i  c :az€pom in a double-
l i  .  _ r ,  j  :1 ' . , , )D i ) .1  _ . ; t  1 . f  r  , r r td  r l ' l i i  c i J r lCUCted OVef  I  Week,
t ,  . , . . ! i r ' ,  a t .  ' .  , i i l  ,  r r y ' ' . . I ,  1 1 i l : r  a  f u r t . h e r  6  m o n t h s
{ -  . - ' , :  , ,  i r i '  ' r :  ( i ' r r i i t t r l  l . r ' t !  , ) f c o m e  t o t e r a b l e .

. . - : , . ' , ,  . , r r i , l '  , i  : , i  . ' ' i i e j t t s  who  were  w i th -
,- ,r"t t  , ,3";. : ; t , i  u:tr: ' t i : r : :S ,-rrn1 g $-1ry-gk pefiOd and
:  '  - r  . : l  .  : r ' ,  ,  f : :  : , ,  . , . , :  I  j ,  Ty fe f  e t  a l .  (1989) ,
; ' . : i . , ' - r . t  . . . . r ' : . , - i . : r : ' i '  a  w i J e  v a r i a t i o n  i n  t h e
.^ ' i r r ' . ' r  i r , ; :  ' . . i : l , l  : ) ' r r r i r to tns  peaKed.  Mean

' i  : r ' ! '  :  / tn , : r . )  f , t  / r i :1 , ' t :SS iCn.  d iZZ ineSS,  pa f -

zodiazepines,  : .  t  . r , :  , r  r ' ( ,  . , , i , ;  o f  a benzodiazeptne
w i t h d r a w a l s / u : . ' , - '  , i  ' r . r ' i r ;  , : .  t  i :  t t - r r j . - r ' j , i  ; ) - - J
around 300/o  ( . i  

" t ' .  :  ' r ' ;  :  l . - , .  l ' r : i f  ,  l ' i , : ,1 ;
T y r e r ,  M u r p r r r ' .  " : .  , . a ,  , . :  r ' , .  ,  ) ' . t . ' :  ! : c

other hand, i i t  s,: / . : .  ' .  ,  , . '  l l , :  .  r . . t t  , ' { .  ,  t i l  J[)r. ' : l : . .  st
t r e a t n l e n t ,  t h c  r i l t ) ^ . : t  i . a :  i ,  . '  : ' . 1  .  ' , , \ , r h . i , ; ' ; .  

] r t t l ' '
L a d e r  &  O l a y r c r ,  I , : . . ' ; , '  : i i . ; r , , r  i r  : .  - i r . , i ' t ' - i .  ! l i i l i 3 ) .  i t
i s  a lso  wor th  no i : r : , . r  . " . i . ,  ,  - - .  . ^ . , :  " r , . i i  i roar i j i  r I  . l l e
fo rm o f  rebout i -  I  : ,  i1 i . , ,  . t . ' i i r r r ,  : i '  l k l ' . : ; ,
1 9 7 8 ) o r m o r { ' , . . , . , . .  -  . . '  r , , , , . !  . : . , '  ' , . z i ) ' , \ -

m e n t a l s u b j e r . : i .  ; . '  i  1 ! ' , " . .  : ,  - . r : . , r j  i , : : . ' .  
-  . . : ( j

b e n z o d i a z e p r  : ' . . -  , .  i  '  . :  : , 1 ; r .  .  -  i 1 , 1 ,  :
a d d i t i o n , a L ' r l ' . , , ,  f  i . . ,

b e e n  d e s c r i t r € . i  ;  l  : .  ' . .  :  ,  , r '  ,  ! .  ' ,  1  : r  ' .  r , ' . -
a p e u t i c " d o s r . ! , t ,  -  , ' , .  i  . 1 r ' r . ! ' . !

(Rementeria ,rt  i l i . , .r  ' ,1 ' ' ,  , '

N o t  s u r p . i t i  - .  , ,  . .  : '  .  ,  r  I  . 1 r . r  . a  . ' i  r : ,  ' t e : r -  , -
d iazep ine  w i t l t l , , . '  : , ,  ,  ,  , r . \  t r r t  l f . i t .1 r  f r { r :  . ' { ' . r ' ,  - , ' i
pa t ien t .  se lec i i , , r ,  r  . r r .  . r  I  : , .  .  i : . :

S u r e m e n t .  i n  i i r . '  l .  : r .  .  i  . 1
d e f i n i t i o n s r ) :  , , , t ,  . :  , ,  r  i  : r I  , . . ' . i . - ,

USed S i t tg ly ,  r - : : c  : , '  -  . r  . , . r  r  : .1  .1  r t  - ,  t ,  :  -  ; ; i t . . .
t ions  was a . ; i . r . : i : i r  j  : .  ' .  t  r ' : . . :  .  .  j i . .n ! , . , : . , i

( 3 )  ( s e e  a b o r ' : . ' ,  a r r .  . r . r . , : ,  i  / i ! -  . ,  i  a i .
S y m p t o m s  w a :  . , . ' r .  -  r :  ;  :  ,  ) i : , ,  , , _ . . . , ,  : -



Protracted lL'i:'i,i t'

esthesia, fe r;l!r; q.
mean scorel fo,: ,:-
faintness, tc, lc: ,  . i r ,
were maxima, i  . '  . ' ; .
A l though in i l ; ,  ' .  , . '
ported, and :J-;r, , :..,.:
ings suggest t ir r,: t '  r

5-28 days urs L:., ' , .:

withdrawal  (  i ' i l . ! f .  , ,  :  .

weeks af ter  th l ' : :  ' r  . ' ,
received pli-,-( '1.i
during, and .)i ;
the t in :e-cc i '
12 pat ients i t , '  : i r :  . '  -  .  , .
p leted wi thr- . : i r . , ' r . r  . .  ,
a f t e r  t he  ( : . :  ( . ,  . r ,  r . .
ache. Cizzirrt ' .::.
motor  Sl ' . . i :J : .  t r ' ,  .
SCOTeS; OthL:r  :  

' ' )  i

had disappc:,r':..-.
ra t ion  o f  r i / ! i  D l , ' !

is ol ien a rno1,r ' l  :

ent S}mplloP',I  - ' :
: r-r

: i r , , , '  1 i , '  '  , l t \  ' : -
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.1 . ' , i ;  ' : - . t  s i .  i  ' ( { ) }  s l r rdre; ,  ,v : ich d i f fered a lso in  s ize
( , :  r . . , ' ,  i r i  l  I  ,  t r t  sp lFc{r , l i1 ,  a ld rate of  wi thdrawal .
' i ' ,  

" " . , i r ,  c ( i i , .  . i r r ' : ' .  n ; ' r s i s l - - n l  symp toms  a re  " t r ue "
* '  ^ i r : . . ; , a i  - r ,  - l l , t o : i - r  i s  u r r l . l r i cwn .

