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Abstract
' l -h is  

a r t i c le  re r iew 's  the  pub l ished l i te ra tu re  eva lua t ing
t h e  e f f i c a c v  o f  r i s p e r i d o n e .  T h e  l i t e r a t u r e  i n c l u d e s
three  nru l t i cen ter ,  doub lc -b l ind  s tud ies  tha t  conrparcd
r isper idone.  ha loper ido l ,  and p lacebo,  as  ne l l  as  th ree
c o m p a r i s o n s  o f '  r i s p c r i d o n e  w i t h  a  s t a n d a r d  n e u r o -
lep t ic .  E f f i cac l  o f  r i sper idone is  repor ted ,  hu t  m( )s t
studies involvecl  chronical lv hospi ta l ized pat ients who
were  re la t i ve l l '  re f ' rac t< l11 :  the  response to  s tandard
neurolept ics rvas not robust.  Also,  the reported super i -
r l r i t y  o f  r i sper idone on  negat ive  svnrp tonrs  ma.v  be
ar t i fac tua l ,  s ince  s tandard  neuro lep t ics ,  because o f
ex t rapyranr ida l  s1 'n tp tomst  can mimic  o r  exacerbate
negat ive svmptoms. Final l r , .  r isper idone ma.\ '  have an
a n t i d e p r e s s a n t  e f f e c t .  I t  i s  a s  1 ' e t  u n c l e a r  r v h e t h e r
r isper idone is as ef l 'ect ive as standard neurolepl ics for '
p o s i t i v e  s c h i z o p h r e n i a  s l  n r  p t o m s  i n  n e u r o l e p t i c -
responsi l 'e pat ients.

Schiz,ophrenia Rul let in,  23( l  ) :  155- l  61,  1997.

Th is  a r t i c le  re ' " ' i e rvs  the  puh l ished l i te r i l tu re  to  eva luu tc  thc
evic lcnce for cf f icacv of  r ispe r idone. This issue is a nt i r . jor
c l in ica l  conccrn  i f  r i spcr idone c locs  no t  adequutc l l '  cor t t ro l
p s Y c h o t i c  s v n r p t o m s  i n  n r l n . , ,  s c h i z o p h r c n i l  p a t i e n t s .  I t
a lso concerns rcse archcrs inr , ' r r lvecl  in the c lc ' ,  e lopmcnt of
o ther  nove l  ncuro lep t ics .  Th is  rev iew lbcuscs  on  aspec ts
t r l '  l r r  r r i l l r h l e  r i s p c r i r l r r r r c  : t u r l i e  s  t l r i r l  \ u q g c \ t  c l r u t i t r r r  i n
i t ssunr ing  thc  d rug  to  be  i rs  c f l ' ec t i vc  i rs  s t i rnd l r rd  ne  uro-
lcp t ics  lo r  pos i t i r  c  sch izophren ia  svnrp tonrs .

Placebo-Controlled Comparisons

T h c  l a r q e s t  U . S .  s t L r d r ' ( 3 f t S  p u t i e n t s )  w a s  r c p o r t e d  h y '

Mardc r  anc l  Me i t r ach  (  l ( ) t ) . 1 )  i r nd  shou ,ed  t hc  e f ' t i cacv  o f

r i spe r i donc  t o  l ' r e  a t  l e  as t  t ha t  o f  ha lopc r rdo l .  F {o rvcve r .
t he re  l r c  so lnc  i nc l i ca t i r - r ns  t ha t  t he  r csu l t s  m i i t h t  no t  accu -

r a t c l v  r e f l c c t  t h c '  c f f e c t  o l '  r i s p c r i d r - r n c  i n  n c u r o l c p t i c -

respons i ve  pa t i cn t s  r ' , ' i t h  sch  i zop f i  r cn  i l r .

Thc s t ronge s t  inc l ic l t ion u  r rs  thc  n l r rg in ; r l  hcr tc f i t  l ' r r rnr

h  a  lope r i t l t i l .  A  l  t  hou gh l t l t  lo l . rc  r i t lo  l -p  l i rcc t ro  cr r  t t ip l t  r i : t t t ts' t ' -  
" ' ' ' '  " ' 1  " '  \

o f ' t c n  u ' c r e  s t u t i s t i c a l l r  s i g n i l ' i c l n t .  t h c  s i g n i t i c u n c c  *  r r s  , h n O
c i t uscd  p r r i r l n r i l v  h r  t hc  s i zc  i r t ' t hc  s r t n t I l c .  t t o t  I ' r l  l t  r t t l r t t : [  

|  \ )
I t . t l opc r i r l o l  c l l r e t .  Fo r  u t r r t r t p l c .  t hc  n r c i i n  sc ( ) r c  o l  t i t c  l l t r c l  /  * h t
P s v c h i l t r i c  t t l t i n g  S e  i t l c  ( R P 1 1 S :  O r  c n t l l  l t t d  ( i o r l u r n r  / $ "  t ^ !

l (X r l )  l o r  p i r t i c r t t s  on  l t ; r l r r pe r i t i t r l  wus  5J . { r  l r t  t . r i r s c l i nu  l r n t l J  " , \ i t

5 l . l  i r t  c n d p o i n t .  r r  n t c ; t n  c l t ; u t g c  o l  r r t l r  - l  - l  T l l s  r c s u l l  
-  
/

u . ' a s  s i q n i f  i c a n t l r  d i l ' 1 ' c r c n t  s t i r t i s t i c u l l r  l ' r o r l  l h l t  o f  t h e

p luccho p i t t rc r t ts .  w 'hosc I IPRS sc( ) rcs  i t tc t .cuscr l  l . ( )  pr r i l t t :

on  ave  n rqe :  hu t  t h i s  c l l r r t qc  i s  c l ca r l r  r r f  nu r rq rna l  c l i l r i c . r l

s i gn i f l cancc .  Thc  san rc  conc lL r s i on  i r  l r f r pa rcn t  l l ' o rn  o the r

r u t i n q s :  f o r  c x u n r p l e .  l l  p c r c e n t  o 1 ' p r t t i e n t s  o n  p l u c c h c r

imp rovc 'd  a t  l c l s t  l 0  pc rcen t  on  t hc  Pos i t i ve  un t l  N r ' gu t i vc