' ' .  r . ' :he r  . , '  . . " - r iJ  : r  i l  asse, is ing lhe durat ion of  the
\r ' r r i , r r t . , \ ,& j  :y , : r l ic r . r ;  i :  i , ic  , l te i :pretat ion of  the base-
ii l- 1 ,r t;vi; lr. ir;,,1:i) sylrlprlrriu.i and anxiety scores.
i:... t . ir prur;r '. ,.; 1 .)- L'er:zcdiazepine withdrawal of-
l ( :  i  - ' l r i  . i . ' r  ' ; i : . , :  . r . i ; : t '  and  many  psycho log i -

, . . '  '  .1  br : i  ' - , . i ; ,a{ : . t ) : i tes bel ' , \ 'een weeks 8 and 12.  I t
:  , : t '  : l l l : t  i ' , r .  : , . : . : t ' . ' . . t  i lz . i l  Jo l ls iCerably h ighef

'  .  ) {  i  I  r l  i , 1  r t l  :  . ;  : I : 1 t , , - c .  S r i c : h  Symp tOms  wou ld

l '  : ' ,  .  " ) t . . ' - '  r r s . i i ; l ) ( ' i ' i  l r l - , . 1 r  r ; i i hd rav /a l ,  bu t  t hey

Ashton.  ka i f i l '  .  . : : '  ,  : ,  ;

scale shown in f ' ls - 'e .  ,  . '  : ; , .- ,  . ,  r-  r  / i l  ' ,  i ,  ,1.,) ( ,1 iJ.1- 1-l  ' - i .  , . . ' l r  Ai l : . I  1) lJ. i ; ; . .ssir ' ;r i  ianxiety) (Zigmond &
t i e n t s  u n d e r g 0 1 1 r 1  l i i : ; : ; ' !  ' ' i t \ : i  r 1 , ,  i l  : i : u r  , r . )  r ' . , i i -  : .  t , . h  1 9 1 : i . . )  . . . t ;  . \ ' ; l D t o I ; ]  r : . i i n g  s c o r e s  f o r  1 2  p a -

blind placebo ..l.
place over 4 " '- ,  1,.

; r  ' . , -  l ; r l ,  ; " '  ; , : , , 1 1 , . " ' S  
' : i : " i  r : q : . U l t  i : - t k  n l a C e b O  t a b , l e r s  a n d  w e r e  f O l l O W e d

: l

, i '  r r  .  , , r  ^r ' ,  + .  ) ,  j  11gs| . -  j ' i i r :  benzodrazepine group wi thdrew
, , )  '  f

.  i ] -

*, i,,,.., .,.,, -"., :,..,i .,,,'?li.;.,',. :i::i, li::iT:r::;,'Jf,i:"#:
i  : '  i  : t -

) t ' i  .  . .  
' ' . 1 t ' '  

,  , C

l l ' r

,  ABLE
r_r .  . le ,  du . i , .  . , .  j  a i i r  , . .  r . j
'  l r a w a l  : ;  . : . '  1 : r  f  : '  a ' r ' '

Symplon
l : t  .  i  t '  - r l  : .  

- t

' l l f ' -  ; i i ' ,

Score 8 weeks
after end

Jf withdrawal

D e c l t n i n g  S y ' i - . , p ' ' ' , '
( p o s t w i t h o d r ' - , !  - ,

Or less 1 lli!;- :i '-: ,r
inSon nl; : . ' r i i r .  i  ' ' r '

nausea/\ ' i i t  '  , . .
PerccPtu t ; , . :  , : '
excitabi i i l "  '  , i ' .  ' -
Sens i  f  l  )  r -  t i ,  ; .  :

P0a. i  l i ' l { , | ' . { ) f  '  '

Persisting Sy' rpi ';, ' . '
(post,r,;itfr11r,-l..'. :'r --'.
gfeaief [Ool -.  . ' rr

anxiei l i i
depresr,.:,t '
trftr r i (ttS

ileaOi\), i{.

dizznies;
0d(iiEi'.t]€,: ,cc 

'

,  i r o t 0 l -  ; y  ,  r '  . . , ,

8
4
o

o

6

1 1 . 7 5
t'
q

1 3
B

1 2
? A

uSers;r ' '  l :1 '  .  : :  ̂ r ,  -
bAnv ie t r '  l - , r , 1 . (  , .  I
cParaesthr  ; i : r . .  ,  l r
dMo to r  syn , , - . i ' r " ' ' ' 1 ' -  i , i . l t

tace, t  " '
'nuscle r i r l r ' :  i '
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F I G U R E  3 .  V f i . l ' -  i ,  ,  i  . :  .  ,  ,  i .  , ,  ! 1

h e a l l h Y S l u . f F l l l r : ^ . 1 i  ; , : i ,  :  \ " ' i $ . ' : ' ' '  : ! l

4 .6c la i fy ) .  Pa laants  rn r ' \ r r f ; i i f l ' q ' r  *3  r :1  t : i r t t  : :  ?  S i ' " t t t " r '  n ' l -

lng  $ca lO shown i r  e l ! :  i9 t  i  l . : ' " r ' l ss  "4 r r r r ' } i ' a r l  )B f  i ' " i :4  ' ] r r '  rp ;

- l ia . i i  , t ; [  i .  : ' r : . :1  . i ,  , r . :  : , '

1 1 '

:
I
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:j-_
'  i : r ;

FIGURE 2.  Hospi t f i l  A. , , r i l tv  : . . i ;p. -*  ' . '  ' r "  r t r .A.r) )  5c; le rcr)  r r3 r r
Snx ie l y  ov€ r  ? ( ' r r t r r i s  I  i f .  '  . .  l t  ( r r  : i . , . ' i i t  i  a ' ) - ,  i  . :  

' i f  l l s
t ak l ng  c i i . ez :pa I r r  t i  i .  ' r  : . .  i r  . , .  . , 1 , : i  n ;  , , , . 1  : : t , 1 r  r ?s

l o o k p l S c e b o t a b l S t r r .  t l + . : ' -  ) , :  1 , r t ^ 1 i : ' ,  r h , i ' ; . .  :  , . i i -

azetram during weeks l! 
'1.: t, '!t' ;fi!,r 1s: ;r iig{:.'d ',.:l 4'i16f l2

W9OKS for  d3meSt iC r .C rsc, .s,  , . ,1, . , . , * ! .  . \ . . . ,  : :  i . r  - :  ) i i l  .  r ,h i r  l r t , .g i
i t . o r '  .  . .  . , ' .  :  . , .  . 1  . '  ,

H. Ashton

?:.r.::, /: ' : 'Ash.L,'., 
l9ii4, 1987; Busto et al., 1988; Hall-

str ' ' .r ' : i  ! ' .  La'lr:r, 1i)8 i ; 3lajide & Lader, 1984; Smith &
-\lr ' .:;.,.).1, 1983) itr:.t i i 'nrDtorrrs improve gradually for
- :. .^it; l i l i  " i!91 ',:., i t l- '11.o.vr.1, and some patients are
',1 ': .r iesi :t i  l  l .r,:;. ir. l . 1 l i ' 'rs af ter years of incapacity
0r  :1,  :  rv i thOi : rva i .

\  . r , r - 'h  c , i  . ' .ese l , ink iast ing symptoms can one
i t r . i - . : i l 'a  to  " , : rLe, 'Crr , :s  ,v i thdrawal  ef fects? Is  i t  pos-
\!i1rf io ?il i l>li,.rt a time at whlch the benzodiazepine
ra,i-[ ir]-ry73l sv;iJrorne ends and to say with certainty
!h'; i r:.r-r 'reslit i ial svmptoms rnust be due to other fac-
. 'r. i . '  i  ne cr.rf, lerrr ts sirniiar to that ol 'designating
\r,l ' ir. , ell 'e(;ts ol a ool-r! of influenza or infectious
ni. 1 r,tcleosrs can tre attributed to the specific virus.
;.-)c, , ,:h eft 'e;i i  incl '.r ie : 'nly those of the viral toxe-
fl I .-.r th': ' '  i irr: ir-,ce !{i ' lor..tary bacterial infection
(- e rt: . jLent '.1:, rll ill.j , r'nijacr trf the virus? DO they in-
Llrl:]J tnr i.eil ' ]{1 J;' ioslv'rral ielirargy and depression
rr l r , . , . .  i ik : .  l ; :n : , ; , .1 i ' r : ' :o i r t ' :  \ f i thdrawal  symptoms,
i ' '  . ' , '  r€cei i:r /.rJ\ '1.!. l i-, f:ts:, iott ior several months?
!. .. :., i ' . ,t:, - ., , -:|, :,1'1....1jLi: r u/ithdrawal syndrOme
l.:- ,. . , l l i  .r l, i , i  r, -,. ig:l t ir- '  i i i ige,:s and one is led back
ri. 1 . r.,t lor: :r- 'J.jf inlt ion. Probably a clear definit ion
ci r. , . lJn i i i . ' .r:si.rr:,r r i::. lJs': cirug-induced pertur-
1..r.:. :r i{ csr-ir.t; r::"1::r l i . i .r}sr,i l tssicn merge impercep-
t 'r, ::,r ,1 , '  

'111,r: '1'aL'r.,..t I irr.dividUal, genetiCally
(i jr{ '1}'I.: ' ,J, 111:! !. i :t: rr-C I)at,e:' i t l ; oi brain activity.

.  , i l  1 ,  1 ' . ' : r ' : t  , \  ; : . - " . '

f :  .  .  .  . t i  l t € . .  ; : ' 1 I , 1 ' t -  : t ,  ' , " - '

/r \ : ,  !  ' .  p,",-- ' tr :r :r-t . ;  , ' r f  ,rci inrhoti  cl iscussed above are

t , .  .  . ) r . , .d .  , / .1 .  .  , r , . , .  : t j . , .  r r |  i r r \C{ i i )c  p ro t rao ted  ben-

. . , .  .  . ; ' , i nc  r ,  - , .C I  , . r "  r .  i i i ra , . -O i r l - leS.  
' l ' e t  

anyOne Ob-

i  :  , , .  !  J i r r . . - : .  r  i . i  r c , t - ' r .  i re t :  l r . i t  a i te r  w i thdrawal
( 11,:.  .  i  

^ i l i i  
i , t  1, ,  .  'J i .  ' . '  , { l '  l lersis,telrce of certain

f  ' ,  ' i  -  n5  i i ,  . , . - ' , , , .  .1 .11  ,  r . t r r  : -he :e  may no t  be  " t rue"
' .  .  ;  .  '  

: r rp lo rns ;  never the less

. ' .  l r  .  : '  ,  ' , l . i l a d i e " e p i n e u s e a n d o f -

l ' . ' ,  :  -q ,  t : i  r , . ' , i i ,D ic . i rgs r11 .  i , rs ted  be low are  exam-

I : j ; ' r  ;  . r r r  D- . ' - .  t : ' , r  ' j  1 . - t l ims  tha t  f rom persona l

( . :  :  :r ,( . , :- . : ;  , .  tr '  c:; t i . :  , f  ' l ( . i .  ;  rr lpear to be relat ively
( . .  . - r . t  I  i t ,  r : i  : i ' 7  - .  :  . . : "q , ; .e  ' r ' i thdrawal .  L ln fo r tu -

l . ' .  "  
' i -1' . 'e 11i :  I t : ' :  . l i t i i ]  ar,?i l i lhie on the incidence

i ,  1  ,  ' ,a i i r r i r  r ) '  s t r l r ' ]  r ) ' r ( tp f  l rns  rn  comparab le  pa-

1 i ,  o  f  , ,1  t r  , i { ;  . :  r r , r t .1  r1 , . ,1? :oc l ia .ze l l lnes ,  nor  o f  the i r

,  ' ; , i r .  €  t .nCt ,1 'n ; r .  t r l  ' ) t t ren l t  L : , ,dergo ing  benZOdiaZe-
pr r , '  ,  r l r ro ra . . , r (  h i r , .  i1  :  the- r  any  kqown pred ic t i ve

l . '  ,  r )  i l l r ' : t 1  " . r  r ' r . l  r r : , i . : r , t s  l t r i g h i  b e  e s p e c i a l l y

.  a l  .  . l , i

'  i  : : " ' . 1 "  , :  ,  ) ) '
/  . t , .

'  
: . '  f . i  :

' _  ' '  - t - r : ; ' - :  i

' '  ' f , . 1 . .  
- .  . '

., , !, , v'. . . ' ;\f ' :t l / rnay persist for
t:t r:r:) '- j i t .. ) )tf witltdfawal, yet

, . ,  ' ,  r { \ i i  : . r . ; i r l ,? .1 levels  a l ler  l -2
'  I  :  '? : , , . : ,  r ' . ' ; r  the s low resolu-
. - . ' :r ' i  ' t in,,.s :r, l i i tr i i  the learning
r ; ' r i .  1 i .  l i ic l r  e ; ' lects  have been
r:' ' .. i  :r ' ,. : i  .:rr , ' .- i.-a1", i987). COn-



Protracted /t1 !! i t!;.,

s e q u e n t l ) ' , 1 . , ; , - . . -  r ' i , . : , : ,  . . , .  
"  

- . , ( r  r : ' - . r . i

w i t h d r a w a r ' * r t e n  , t . i ; , , ;  r  f , i , r , .  r  t r "  . r ;  i , r r r .  . ,  ' i t . , . , /  i J

c o p e  w i t h  S t r { ' ! . 1 1 t  .  , , '  : .  : .  (  . , '  ,  l ! - 1 '  ;  
. f  

i : r 1 i  i - y

&  T y r e r ,  l 9 t 8 ;  i l ' r ' ' . .  j .  ' -  ' i , .  .  l i i i  f  ' ,  
[ . - .  .  t  i ' r \ J  i ) \  i y

r equ i r e  rT l on !  f n t : : t h l  l '  l : ; : : : i : : ,  . . : 1 ' . /  s : -  l : eg : i , 1  l f

s t r e s s c o n t r o l  t r :  r i - ' r . - i '  r  t i  r l  i ' , r .  t l - ,  : r ' 1 r 5

bY means 6j  gtr - i ' . ; ,q,1 , " ' :  r : i ' . '  ,  i

H g n c e p e f s i  i ' : t r ' -  f )  |  r ' i r i  r ' -

d r a w a l  d o e s  n c f  r , r !  D ' i ' r , : ,  i  i ,  i ,  -  , " - , . .  r t , . t  , ; f

a n  a n x i e l y  s f  ? t .  :  { . ' 1 ' -  .  '  - - r  "  "  
'  1 1  , . r , . . , r '  r 1  ' -

men t ;  l t  n ' i 3 /  i t . - l -  t . ,  . ; t .  ' , :  
. , . r  .  , , * '  : ,  -  ; \ J .  . r f

learning dgt lcre i ic  y l i l1 l , i . ,  'L  i - r  :1 i ' r ,J  ,  -  r r ' r  Lr .  r !zr l ( l laz, ; -

p ine use.  People ' " , ' i ,no 'a ' r :e ber lzqdi : izeplr . , :s  te rd to

have high rarings 'r- t. l- ' t ai . : . r,\: l tuu l. i.a ( ';olC-

ing,  1989:  G: io ing *  {  : t . r i : ; r . i  1 : ,5. ; '  r . : , . ; tJ" i , ; , -  1 i : . ip ' tc1,
& Brent-Sn,.-rr ! , : l - ' j .  i  ' t t . ' , " " , a

vulnerabtl:t; ' -. 
'; 