SVndr0 rnc  Scu l c  I pANSS:  K t i l  c t  i r l .  l ( ) , \ l ) .  c t r r r . r p l r cd  $ r t h

.30  pc rce  n t  on  h i t l op r ' r i r i o l .  S in r i l u r l r .  i r t t p r , ' r r  c r . t t cn t  t r t t  t hc

K l r r c  c t  a l .  ( l ( ) f i f i )  c r i t c r i l  130  pc rccn l  r e i l uc t i t r r r  i n  RPRS

sco re  a r t d  c i t he r  p ( ) s t t r e i r t n r cn t  ( ' l i r r i cu I  ( j l o l r l r l  I n t1 . x ' css io t t

[ ( 'G I :  { - i u r '  1 ( )7 ( r l  s c l l c  s  n r i l d  o r  [ ]PRS s .3 -5 loccu r re ' d  i t t

l l  pc r ccn t  o f  pu t i e  n t s  o r t  p l i t c ch t t  unc l  l l  pc f ce  n t  o f  p i r t r en t s

on  ha lopc r i do l .  N ' { o191 ) r ' c r ,  t hc  c r  i dcncc  o t '  hu lopc r i do l ' s

e f f i cacv  w 'as  no t  appa re  n t  un t i l  p l t i c r t t s  huc l  hc :e  n  on  t he  I
d rug  l i - r r  I  mon th :  be  l ' o r c  duv  J0 .  pu t i e  t i t s  on  h i t l opc r i c l o l  , l /
i r c t u a l l i ' u ' e r e  d o i n g  r v o r s c  t h i t n  p u f i c n f s  o r r  p l a c c h r r  7 .
Rc lu t cd l r .  t hcsc  pa t i cn t s  huc i  hccn  hosp i t a l i z c i l  r t r t  uvcn rF

of  l t )  * ,ccks l rc t i - r rc  cn l r r  i r r to  thc  s tLrdr ' :  thus.  i rs  a  gr ( )up.

t hcv  u ' c re  r c l i r t i v c l i  ch ron i c  u r r t i  r c t r ac to r ) ' .

M l rdc r  a r rd  l t l c i h l ch  (  l ( ) ( ) - [ )  r r n r r l r  z c t l  r e  sL r l t s .  s t n r t i f  r ' -

i nc  b r '  l cng th  o t '  hosp i t r r l r za t i on .  l nc l  f ' ou r t c l  t h l r l  l r a l ope  r i do l

w  us  bc t t e r  t han  p lacc l . r o  on l ) '  i r t  p r r t i e  r t t s  hosp i t l t l i z cc l  l c ss

than  I  r r on lh .  ( , . \  pa t i c r r t  hosp i t l l i zec l  n ro rc  t h l r n  I  n ron th .  i r t

gcnc ra l .  wou l c l  ha r  c  hce :n  t r c i r t cc l  w  i t h  s t l nd l r c l  r t e  u ro l cp -

t i c s .  t hus  w 'oL r l d  hc ' r e l l t i v c l v  r e fn r c to r r . ) l ' h c  uL r tho rs  do  r t o t

r cpo r t  u ,ha t  pc rccn tagc  o f  t hc i r  p r t i cn t s  
" r ' e re  

hosp i t a l r z t ' d

l css  t han  I  mon th .  hL r t  i t  mus t  h r vc  t r ccn  u  r r - ' l l r t i ve l r  snu r l l

p ropo r t i t - r r r  q i r  cn  t hc  n r cun  dun r t i on  o f  ho :p i t l l i z -e t i on .  i nd i -

R u p r i n l  I r q u r \ ( \  : h r , r r  l r l  h t  ' t  r t l  l r r  [ . ) t  I  \  \ 1  l r l t c s .  l ) r r  r h r t -

p h i t r r r l t e r r l o g r  R c s r : r r r c h  r \ r s o c i l r t i n t t  r r l  P r i n e e t o t t .  / r { ) l  [ - 1 t i r t g  S t . . 5 u i l u

, ' \ -  I  l .  P r i r r t c l o n .  \ J  { ) s - i - 1 1  }

.  ( ) r C r ; l l l  ; l t l d  ( r ( ) r l l : i l l l  , \ \ J  ! . L z

, r rs  5J . { r  ; r l  l r . r re  l i r r r .  ; r r r t l J " , t t *Z
r  r f  1 r 1 1 l r  . l  . l  T l r  i s  r c  s u  l t  

-  
/
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c l i t ing t l l r t  t l tc  n l l l l ( ) r i t \  0 l  pat icnts  \ \ ' c r t )  not  rcspt r t ts t r  c  t t l

ha lope r i t l o l .  I n  ac ld i t i on .  t hc  uu th ( ) r s  r cpo r t cc l  t hc  c f f ec t  t t f

on l r  t hc  ( r  n rg  c l o : c  t l t  r i spe r i done  t t n  p l r t i cn t s  hosp i t a l i zed

less  t ha t t  I  t t t o t t t l t .  f hc ' n ' l l l so  rep t t r t cd  on l v  t he  t o ta l  PANSS

scorc .  th t rs  nr l rk ing i t  i rnposs ib le  t t ' r  knorv  \ \ 'h ich sv i -nptoms

in rp rovcd  i n  t t r i s  n r ( ) r c  i t cu t c  su l ' r san rp le . - f he rc fo re .  t he

cf l ' r rc t  o f  r ispcr ids1g i )11 ncuroIcpt ic - rcspot ts i r  c .  sv t t tp t r lms

rcnra ins ur rc lc l r r .