. i. : 1
e V O n  \ / l t h j - ' .  . L - , . u - . r  ,  r ; -  t .  . -  - .  . ' , . , - , J
S y n l p t O t l ; i .  i i l t j , ' t : ;  : J '  " , . , . | .  - i  r i  :  r .  ! :  ' r r l t '

gradua l l ) '  r1 . : . . . .  ' '  1 ' '  '  .  !  . ^ r i  . .  - t '  - . . r . t l
( A s h t o n ,  - ! r : - i : ' . - , , . .  - e , .  r r  '  j . i . , .  i : . ,  - ,  ; . , i  - . r l
by  beha ' , io la i  ' - . ' 1 ,  . ,1 iLn i ' .

Depress tc rn  1 ) : r .  .  ' 1 .  , .  "  j . . i  . . . . .  :  t .  i . ; r : t  t i i . l : :d

by  chron i :  i ) i : I l / r  r  i  , . , ' .

1 9 8 1 ) ,  y e r  i i  , t ; o  i  ,  , "  r '  , . ;  ,  i  , '  , ,  r ,  . '  . .

d f a f f  a !  i , r i l n f , - f  1 .  , .  r r  r  O  : :  .  f  i  - r  ,  C

S e V e r €  e n f - r j l , i l  i  I  |  , r i  r  j  . ;  : '  ' r  l : .  , . ,  . , .  : ' , . .

dea  (ASn t t ) r L .  i ' - r r , ,  ; l , l ! ( r  i  :  ,  , ' -  j r i  : r  
. , r  . , J r r  ;  , ; r  1 , i ,  1 . . .

O l a ; t d e a n { i  i , i , :  r  ' . ' , ; 1  '  . . f l ;  ' ' , l l  r ' . r  r r ' : : : i r  t r i i l l s

f o r  pcs tu ' l t n , ' y : 1 ' , ; ' - '  . : 1 r  ,  ' ; 1 , r ,  j ' . .  , l -  ) i ' )  ] i  ] t r  ( t ' 1 , -  - l

d e o l e t i c i l " : ' l ' t " ; l l r l c  '  ' r . ,  ' , , - , ' .  
t ' ,  i r  ) . r i . L  , , , ,  i . : .  t - , . r i -

i ca l l v ,  t h t  . , ? , ' . ) ' : \ ' ,  : ,  ,  ;  r  '  r -  ,  - , i  r . . : . ,  e

i l lne:s ln  . .  c : r  :  ,  :  . :  t
d n r 5 , s .  I i : , , : - :  .  : i  . )
Syn-ll ) i Cil i.t j l , '  . 1

Ousn is fo ' . ' y  f  t ' , .  ,  .  1  , r , -

SeOUer t  y r . ' ; ' l !  , I  l .  .  .  ,

C e : . e  l . : . : : . 1 : - t . '

8  1  , l r t s -  i r  -  1  , : . .  ,

l 9 t l t r  , .  3 '  ,  . '  :  l

t emp t3  t i  r ,  l i l r -  ,  . r  ,
a n :  . s  ' . . i l l  r  r  i  ; .  - l

ma in i n f -  Yn3 i J l t ' ,  1 . i r '  .  . ,

x-rar. C.\T :,.::.; i-.t

s l i g r , l : ; i a ' . . ' r i ,

" r  
: ,

t . ' ,  . r  ,  i i  r \ p t e , ' l  , l  r . "  , r r - 1 1
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r r  t ' r : , ; t r . ,  - r  r l :  n r )S ie . -  ; . / 1  ) t i tC ' '  U ' i t hd faga l  Symp toms

i r  . . , ! \  ' i r  r l t . t i r ' \ ' ,  
' i ; .  

< r l ; g  10  f ; i e { i i ge t i 6n .

r .  . .  l : t : ) r : . i : ,  r .?, ' .  ' . . . '  L l r  i . . .crr  r t i  benzodiazepine usag6:

:  .  ,  r ' / i t l i : r 'e-wir  ' 'owl ' . .  t ro. i l l  c l iazepam l5 mg dai ly  in
'' ' i .rri!-11g1 .:i i.^rrii,,s; ir-it n('tic€d during previous attempts
; i .  ,  i . - r . !  1 i ; : ^ . .  i t .  i i ' r , i r r r i  i r i '  - r a  a1 !e i  f i na l  w i t hd rawa l ,  and

, . , " , ,  , - ' u - i . i i r t , 5 " r ' , - r 6 , .  j . t i l  a c | t i i l q . ) us  I  yea r  l a t e r .  ENT  i n -
i r , . . i i 3 :  ' 1 , ' . . ' r : : . ' : . ,  l ,  a : - . r a  L ,gh - t one  dea fness ;  wea rs

. r . i  , / 1 ,-jeDression; no other with-
i t t ,  , r . ,  , !

. ,: i '., i ern:r.r :!g!'lJ :1. il,-rraiiitn of benzodiazepine usage:

, .  . .  
' r - , , , : , j , ' , . . ,  

i .  . .  .  ' - l :a. r i rnrrr  .zC . i rg ja l iy  Over 4 weeks

. i .  .  ,  l ' )c ' " i  i , .  . r r i  z  : . . : ,  t : , ! ! ( : i : i i .c  tc ; rct iot r ,  which resolved
. '  . '  ; i re ' t .  c , t  t ; r  : r ra. , ; ' - i  \ r i i - , , , - ier i  i i i r t r i tus I  month af ter

r ,  . r  . . . . , r ! rd. t .  I ' l  : ; , i : , : . i ' . . . i .s  idt l r  lEslar ted Uiazepam 20 mg

; i i . ,  '  i i ,  a l lse - , r  ur i , - i ; r i r , r t r l i8 ,  i i i i r , i ( i r j ,  bui  expef ienCed Only

r . , , ,  r  j  j , i L ) r ' - . , . .  i ,  -  . ) . . , - J t i {  w i " l r u r :Wa i  O ie I  O l l e  yea f  1988 -

-rcd ,  - , .  i . . r  , . . ,c .  . . .  . i . l ' ) , : l r ,DlJ i  ' r ' i t i rdrawal  and st i l l

, . , ,  1-t ,  ,  , ,r , i i ra . i , . , . i  rr i t tent. ENT examination
., :  )r  : , . . : ,1. L.: l : ! t i :al  (rynmetrical) high-tone

. ' - . . -, ' '. .i.' ll'=: dr'.;i:r. sta-rted after
, " , :r  !  ' r . ' ' i - , t)  11' '3--c1-t. . , 'aJdej.:r i th nO ef-

i . .' i. rii:a,: j,e..' r{l l-rt:' ;i-rr)-rr oi irerrZOdiaZepine USag€:

, ' ,  " . , '  .  i l ; . ,  " r : ' icr , i  r r ' l ! r i i rs .  i t , r i r l iy  nght-5 ided,  on wi th-
, '  , " t l  , a1 r i l  i  r r . i ; r i , h r ( '  - 1 -  r ny , , r a r r y  i r r  1985 . ' I i nn i t us  con -

/r : r  . ,  i  .  ) ,  r  i : : r ' : )  , - /  ? i  r : ! ,Uise <rf  d iaZepam.

.  ,  :  , . . 1 i r ; , . .  , . ' i  r l  ' , ! - , . .  , ) i . i ; ,  : r r  pS )ChOt fOp iCS ;  i nha le l s

.  . .  .  : ,  : ,1,

,  . . , . i iuS r i  ; . ,r f  I  t  ,r-1' ,r . l . ,r-  i t i  the lclh€rai populat ion

: .  ;  ,  a l , r , ,  , , i  : r r ! r ) .1  iC  O: l rz ( ) ( l iazep ine  USe may

: , ,  .  ' { : . ' r . . , . - .  ' ,  l l '  l r ' r .1 . . ' . - '  " r : i sc  t i le  s . :sp i i ion  tha t
I '  ,  r l ' r  ' '  :  ' i  '  r '  i . ' i  j :1l i  ^. lv Ci lUSe i i .Ct ' lnanent Of

'  '  ' . , ;  . .  , : -  -  I  : r  i r .n r , ige .  Such damage
' -  , .

l .  : . .  - : . . . t ' . : r
T i n n i t u s . ' I ' t l ; t l ' r , : ,  ,  1 r  j r  r . ' ! ' r  . i . l ' , . , r .  i  r  l  r i  : .  i  t , . - , 1 . t  r , .  , .
AzaDi ' l l " -  r r ' :  t r '  .  t , r  '  L ( ' , r j  {  .  ' r  Lr i

c h a r . l c t . : n l , : i  r  i . '  :  I  , r , . . i  
a .  l  j r a t .  r  , , - i i l

u l i ^  l L  us . i r , .  v  t '  . ; .  '  ,  ,

. ,ufi.i1 .,,rgi'1 5"ed a mild degree of
. '  r ,  ' .  ' i  . .  F; ' .  . :Ojta:rr ine USefS, but

, .{- .  :r . ,  I  i .  ,r  l l tcr 5ir16ly (perefa,
tt ; ' :  )  1' ' , ' ; ,  Jr l  ' .ne above patients
, , : l  ;  a l , . ! : i i  l i  :R i iachC: ; .

,  .-r ,1, i-r  . ;r t  , . , ,r l l  cf ' trngi ing, ap6t

. , .  i1 . .  - t : ,  t , f  '  r . : r  e . { l . remi t ieS Or  C i f -
' .  : '  I  - r r t . ; i -  . - . - . ! ; : i l ( ) [  s /n t t r tom o f  ben-

" r . r . { i r ; : .  ra  .  
' i : : . : f l l rp iO l l ' l  

a iSO OCCUfS in

i ' ( . ,rsirr iJ, i ( , i r , j  ;r{JITi nyperventi lat ion.
,  ,  I  l , L r ; , .  , : . : ,  . L  :  t , : i  l l l l , : ; l t O i  t h e  f g s p i f a -

'  . , ) ,  '  i .  i rCc  i i  ' , l , i r . ;  i tn '  [ jOr r iS ,  S tOne,
'  . .  i  i . I  

" - r . r : , , , t O i c l h a t t h e r e s -'  [ , .  , ' t . ,  i  i ' 1 .  . -  : i ]nq : t , . /e  dUr ing  Wi th -
j ' i  .  ' ,  ; : ' t ' , 1 1 i , - 1 r 1  R e S C i U t i O n  O f

'  r :  . .  i  i  ,  , r  i t r ,  , r , "ekr  Of  * i th -
.  r r ' . , : r ry  . r ' r , v l ' r - r ' r  ie . r ,en t , ;  compia in  o f
-" r ' . - :  : l  r  ,  i i :^ ' - ;r , i :  ai fcctrng the f in-

. '  
.  .  , . '  ,  : _ - .  s - - -  i  - . '  - - a - ' .  e  . r f 1 : . - l c i e r i  fO f  mOn thS

( ,  - i  
" ' '  

,  . : ' r :  . . ' ' r , i  s , r ! ,  .s l  i r  , , f , r . iDherai  sensory
: ]- ' ' . ' -"rt0r-t i i lable sensory

i 1/Y(- patients summarizedi , ' : . ' ' , , ,  i  l i l l  t \ ] . 1 : ; l - l {  i  - 1 { - l f : \ r ,
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below 6ypi1t se',r  .r  .  r  :-1 : : '  . . . :- . j ,

a t  a  oenz . )J i '  , ' j i .

o f a i i - e l i , ' , , ' ;
Of f : : '  i  .n  'L l . ;

t io: i ,  at - r-rrr ' . .  t  , .  :

f U n l i l f i 6  O , . , '  l t , . ;  , ,

feel i . ig c, .r  J,, , : : i

ITIII) uc pl'L-rtl i  a, l -.

the burrn- . :  s . - : ,
bly oe psval.i.,! ' ::-,

H. Ashton

(  r  ' :  . ,  '  : 1 .  1  ,  , ' .  . . i . " ,  : . . - , i : ; L ; i r  1 l  j ' 1a lD t t r i . 1S  may  be  ag -

1 . . : '  '  I  i : r ,  '  ) r  I  |  ; 1 1 : . 1 1 1 r  l , . l r " i i i ,  1 9 8 7 )  a n d  m a y

( l ,

(

' . '  { i -  : ,  .  ; r . : r .  , '  , . ! \ ;  l l e  l iZ ,Ja iazep ine  Wi th -
1 . . ' . - , .  ,  i : : -_  r ' r r . r  ' . { , iu : .  r ' . J  i rac i  " i r r i tab le  bowel
i i i  '  :  _ t '  r i r . ' ' '  r t : . i - . , . . : , is" thgfe femains a
,d , ' t  .  i l r , " , : .  . , .  ' ' , r , ; )  : . i . ,T , f r la in  r f f  fOOd in tO l -

. t . - . r . r  - .  r  , , i i , .  i - i - iu i r r , i i c . ;  d is ie f rs ion  wh ich  f i rs t
i  ,  :  .  i  Ji i ; . , :  . : .  r  a t .".-  : i . . , i ,  : ' )  pfotfacted fOf many

cti ,  : , i ,  1 [ , .e(] ' r , , i*  ;  1; i  1r11-rggd i ' : : i t  thev have intestinal