C -ho r r i nu r t l  c t  u l .  (  l ( ) ( ) , 1 )  f cp l ' r r 1g ,1  a  s im i l a r  n tu l t i c cn te r

Ca r rad ian  s tudv  i r r ' . ' o l v i nq  l - i 5  i np l t i cn t s  l t  s i r  s i t c s .  Ag r tn .

t hc rc  u ' l s  i t l p r css i r  e  cv i dencc  t ha t  r i spc r i done  was  su [ )e -

r i o r  l r r  p l ; r e c h r r  l r n d .  i n  \ ( r l l l r ' c o 1 1 1 p ' , r i s o n s .  \ u P c r i ( ) r  t o

hu lopcr ido l .  Thc pro l ' r lc r t ts  i 'u ' i th  i t t tc rpret in ,q  th is  s tuc l l '  a re

thc sanre ; rs  tor  thc  L . l .S.  s tuc l r ' :  thc  pat icnts  \ \ 'e re  i r  chr t - rn ic .

r c l a t i v c l v  r c fn r c {o r r  g roup  , ' , " ho  had  hccn  hosp i t a l i zed  an

averagc of '  I  vcars  hefore thc  r is l tc r idor te  t r ia l .  Again .  the

c v i d e n c e  l ' o I  c l f i c a c v  o f  h i r l o p e r i d o l  u ' a s  n o t  r o b u s t .

Th i r t c -e  n  o t ' t hc  I I  p i t t i en t s  on  hu lope  r i c l o l  t e rn r i na ted  t he i r

p r r r t i c i p r t i o n  i n  t h c  s t u d r  e r t r l r .  l l  h c c a t t s c  o f  a n  i n s u f t ' i -

c i e :n t  r csponse  t o  rned i cu t i o t r  ( 10  n rg  o l '  hu lopc r i do l ) .  Thus ,

on l r  S  p l t i e  n t s  o r r  ha lopc r i do l  f i n i shcc l  t hc  t r i u l .  I t  t hc r c fo r c

is  not  e lc l r r  t l l t t  l l tc  p l t t ic r t ls  r i ' l t t - r  i r t tpr t t t ' cc l  \ \ ' c re  res[ l ( lnd inu

to  i r  ncu ro lep t i c  c l 1 ' cc t  r r f  r i spc r l c l o r t c .

I Jo r i son  e t  i r i .  ( l (X ) l )  r cpo r t cc l  r cs r t l t s  o t ' i t  c l ouh l c - -h l i nd

stuc lv  cor r r  ; r ; rp i11q r ispc r ic lone.  h l l t i l . rer ido l .  ur rc l  p laccbo i r t

i6  sch iz .ophrcr r iu  f  u t ic r t ts  in  u  \ ' t tc r l l ts  r \ l l ' i t i rs  (VA)  hospi -

t l r l .  , , \ppurcnt l r ' .  thcsc pat ic t t ls  l t l so  nr : rc  chr t t l l i c  (a l thot r r lh

r i L r ra t i o t t  o f  h r r s l - r i t ; t l i zu t i o t t  i s  t t t t t  spcc i f i c c l ) :  t h t '  l * ' 0 f i l { I e

dun r t i r t n  o f  i l l ness  n t t t gc r l  i r on i  l 0  t o  l 7  \ ' e l t r s .  Rcsponse  t o

p r i o r  n c u r o l c p t i e  r n c c l i c u t i r i l t  \ \ ' l s  1 1 ( ) t  s l t c c i l ' i e d . ' l - h c s e

I ru tho r r  r cp t r r t c r l  i n rp r css i r  e  r cs r r l t s  dc t ro i t s t n i t i ng  c f f  i c l r c r

t i r i '  r i :Pc r i t l o r r t '  t ' o r i r l t ; . r r c t l  r i  i t h  p l 11gg [ ro  l t r t c l  u r  i t l e  t t c c  t l l '

supc r i o i i t v  e { )n r J ) i r r e  r l  u  i t l r  h l r l opc r i do l .  I l , r r i  c vc f .  o t t l r  i  o f

l J  p ; r t i c t t t s  on  h ; r l op t r i t l , ' l  i t t t [ r r t , r ' c t l  r r l  l c l t r t  j o  1 ' ' i l pL ' . t 1 ,  t , a

i hc  [ ] l ' l {S ,  , \ l s l .  l r t  l r r r sc l i nc .  t hc  r i spe  r i t { onc  1 t ; t t i c r t t s  r i  e r r c

i ' r r t c c i  us  n r t r r . c  i n r | 11 i y . t 1  c rn  t l r e  C ' (11 . . \ l t hough  c l l hon t t c  s tu -

t i s t i c l r l  r l l r r r i l ' r t l l r l i r l ns  t r t  sue  l t  a  sn i i r l l  : i t t ' np l c  n tav  bc  t l l '

q u r : s t i o n u l r l c  r  u l i r l i t r .  t h e  i r u t h ( ) r s  p r t i b l i h l v  s h t t u l t l  l u n ' e

r r sc t l  l r  co r : i r i l r i r ec  l r r u i l r  s i s  { ) r  \ l n i t i l i cd  p l t i e r t t s  h t '  [ ' r asc l i nc

r , r t i n q s  t o  r l e  l c r ; r t i n c  \ \  h c t h c r  t h i s  h a s c l i r t c  t l i f ' l t r c r t c c

I r ccou i t t c t l  l i r r  so r r t c  o l '  t l i c  c r  i t l e  ncc  o l '  c f i i cuc r  l u t c l  t he

rcpo r te t l  sL rpc r i o r i t r  t r 1  r i s l - r c r i do t t c .