I

I

t

t .
( "

a

\ .
(
i - L

p

( ,
i ; .  "
€ ,
p
S

S (

p i

p

S(

l i ( ; r

f,:' "'-''.1 - rL:iuigies almost always
, , ' r ' . ,  . '  U , , ,  , t r l  , . t . - , , t ; ; ;  = ' ; ; ; ; . ;
. i '  , . i lr. 1 , :r i.rri. i)!: ier1 iurn tO alterna-
' ! r i i ;  , ' ,  '  ' ! t i . ' i l ! . : r , te  .  un(Jf  rg ' - )  var ious fOrmS Of

r  i r ;  ( - r '  r l - i t ' i t , j , . t '  i he  i tn i 'nun f  Sys tem.  NOne Of

,,r i i l '  i .  'v: ;  ,r- i : ,- .1 . l ' ic s,,rp' tol ' t .  al though Lum
, r 'r ,( ]  ' ' '  \  : , t  i r  : ' j .erventi lz.t iOn prOvOkes hista-

r  i . r  . l l . '  , r - .  '  .  l ! r ' . ! ,  , .  l l - i - :  . r . r  c i l l on ic  hyper -

i . . i . . - -  . .  : . '  : l - l . r : : : : , "n i r re  w i thdrawal
r * {- ',. J. ': ' . io:osteroic

: . l , ' r '  ' : , \  ! r .A  . . . i .  i ro r ls  cc l - ,s is t  Of  Smal l

: ,  - . . :  .  r  . .r 'h j :h . :) ie l ' t  a pow-

l r  - :  . ^ .1 '  ! - ' - r . f  iL : i , ,  tE t i :Cm,  1985) .

, - ,  , ,  1  - t r i r :  ,  , ; , ; : l e l \ '  . J i s r r i b u t e d

r r , ' ; 'r 'rs{- r, 'r t lrrf th: i l t ir lerl 'e of f ood intolerance

r '  , t i

B ' l , , ' ; i , : ! , . ' , r i . i 1 . r  t 1 r  i ; , - r 1 2 - 1 , ! i r . ! ' 3 l r i r l e

1 l  ,  i  . ' .  . r i  : '  . : * . t  r - r : .

, :13 r lnc.J i :r  elhance-

i i ' ^ .  { r . i r \BA)  ac t iv i t y
.,1,.  r  r(.  .  r ' , .  .  { . ,  i i "  : i .C brain. The

rir,?.(: tr  , : i  v/ i t i i  specit ic benzo-

- r i . ,  r ' " '  | ' - l \ -FA- receDtor  com-

: , t  I  ( ) ' "1 '  11, ,^r 'es r t  Braestrup,
" tire receptors for

benzodi:, .zet;qn '  ' . .  1'  , ;  , :

Mut  u  r  . ) . t ' . , ,  1 - ' , , , , '
Ie  I r€ . r i ; , t .  i r ' r : , t ] . ,  '  . : .

COI-i i l l lCn leAt -t '  .- ,1

U S U a l l Y  r . f S O l r , l  i i ' .
jerkit ig /ei s!-r,- : i  i  r .  r  i  . l

and  t r ' . ,1  , .  '  . ' , '

Of e . ! i1€ , .1  a : , i . i  r '1 .1

l i r r r o  t u  ,  :

c a n o l c t l r  a : -  :
o f  r h .  " ,  : ,  )  .  "

c u r l f  a r ' ' : r . .  i  :  :
mav ? lso i -c  , ' . :  . . :  .
f es r - t i i  f n t , r '  , .  :
sincr: th-: '; 3r-" i ' '  '  '  s

r . , r l  J .  r r  _ r i , , . i ,  ,  i ' i ! l  : i "  ( iA , jA  is  a  unrversa l

i r  |  . . ) ;  ̂  . :  - i  , , . , ; :  ; . i . . i . , . r , , ,  t l i l c l  a r . i0  rnh ib i tS  the  re_

l e .  = ,  - .  r i ( ( . t r  ' , ! '  r . : : : o : ; t ' r , : t i ' i J i ' s  ( l i e n t o n & R i c k ,

j ,  r  l r  . - '  i r  ' -  : . : ' : r ' . . - : t z ' ' i r 1 l ' 1 - ' s i n c l u d e n o t

, o ;^ .  i . i  [ '  .  ] ! ' ,  :-  13any brain

11317 i , ,g  r ; . . .11 ,  ,  S  I  . ' - , (  ' t  :  r .  : .  ! " :  . ' I  : . -C f  V la l lo l i :e  nOf -

Spor r .  l { )  C l r  l : i , , ; . : , .  , ,  a ' . '  ' ' .  l  '  '  l l r  ' ' '  l l  ' i  ' - : ' - ' i : i l " i l :  (F iaCt 'e ly '  P ie r i ,

t ro l ieq  b \ ,  ,o . , ; i r  j , ,  I -  . ' i , : :1 -  r '  .  i  r ' . ,  - , t ,  -c . r  : ! - f : t t s  o f  benzo-

l T l O n ' , . t 1 )  t J ' i r : 1 r r :  i  , i

? S  l l i " l : t :  r a r  : r l  ' i 1 '  -  r  ,

Cap i .J rc  o i  . - ; .1 ' ,  ' r  I  
-  - '

I O n e U ' 1 I ] !  r l  ' r i - l l

C u i  ' , , . :  ' -

a re  . - ' :  .  , - .  :  ' .  .  '

u s r i  - . : . c  i  l  i .  .

US€l ' i  l l i lV . i  L \ r :  
'

? I l d  -  - ' u r - .  r

I l  , , ' I . r  : _ i  : , - ! : r t 1 t n i , _ i l o1 i  O f  t hese

.  :  t '  :  ' . , ,  , ,  f :  j '  1 ,c  . - t t r t  :o  decreased

.  " ,  r ,  , : .  ,  . ,  . ' , . . i i t ' 1  t r ,  S e p t O - h i p -
' i  -  

.  u . ' : t ! 1 ' l . o 1 l a z e -
() e partic,-l lar



Prolr a< ;t , '  l ' .  ,

c h r o i l i c l : : , r . . . - , . j . ,  ,  :
oCCUr in Crr - '

CreaSeC Srtr:

a b l y ' a s i i  i
decrease l  c .  . , : : .
In  add i t i " . r .  

' . t ,  
i  : ,

tems C- .n t .a  i l r . ;  : . '  ,  1  t

a t o l y  r , : : - ,  i '  : ,  "
t h e l ; e n s i i " ' - , . "  : ,  )  :  ; :
c o m l ) l e \  r \ :  , ' ' i m r " i  i '  i

27

,.s

:-

d
' i .

i -
'  ' r

r l y

i -

, d
. l .

o
n
i ,

1 t

t '  " ,
' . . ;  ' / .  . r j . . :  j .  " - . ^ i , t t | i i ) l  i j ' r i - ,p fons  may re f lec t
: . t  i { j  i  l r ' i r  i : , i :1 , . ' f ;  : }a i ! ' /e . : I t  d i l ' fe fen t  neufo-
,  : :  , i ,  .1 , t , .  . . t .  { , . l . r j !_ r : ! , r : t J  b ,  {sh :on  (1984)  and

', t \  i .c , ,  i  I  , i iqr:  i , : , tertr i : iv ldUai OifferenCeS de-
i !) ,1 .  . i r  so. ' . , : i  I ' i ' ; r 'a.ct. :r ' . r : l ics and susceptibi l i -
:  r ; ; ! i  . . r . . : r  : , r "  v ( 1 .  t r  i  ; ' i i f ! C ' . f l i  t O  S e t  a  d g f i n i t e
'  i :  .  :  i  : .- . : . i r  , . . '1. i . ' \ ' j ia:rge and, thefgfgfe,

1  ,  
-  , , , . . ,  ,  r ' !  l '  '  

. ' , : . i r o l t 1 i ^  i t  g e n e r a l ,  t o l -
t : ' -  r . ' ,  r ,  rrat t : , .  i l f  i reeks, but in SOme

' l i t .  , .  .  r11 , .  f  . ' r  ? :  \ r ; i i i  ( r !  more  (C icero ,  1979) .
.  i ;  i l i .  '  , . . ' . ' . t , . , \ - .  1  r . ; i , . , y i p . q . e  1 n i : t y  S g g g g t l  1 t a

'  1  . - r ; i i , "  .  , .  
.1 ,  

r  i : ; i3 ,  : . - l i . l l f  
' ; -C i , - lS

, .  - !- j  .  . . ,  , : . . i  -  i l ; l . -S l i i f , j . - . jed by benzodiazepines
'  : r31  

' , , . . ' :  .1  .  i  - .  : t l_ r  ,  . - '  y  s {owly  revers ib le .
. . .  l : .  , .  : : , ' , i  , , '  - i r J ' l i r : ,  t . l ' i t r  rnh ib i t  learn ing ,  eS-
t '  , ,1  ' . i  :  ' )  : . i  1 i . . ,  , -o - ' t . . . , ;q  / , i t l .  S t ress  (Gfay ,

,  ,  1 r  - : : j :  . , . .  ,  . r ,1 . ' ,  l i t f  "1 , ,  rco is  o l  use  may expose
r " - ' .  ( . , . . .  , .  i  i :  t . : l t i i : i \  l l :  lJ,c:tJ.! i l . ' r , t ,C cope with
' ,  ,- . ,s ,r t  . j ; r ' . t .  .  r . .  l t l rr , . I . , ! ; :e( i  al ixlety, and may

resu l ts  ln  t ) ' : i r , -  , i j  r  . .  . .
' i ' i l i s  

p h a l  t ,  t , .  t  , , )

evenly ro C'. r  i t ' :  r  ,

p le ,  to le rar ,ca  i , i r  ' .  .  l

a n t i c o n v u i s ; i I r L : , i ;  )

C c c i r , l ' : , , ;

Vary  be ;w je : r  r r r r  . ,  .

i n t r ! r r i ^ , :  - , ' . . : , ' , t
w h i r h  r r e : ,  ,  i
t i c ;  : , : t d  , l i : , - . ,

col l lpl i te i l  l '  ' r  I

r iutrr i ; t  :- l :  - :  -  -
fo r  th t :  h r ._ :  :

P i n e  i t , l : : " '  i :  .  '  
"

t t l  l t i r l rr :r : ,  i , .
c h 1 . { . . . i i ,  r . ' 1 '
glnl ' r ." .1:,  .  , .  '  t .r  .

l a s : t  l c r  r 1 - ,  ,  . .

CeIl t--3t i  Ir :-  1 .r t . :
(C icc , .c , ,  \ , ' , ' " ) :  :

fne '- l ' , t ' ' l ' - ' - '  l

s ( r t s i : i l ' r S - : :  - ' ,  :  '  , .

o f  1 : - :  : . -  , r  .  , ; '  ,

CIUeCi  L i l  u ' - "  : .  ;

o1 l- ' t ; ta:Jl)"" , .  ' . ,

t e r s l r n : t  i i l t . " ' .

i c " ! l r ,  - o  , :
sill.Jr':, 11i-
p , c l . 1 . e  . ) f  l i i t  . :  r , :

t : ibu t i , - r : : .  - r  r i .

6 ; r r  i l - , , .  , , ' : r r r

t l v r :  n r  -  :  r .  .

C i  5 , t t l r ' !  
.  

r

d rav 'a ! .  1 : . r1 r ,  , .  ;

anr i  ! / l i l , - : ;  , .

f . r r  l rL ih , ' i  , : , .

f9','ir s6t';1 1- , .,

stor€' i  l i t t  - , ,  - ,

. 1  S  , . i r :  t .  , .  
- 1 ,

d r a v : r l  : . . :  i  .

t l ; r .  o  t . . . . ' , ' .  , r l  :  I

C f : € ( i . ' ; a ; . ,  ' !

g ( l  l ' ;  . r . ' r  .  ,

b r l t r - - : r  r ' : :

( i ' , r ' i ' )  :  i , r , t

i t t - . , 1 : , . . , i |  i

in , lua ' - , t  ' :  ,  l r :
a : ' r , i  i !  i :  . .  '

I , : - j

r r  - r !  : l r

r l ) :  :

' -(. i ie i l ie stion. Anxiety
un;.: ne\,/ learning has

:t l iulges, which prob-
'  enCcl : : r rous GABA

t , t

,  ' i  , .  .  , t  .  ,  :  ' t  l ,  . r ,_ .  A1 r tc r ; *O l3grga l  dam-
'  :  . .  , t ' i  . ' r i i . l f  i ' i r  : r . , ' l r , : r r  a i f  l i p i d  S o l u b l e ,
r  ' .  : ;  .  -  J  t ' , . .  :  : ' i l  , i l .  t  i m p a i r  c e r e -

. . ' . ; .  ; . .  , .  : :  . . t , , . '  . , : i i i r i : .  s .1 's te rn  func t ion .
: , . r . . , . r .  . :  . . . ,  .  ,  f  t  t i : t ! - t r '  . / e a i a  C O U I d  C . a U S e
| j t , .  ,  : '  ,  ) ' r ' .  . 1 r  L ) : . i  t : ; l l  ( ; ; l f : l l k a g e ,  w h i c h
i , : l  :  . .  .  .  : r  j  :  . ) .  iL i : r r  thanges have

. , r , ._ , i .  i .  I  l -  I  i  i r J1 l j  l , (  in  y1Ung a l -
.  i  r , ;  l .  .  t i r . ; i  I ' i z  i . , ,  i t : u t r e  l t ,  &  J e n s o n ,
i  l I  ,  t r l i . r  .  . r , : - i r i  . r -  - - . i t . l ,  l i i 8  l )  a l though
t i " ' : ; : .  I  ' .  . . , ; : r , , . ,  - t r i : . l o J i a z e p i n e  u s e r s
, '  J '  . .  [ ,  !  