O n c  p r o l r l c r t t  i i ' i t l r  b o t h  t h c  i i t r g c  L l . S .  l r r c l  t l t c
( ' , r n ; r r l i l r n  r l r r r l r . '  i r t r  o l r  c s  t h c  c n t p h l r s i s  t r t t  t h c  t o t r t l  P , \ N S S

s c ( ) r c  l r .  t l t e  [ ] r i n t ; l r v  e t f  i e l r e t  n t c i t s L l r e .  I h i s  n t c l t . t . t r e  ( l t s

i r t t e  n r l u t l  )  t o r ' r r . ' u s  n t r ) r c  ( ) r )  n c , J , l t i r  e  : t  n t P t r ) n l \  t h l r n  t h c

I J P I t S .  I l r c  r r r t r r c  s t u r r r l l r f r l  s e u l r r .  S i r r e c  l l r l t , p c r i t l o l  c i r n

r t t i t t t r L '  L ) i  L \ l i r ' t  l ' l r ; r l t '  i ' t  t l . t i t t  t i c { ; r t i r .  \ \  i l t [ ) l r ) t l l s  ( e  . S  .

l ( ,  c r t t ; r p r  r . r t t t i , . l ; t l  : r  t r i p t o t T t :  i l ' l ) S l t  s L t ' - ' i t  t t '  l t k i r t c s r l t ) .  i t  r t t l t ' , . '
.fi
l \  l . r ' 1 , r . ' , - i i t t r ' t l  i i l r l  t t c L t r l l r ' [ r I t c r  t l i l r t  t l o  t ] ( ] t  c i t u \ u  [ : P S  n t a v

s u u l u .  l i r t i l l c i t r : . r l i r .  l t i  i i l t r  t  s r r p e  r i r r r  t r t t t P - ' r e  l t r r f  r c  c t l i c u c r .

I r t  ; r t i r l l l i i , t t .  i ' r i l t i  , r t \ i i :  r ) i r  t h v  I ) , \ \ s s  , ; l  t h t  U P R S

J.A .  l v la t tes

i r rc lLrc lc rat ings of  se v 'cral  arcas c l f  psvcht-rputhologv, not just

tvpic:al  schizophrenia sr , ' rnptonts.  To evalu; t te speci f ical lv
whether r isper idone is having an ant ipsvchot ic ef fect .  onc
could look at  rat ings of  spcci f ic  i tcnts.  L inclcnntave r  (  I994)
had access to data f rorn al l  thrce of  the above studies and
independent ly reported analvses hv i tem. The resul ts indi-
ca te  s ta t i s t i ca l l v  s ign i f i can t  a l le " ' ia t ion  o f  pos i t i ve  svmp-
tonrs hy hoth haloper idol  and r ispe r ic lonc,  but improvement
i n  n e g a t i v e  s v m p t o m s  o n l y  w ' i t h  r i s p e r i d o n e .  H o r v e v c r .
rcsul ts are not presented in de tai l :  for  examplc.  only s igni f i -
c lncc lcvcls are presented. not rat ing scale data or the t t l ta l
popLr l l t ion s izes.  Thus. the same rescn'at ions noted previ-
ous lv  app ly :  spec i f i ca l l l ' ,  s ta t i s t i ca l  s ign i f i cance does  no t
nccessar i lv  implv that  e i ther haloper idol  or  r isper idone was

of morc than nrarginal  c l in ical  benef i t .

Comparisons Without Placebo

Three  s tuc l i es  compared  r i spe r i done  and  I  s t anda rd  neu -

rs lcpt ic  'nv i th t ' iu t  i r  p l i rccbo -qroup.  These s tud ies cer ta in lv

rurc  r r ' l cvant  but ,  t rccausc thcv had no p laccbo group.  the l '

can  neve r  bc  t o ta l l l ' conv inc inq  i n  c l cn tons t ra t i ng  e f f i cacv

( L c h e r  l ( ) ( ) l ) .

l v l i i l l e  r - S p r r h n  e t  a l .  (  l t ) 9 1 )  l n c l  P c u s k e n s  ( 1 9 9 5 )

rcpor ted a compi r r ison t - r f  f i r 'e  doses of  r isper idone (  l .  .1 .

, q .  l l ,  and  l 6  rng )  r v i t h  ha lope r i do l  ( 10  n rg )  i n  a  t o ta l  o f

1 . 3 6 1  c h r o n i c  s c h i z o p h r e n i a  p a t i e n t s  f r o t n  1 5  c o u n t r i e s

lv i th  a  "1-nronth nrec l ian dLrra t ion o f  the cur rent  hospi ta l -

i za t i on .  As  i n  t hc  p l accbo -con t ro l l cd  s tud ies .  t he  f i ene f i -

c i u l  c f f e c t  o f  h a l o o e r i d o l  u ' a s  n o t  r o b t t s t . ' l - h e  m e a n

in rp roven rcn t  i n  t he  ha lopc r i do l  pa t i cn t s  on  t hc  PANSS-

d c r i v e d  I I P R S  \ \ : i l s  o n l v  8 . I  p o i n t s  { s t a n d a r d  d e v i a t i o n

I S I ) l  =  ( ) . l i ] :  n r c r n  [ r i t s c : l i n e  I ] P R S  s c o r c  =  . 1 8 . 1 ) .  c o n t -

p r r r cc l  u ' i t h  i n rp r ( ) \ ' e  n r cn t  i r on r  I  mq  o t '  r i spc r i donc  (a  dosc

; i ssun rcd  t o  b r r  suhop t i r na l )o f  6 .7  po in t s  (SD  =  ( ) . 1 i 7 ;  d i f -

f c r e r r c c  n o t  s t a t i s t i c u l l v  s i t n i f i c l n t ) .  I n  t h i s  s t L r d v .

ha lope  r i do l  ' u l ' as  s i gn i f i can t l v  hc t t e r  t han  I  r ns  o f  r i spe r i -

cJonc on sonre nre i ls l r rcs  (c : .g . .  t3PRS thought  d is turbance.