'  
:  

'  
- " , '  : ' ?  i - o t ' c ] i ,  &  j e n n e r ,

- -r1'  ' .  .  r i  .r  -  -_1,.,_ , , . . i  1T,i i .r  f i , l t  b3 Sensit ive
t. ._, , r'. ,. . : i ;:" t. : r. , it _- .-. Slaltdaf dized
, :  .  .  . i  :  . i ,  i t  1 ' r ' - l  : " :  f t i ' . ' t ' g l t  t O  d e t g C t

. .1  l :  ' '  '  ,  . : -1  ' . , i ' l l f r i j  - ; . i ;11 . " !3n t  tha t  InaV pef -
' ' i l  ) .  i :  ! ' 1 :  : 3 I I n ' - i e r s .  I i  f e -

. . j i  . . . t  '  l  . ' l : : i t l  : , t  1 , , : n ? : , : r d i a Z e p i n e

. .  ' . .  ' .  l ' - : , :  i r . r r ;  ; i ; g ! 1 i g  3 _ n d  o t h e r
.  t " t . , : .  : / r , ' . r r  . ; ^ .  , - t . t . , .p :OfnS)  CCUId  fe_
' :  !  ;  , .  . :  .  , ' "  :  ' . .  1 l : r  . ) - l l .  i ; i l 11a9c ,  These
i ' (  ! '  |  . '  i : i t r ( ' - l  b y ' . : e s t a r t i n g

;  i l : . .  \  r . t : : . : ! ' 1 .  f i i ,  l U ! . C \  C f f  b g n Z O d i -
' t ,  i . . '  t ,  i '  '  r ' . - , : , :  r i i : - t- .epine i tcrv re-

) i - .  ,  , '  , !  .  : .  i , " . :

. -  |  -  a ' , ' , i ,  . r t r r  , rnf i r ished

ir i1. !a. .  i iu icoi re in 50 pa-
i : , . 6 ! i  i 7 1 .
{r ! :  a:n1( ( ! :3 i :e i ine drugs:

' v
. t

g

l

.rI



28 H. Ashton

" , , l t  . ,  : . , - , : ; r i : . - r , o f b u s p i r o n e a n d
. rJ. t;!;r,r,.. ,;.' l:-ieia'r/ei 3ympl.Oms. JOar-
,  \ , ) ;  r '  ! . . ' :  ,  /  ! ,  i ; - 1 5 -

.  :  l I  I  : .c ; , . . .  r : i .  ; :epine der ivat ives-
: . ,  .  , ' : , , t . . . .o . . . ,  .  , ) ' . \ , ;  4 io!rv.  t6,  l195-1212.
. , ,  : l  ,  .  I  . ' - . ; , .1 , .  .ompuied axia l  brain to-
:.,r, r):r) ",)f raz,:ilirr-' users- Psychologicat

.  . ' ,  I . .  f  i : r . 'Lr ' rk ,  . \  ,  & Jenson, E.  (19?9).
' :  1ta '  t :  ' ;  i . : t :  iarnz,ge in young males.

. f ' : t .'"J:,r::'es ir ledicine and psy-
- , i .': 'tt: .r1t,;i ::,o::,et-. Of MediCine,t0,

- ' - ) .  ' )  l  ;  l i :  z : f , i n :  r e : : p t o r s :  Dem-
.  |  . i  ,  r - r  i  ,ys. t r ,a.  Scie lce,  lgt ,  849-

i- 
- 

& Ty'r:r. ; .i (198.{). Withdrawal symp-
'  .  . : r ,  ,s : !  r : i l " :  c i r ,zep. i "n l -oncet ,2,1J89.
. r  , )  . r c . , s )  1 ' . r .  asq .pneC fbenzOd iaZep ine

: 'r. ' F.r t ,' , t ,ts.trhopharmacology Of ad-
. '  .  - . . , ,  ' - 1 ) t t ; : r ' .  1  l n i . , . a ) . s ; t ) ,  P ress .

, t  t  l " . t r . . t . , . ' , r ;  - iea;  \ t ierces,1,  457-4&.
r  l l  . : . ,  l ; r . .  :  r - i "  .  h ' r ^ r . , : 49  r v i t hd rawa l

' :':rrt .-f !'crrr ca.e s. Ps/-
, , ,  l ' i :  , r 1 ,

i i  -  i : r :  r  . ' r ' :  ' l r r  :e  l ^  . . . ra i . ;  a t  l -ance l ,  l ,

1  ,  L ) ; :1 ,  n .s ,  1 . r i ^7e^ i1q  d . :pendenCe:  A  re -

7-

d
al
I ,

(2,,

n
t .

r-

j  1 -

' ;  -  |
I  : l

I

f

C ^ . t l r . :  t . : . - . t : . 1  , , , , ,  l r - r " . . : ' 1 r j . . t H h . , r r r c , , , t . ' . V l : h C r a w a l  S y m p t o m s t n n e -
^ . , ^ tO: ' . .  i .  ' .  i - r  1L  - i : ; i . : c f  ,  "1 - . : i .  . -  l :  4 iA teDr :n .  lOUrna l  OJ

G O l C l i r : r .  . . .  , '  '  '  :  ' ' ' '  . '  i .  ' .

G f a . , .  1 . . 4  / r t r r ; ' ) !  r ' 1 .  , I . .  r

2lyr',. lr: .' I
', ' i, tD.' :;. deoendence. Unpub-

1 , .

l  r r r

\ r  . . ,

\ . ; . '

2 ,

,  ,  
" .  r  '  ' .  ' . \ t ' t \  f . i - ; l d , t , l  ' r : ' L d r a w a l  O f

.  ! . . r i  J  .  , \ .  , . r , 1 " , 1  I  1 . 1 0 2 - ) 4 0 6 .
'  :  .  .P  I  

' i  r .  ' .  i j  
- t .  

l  198  I  ) .  Benzod iazep ine

l ,  ,  . : ^ i !  F r - . \ ( - t ' '  - : o t .  I _ , i n e t ,  | ,  5 ? . 0 - 5 2 2 .
'  

"  ' - ,  t . : r i i r i . i i . .  i . t  - i . .  Snyder ,  P .J . ,  &  Schatz ,

.d .  ,  1 r  .  i , ) , rg - t f - - l  iou 'dOSage ad-

!  .  ,  i .a ,  . , ' ; ' ; r_ r re f i l i ca l  loca l i sa-

. l  . ( '  r , .  - i  r ' r , ,  r . ,  , .  : i  i ' i a i . ' . J : { ) u r n i l o J P h a r -

r  - .  
' !  

, t  t  . "  j  ;  |  . ,  - i l : ' - ' 146-
.  - :  t , t  '  . . , :1  r rp : t . i  Z , , . : l tg i l , rnd  de_

I  
'  , i .  . r . :  .  j .  '  . h  J l t r : : :  ' g g ; 1 4 i n 4 t i g 6 ,  S 1 .

v , i .  f t  r ' ? r ,

Haet l ' '  ,  y ' '  ' l r i i  r

I alr 'I:,C'-,1( ' '

n 'qy3 :  l r  u  t .

p ? r i : l : r , "  ! . , i  .

l l r  n ' c r ' , . "  I

H a l l : ' r , ' - ,  '  t :  .

I l r : l l € l l t ,  , j :  ' ,

H e f . r r a . ! n .  i  , . .  " , '
h i ,  j  - , ,1  : r : \  t re

a i i - i  !  t ,  ! . 1

J I .  r l ,  ,  I

K a l e : ,  r .  . , ' r  ,

A  n r - {  - , _ ,  . : . ,

Ladet.  f r '  r  :  : r  .
d ia: : : - , r r  -  ,  .
: r ' t  r ' 1 "  : , . '

[ ] i , . , ' . . . , -

' ' ' !r:r zr:rii l;"etine with-

al r1 Ai;ective Disorders,