I ' A N S S  p o s i t i " ' e  s u i r s c a l c .  i i n c l  C G I  )  h u t  n o t  t t t t  o t h e  r s

( t o ta l  PANSS lnd  t o ta l  RPRS) .  Th i s  resu l t  aga in  suggcs t s

th l r t  thc  group \ \ 'as  rc la t ivc l r  rc f r lc tor t ' .  Factors  that  nr lke

th i s  s tuc l v  d i ( ' f  i cu l t  t o  i n t c rp rc t .  pa r t i cu l r t r l r  t hc  p ro t r l c rn -

l t i c  c l ' i ce t  o t  p r i t t r  l t t c r l i c r t t i t ' r t  ( u ' 8 . . J7 ' r  o f  1 - ra t i c t t t : ' n r , ' c r c
o r r  r l cpo t  ncu ro l cp t i cs  : ho r t l , r  l r c t ' t t r e  t hc  s tu ( l \ ' )  and  t he

i r i udc t l L r i t t c ' l r  dese r i hc i l  p . r t i c t t t  popu l l t t i on "  i l r e  r cv i c r r , ' cd

b r  . f o l t ns r r r r  r r r r d  Joh t t so t t  (  l 9 ( )5 ) .
' [ ' h i s  

s t u d r '  ( l v l r i l l c ' r - S p r r h n  e  t  a l .  l ( ] ( ) l )  s p c c i f i c l l l r '

commcn ts  on  cv i r l cncc  t h l t  r i r pc r i r , l o i t u  r l i gh t  bc  p i t r t t cu -

l l r l r  he  nc f i c i a l  i r r  p l t r cn t s  u , i l h  h i gh  l * ' c l s  o f  de  p rcss ion  o r

a r t r i c t y .  T l t c  s l n r p l c  \ \ ' l r s  c l i r , i d c d  h l ' h i s h  i t n c l  l o * ' l c v c l s  o t

i r n r i c t l r l e  p r css ion .  r t nd  r i spc r i donc  \ \ ' i l s  sh r ,w  n  t o  h t r  n to r c

hc lp t ' r i l  i n  t hc  i r i qh  r r t t r i c t r  ' ' t l t 1 - t 1 -g5 , r i on  : t t t . g r i r i 11 - r .  ( .  oD-



l \  1 i t , t  '  r  u r  '  r r i

v e r s r ' l i .  l h c  f i n a l  r c p t r r t  o f  t h i s  s t L r d r ,  1 l ' c u - s k e  n s  l 9 ( ) . 5  )
show,cd  no  s i gn ihcan t  i n te rg rou l t  d r { ' l c r c r r ccs  on  t hc  a r r x r -
c t v /dcp ress ion  c Ius t c r  sc ( ) re  .

F ina l l t ' .  a l t hough  l l r qc  sa r l p l cs  a r c  gc r r c r l l l r , '  p re l ' e r -
a b l c .  a  s a n r p l e  o l - t h i s  s i z e  ( 1 , 3 6 1  p a t i c n r s )  a l l o r v e d  l t - r r
s ta t i s t i ca l  s i cn i f i cance  r . r ' i t h  a  r c l l t i v c l y '  s r l a l l  mcd i ca t i on
ef fect  such as the dccreascs in  the to ta l  BPRS score on
I  nrg and l ( i  mg of  r isper idone ( ( r .7  and 9.7  po in ts ,  respcc-
t i ve l y ) .  Th i s  d i f f e r cncc  * ' r s  s ta r i s r i ca l l v  s i gn i f i can t .  bu t  a
d i f f e r cnce  o f  on l y  3  po in t s  has  que  s t i on l rh l e  c l i n i ca l  s i gn i f -
icance .

I n  a n o t h e r  s t u d y , .  C l a L r s  e t  a l .  (  l ( ) 9 1 )  r t n d o m l v  a s -
s i gned  4 ,1  sch i zoph ren iu  pa t i cn t s  t o  ha lope r i do l  o r  r i spc r i -
donc .  Th i s  s tud r ,  i l l so  i nvo l ved  a  ch ron i c  and  re f rac to r v
p o p u l a t i o n ;  r a t i n g  s c o r c s  c l n  h a l o p c r i d o l  s h o ' u v c d  n t - r
i m p r o v e n t e n t  c o n r p a r e d  * , i t h  l r a s e l i n c .  S u p e r i o r  b e n e f i t
w a s  f o u n d  f o r  r i s p c r i d o n e .  b u t  t h e  r i s p c r i d o n e  g r o u p
s c o r e d  s i s n i l ' i c a n t l v  r v o r s e  { l t  h a s c l i n c  t h a n  d i d  t h c
ha lope r i do l  g roup .  and  changc  sco res  ' , v c re  used  i n  t he
ana l yscs .  Ra t i ngs  a t  t he  cnd  o f  t hc  s tudy  wc rc  bas i ca l l v  t hc
same  fo r  ha lope r i do l  and  r i spc r i done .  and  t he  s i { r n i f t can t
d i f f e rence  on  change  sco res  \ \ , i l s  c i l uscd  s t r i c t l v  hv  t hc
r i spc r i done  pa t i en t s '  h i ghe  r  sco rcs  a t  hasc l i nc .  Th i s  s tudv
a l so  used  t he  PANSS sca l c ,  and  t he  sup rc r i o r i t v  o l '  r i spc r i -
done  was  no t  c l ca r l v  duc  t o  i n tpn r . , , cmcn t  i n  pos i t i ve  sch i z -
ophren ic  symptoms.

H t i ybe rg  c t  a l .  ( 1993 )  randomlv  ass igncd  107  pa r i cn t s
a t  l 8  s i t es  t o  r i spc r i done  (up  t o  l - 5  mg /da r , Imc ln  =  f i . , 5
mg/day] )  or  perphenaz ine (up to  . lE  nrgdav Inrcan = 2E
mg day ] ) .  Resu l t s  sho r . ved  _eene ra l l y  equ i v ' a l cn t  bene f i t
w i th  some ev ide nce of  r isper idone super ior i ty  on negat iv 'e
symp toms  and  hos t i l i t y .  Howcve r ,  t he  s rna l l  nun rbe r  o f
pat ients  per  s i te  and the lack o f  a  p lacebo qroup increasc
the  r i s k  o f  Type  I l  e r ro r  ( i . e . ,  f a i l i ng  t o  f i nd  d i f f e r cnces  rha r
do in  fac t  ex is t ) .  A lso suggcst ing a  T1 'pc I l  e r ror ,  s ign i f i -
cant  d i f fercnces wcre not  found in  EPS hct ' , r , ,ee n  r isper i -
done  and  pe rphenaz ine  r l r  i n  t hc  use  o f  a l r t i pa rk i nson ian
drugs.

Other Relevant Srudies

K l i e s e r  e t  a l .  ( 1 9 9 - 5 )  r a n d o m l v  a s s i g n e f l  - 5 9  p a r i e n t s  t o
r isper idone (4 mg).  r ispcr idone (8 nrg).  or  c lozapine (400
mg/day).  Ef f icacy was equivalcnt  in al l  eroups; however.
because there  was no  p laccbo group,  th is  cor r rpar ison  is
d i f f i cu l t  to  in te rpre t .  A lso .  12  o f  the  3( )  p l t ie  n ts  on  r i sper i -
done u ' i thdrew f ronr  thc  s tudv  be f r t re  conrp lc t ing  thc  fu l l
2 l l  da i , ' s .  F ina l l y .  in rp ror /cn tcn t  w i l s  r . ro t  m l r rkcd  in  any
g r o u p ;  t h e  m e a n  c h a n g e  i n  B P R S  s c o r c  w , i t s  o n l y  l l . ' l
( f rom a  base l ine  mean o f  ,52 .6)  in  the  .g -mg r isper idone
g r o u p  ( a l t h o u g h  i m p r o r , , e n r e n t  o n  4  * g  o f  r i s p e r i d o n e
averaged 16 .8) .

r \  s t L i d . r  h r  i \ l r t r t l t l r i  c t  l t l .  l l t i l t i l  l p t y r t ' i 1  ( ) r i  l r . r i t i  r i i :
w i t h  p r c d o r l i t t i t n t l t '  t i c t l r t t \  r  \ \  n t [ r l ( ) r ] l \ .  I h u s .  l t  t i i r i . .  J t . I

s p c a k  t o  t l r r '  i s s u c  t , I  c f ' f  i r - - i r c r  l r ' r  l r l r . r t i r r q  1 i , ' r r l i r r  : \  i t r i ' , ,

t ( ) t T l s .  F i n i t l l t .  D w ' i q h t  e t  i t l .  ( l ( ) ( ) - l )  : r r t t l  S . r 1 . r t o r  i e  1 l r ) ' r i  1
r e p o r t c ' c l  t h a t  r i s p c r i d o n e  p r e e i p i t , r t c d  ( ) r  c \ u c u r i r , r t , , 1
r n a n i a  i n  a  t o l u l  o 1 ' t  s c h i z o l r { ' l c c t i v c  o r  b i l r o l ; i r  [ ] . i i t (  n i s .
aga in  sugges t i ng  an  i l n t i dcp rcss i l n t  c l f ec t .

l o  s t a n d a r d  n c u r o l c p t i c s .  a l t h o u q h  t h l r l  d c { r c c  o l  l ' r r i r r r
r espnns i veness  has  r ro t  bee  n  spc i - i l i e  d  i n  n tos t  : t u t i i c s

T h e  p l a c e b o - c o n t r o l l c d  r i s p c r i d o n c  s l r r c l i c s  u s e c l  t l r . '
c r i t e r i a  o f  2 0  p e  r c c n l  i n r p r o r  c r n c n t  o n  t h c  R P R S  r o  i r r r i i -
c i t t c  i m p r o v c r l c l r t .  [ ' r a s c d  o n  t h c  K i u t L ]  c t  t r l .  (  l ( ) \ \  )
c r i t c r i a ,  l l o w c ' r ' e  r .  t h c  K a n c  e t  l r l .  (  l ( ) f i f i )  c r i t c l i ; i  s . ' r c

dcvc : l opcc l  f o r  t hc  s tuc i v  o f  c l oz lp i l t e  i r t  r c t ' n r c t t r r )  s t ' l r  i z ,  ' -

p h r e n i a  p a l i c n t s .  a r t d  t h c v  u ' c r c  i n t e n c l c d  t o  s h o u  s l i g l t t
imp rove  n t cn t .  t r ccause  cvcn  l r  sn l r l l  ( 10 ' r  )  i r l p rovc l l t c l t l
m i g h t  h e  s i g n i l l c l n t  i n  c h r o n i c .  r c l n r c t o r v  p u t i c n t s .  [ : ; r r l i e  r
s tud ies  su { :ges t  t l t i r t  t t c t t r o l e  p t i c - r csp , rns i vc  [ r l r t i c r r t :  u  o r r l r l

be  expec ted  t o  i n rp rove  n tuch  t n ( ) re  t h l r n  l 0  pc recn t  on  r i r u

B P R S .

I t  i s  bcvond  the  scop r r  o f  t h i s  a r t i c l c  t o  r c r  i c r i '  r ' o l n -
p rehens i ve l y  a l l  p r i o r  s tud i cs  o f  BPRS chungcs  i n  sch i z , ' -
ph ren ia  pa t i en t s  t r k i ns  ncu ro lep t i cs :  [ { ec l l und  unc l  V i t , u ' r q
(  l ( ) , q0 )  i c l cn t i f i cd  mr r r c  t h l i n  l 0O  such  s tL r c l i c s .  h t r l  ne  i t l i e  r
t h e y  r t o r  o t h c r  a u t h o r s  h a v c -  s u r l n l r r i z c c l  n r c l u t  I l l ' l l S
i n tp rovcn ren t  sco rcs  ( . f ohn  Ov 'e ra I l .  pe rson l r I  co111111un Ic i i -
t i on .  Fch ru r r r v  l t ) ( ) ( r ) . 1  l l r . , r .  c r ' . ' r .  e  \  cn  i r  ! u r \ ( r r \  f r , \  i t ' \ \
r r r . r /  se lec t i ng  f o r  s tud res  w , i t h  unusL ra l l v  l u rgc  dn rg  c t ' 1cc t s
s u g g e s t s  t h a t  i m p r o \ / e m e n t  h i l s  g e n e n r l l r  h c c r r  r l u e h
g rea te r  t han  t ha t  r cpo r te  d  f o r  ha lope  r i do l  o r  r i spc r i donc  rn
the  r i spe r i done  s tud ies .  Fo r  c ran rp l c .  Tu l i son  c t  l l ,  ( l ( , , \ - l )

r P a r c n t h e  l i c u l l _ r .  D r .  O v c r a l l  i n t l i c l r l c c i  t h l r t  t h c  i  e  r s i o n  o l  ( l r t  l : l l ) R S
L r s i n t  r i t t i n g s  l ' r t - r m  I  t o  7  s h o u l d  h c  r c l u r n e d  t t r  t h c  o r i i l l n l r l  l l t o  f r  r . r t l n ! ' , \
( i . e  . .  l 8  s h < l u l d  h c  s u h ( r i r c t c d ) h c l o r c  c l t l c u l l r l r n g  t h c  p c r e c n t l r t c  i n t p r , , r e  .

n t e n t ,  T l t c  c h i r n g c  l ( )  l h c  I  t o  7 l t l i n g s  n l n  h l r r c  l r c c r r  n r i r r l c  h r c . l u \ t  r , l , l t r
c r l n t p u l c r  s \ s l u n t s  c o t t l t l  n o l  t l i s t i n c L r  r : h  { l  l r r r n t  h l t r n k .  l l o u f r r r .  t l t t ,  i  t , ,
7  r i r t i n q s  c l o  n o l  I ' i e  l t i  l r  r i r t i o  s c i r l c .  t l r i r t  r s .  t h e  m r n i n t u n t  s L ( ) r c  r s  l \  l l r t .
K i r n c  e t  l l .  ( l ( ) E f i )  c r i t c r i ; r  u s c d  t h c  I  t r t  7 : e ; r l c  ( r i i t h r r r r l  : L r l r l l i r ' t i r r r  l \ ) .
i r s  t l i d  l h c  p l ; r c c h o - c t r n l r o l l c c l  r i s p e r i t l o n c  s l L r r j i c s .  h o w c r f r .  n l ( r \ t  r ) l l t r , f
s l t r d i c s  d o  n o t  r c p o r l  r , " h c { h c r  t h r r  r r s c t i  t h c  ( } l r r  6  o r  t h c  I  t o  r  s e l r l u .  r r r , r k
i n g  c o m p i r r i s o n s  d i l l i c u l t .  C o n v c r t i n t  t ( )  t h c  ( l  t t r  { r  s c l r l c  r r i l l  i n c r e l s c  r h r -
p c r c c n t l g c  i n t p r o v c m e n t ,  F o r  c r u n r p l c .  t ' r r r n r  l h c  i \ l l r r L i u r  t r r r t i  \ l e r t r . r . l r
( 1 9 ( ) - 1 )  s t t r c l , l ' .  l h c  m c i t n  1 7 . 7  p c r c c n t  i m p r o r e  r l c n l  r r r  t h c  ( r - r l g  r i r p l , T r r l r r r r r
g r o u p  w o u l d  h c c o m c  a  1 6 . f r  p c r c c n l  i m p r t r r  u r r c n l .

Discussicln q- --r \
t ' t  i s  poss ib l c .  h r t se ' c l  on  t hc  ava r l ; r h l c  s tuc l i c s .  t h r r t  r r ' [ ) t  r i -  /  

' r '

done is  not  as c f fcc t i ' , 'e  as s t lnd l r ru l  ncuro lcpt ics  t i r r  t i  p i -  i  ' l - l  I
c a l  p o s i t i r ' c  s c h i z o p h r c n i u  s \  n r p t o n t s  ( c . g . .  d c l u s i o r r : .  h , i -  

r .  \  
"  

I  
/

l L r c i n a t i o n s .  t h o u g h t  d i s o r d c r )  i n  s c l i i z o p h r c r r i i r  p l r t r r ' r r t " /  /  / )  
t

T h c  s t t r d i e s  t o  d a t e  h l r , , ' c  i n v o l r  c c l  [ r r i n l r r i l r  c l r r o r r r r .  
/

r c f r ac to r v  pa t i cn t s  u ' ho  ha r  c  l r ccn  n l r r g i n i r l l r  t cSp r r111 j1  .
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r e p o r t c d  a n  a v e r a g c  5 q . - 5  p e r c c n t  i n r p n r r  c m c n t  o n  t h e

BPRS in  a  s tuc l v  compr r r i n r  l oxap ine  and  ch lo rp ron raz inc ;

C ' luqhr- r rn  (  lq ,q5)  rcpor tcd t rn  i lvcraqe BPRS i rnpro 'n 'cmcnt

r r f  - 1 -5  pc rccn t  i n  pa t i en t s  on  mo l i nc lone :  and  G t l r hun t  and

Poko rnv  (  l ( ) ( r - 1 )  r cpo r tec l  a  me i rn  BPRS in tp rovemcn t  o f
-17  f i  pc r ccn t  i n  pa t i en t s  on  n rcd i cu t i on  a lone ,  compared
u  i t l r  . r  1 2 . 7  p c r c e  n t  i m p r o r . ' c m e n t  i n  p a t i e n t s  r e c e i r , ' i r r c

p s v c h o t h c n r p v  a l o n e .  T h e  N a t i o n a l  I n s t i t u t e  o f  M e n t a l

I  I  c i r  I  t  h  Psr . 'chopha rn tuco logv Sen, icc  Ce.  n ter  Col  I  ahorat  ivc

S t u c l v  C l r o u p  (  1 9 6 4 ) ,  i n  a  s t u d v  c o m p l e t e d  b e f o r e  t h e

BPITS bccante s tandi t rd .  rcpor ted that  7-5 percent  o f  -16- l

acu te l v '  i l l  s ch i zoph ren ia  pa t i en (s  had  modc ra te  t o  marked

in rp rove ' r l cn t  o r t  pheno th iaz incs  con tpa red  l l ' i t h  23  pc r -

e r n t  l ' o r  p r t i e n t s  o n  p r l a c e b r . l .  A f t c r  r c c r r i ! ' i n q  p h c n o -

t h i r r z i n c s  l ' o r  6  w e c k s .  - 1 ( r  p e r c e r t t  o f  p a t i e n t s  h a d  o n l v

n r i r r o r  r es i c l ua l  svmp toms .  \A  hosp i t a l  s t ud i cs  r cv i cw 'ed

b r '  ( . t r l c  a r t t l  D i t v i s  ( l ( ) 6 ( ) ) .  u s i n e  t h e  N 4 u l t i d i r n e n s i o n a l

Sc l l c  f o r  Ru t i ng  Psvch ia t r i e  Pu t i en t s  ( l v lSRPP;  Lo r r  e  t  u l .

l ( ) i - l  ) .  r c p o r t c c l  n l u i r n  i n i p r o r  e r n c n t  r l t i n q s  o l  l p p r ( ] \ i -

r n i r l c l r ' 3 2  p c r c c n t .

I t  i s  p rob l cn l r t i c  t o  c t r n rp l r c  s tud i cs .  bu t  i t  i s  appa rcn t

t l l r t  thc  c t t 'ec t  o f  ha loper ido l  repor tcd in  the p laccho-cron-

t r t i l l c d  r i s p c r i d o n e  s t u c l i e s  i s  c x t r e n r c l l  s m a l l  c o n r p a r c d

r i  i t h  p r i o r  r cp i ) r t s  o f  ncu ro l cp t i c  c f l - cc t s  i n  l c r r t c l v  i l l  s c :h i z -
( ) l h r c n i l r  p l r t i c n t s .  r \ l t h o u g h  t h e  c f f c c t  o f  r i s p e r i d o r r c  i s

g re l t c r .  i t  s t i l l  i s  sn r l l l  cop rJ ' r ; 11 "g1  w  i t h  l h l t  o l ' p r i o r  s tuc l i es .

l l c s p t r n s c  o f  t h c  h a l o ; ' r c r i d o I  q r o L r p  i r r  t h e  p l l c c h o -

c o r 1 1 1 , , 1 l c t l  r i s p c r i t l o n c  s t i r d i c s  i s  c r u c i ; . r 1 .  I n  t h i s  t 1 ' p c  o f

t h r cc -w  i t r  con rp i r r i son .  i t  i s  ncce  ss l r r v  t o  c l e rn< tns t r i r t c  t he

u r n e c t c t l  d i l f c r c n c c  b c t \ \ , ' e c n  t h e  s t a r r d a r d  r n c d i c a t i o r r
( h u l t r p c r i d o [ )  a n r l  p l ; r c c l r o  i n  o r r - l c r  t o  c h a r a c t e r i z c '  t h c

u f l ' c c t  o f  t hc  novc l  dn rg .  A I so ,  r i ' i t hou t  t he  cx ; l c c t cd  c f f cc t
o f  t hc  s tunda rd  d rug .  i t  i s  i r nposs ih l c  t o  kno ' , . l ' r vhe thc r  t he

p o p r r l ; t t i o n  b c i r t g  s t u d i c d  i s  s i r r i l . r r  t o  t h c  p o p u l l t i o n  o r i g i -

r l r l l v  rcpt r r tcd t t ' r  h l rvc  bcne f i tc r l  f ronr  th l r t  t r ,pc  o f  rnc t l ica-

t ion.  I - lou 'c ' \ ' c l ' .  in  the r is lg l iL l , ) ' ' te  s tuc l ics .  ha lopcr i ik r l  h ld

t r r r  l r  r r t i r r g i na l  l r cnc : f i t .

l J c t r r r c  t hc  usc  t r t ' c l t r z -up i11e .  11o  ncu r t ' r l cp t i c  i l r ug  h r rd

l r ce  i r  r t r ; . t r kc t c r i  s i r r cc  n ro l i r r r j onc  * ' as  i n t r oducc i l  i n  l ( ) 7 -1 .

1 \ r r t c  u l s o  l h u t  c l o z u p i n c .  r v a s  t c s t c d  o n l l  i n  t r e l t n t c n t -

r , r t r i r e  t ( ) f \  p l r t i t "  r r t s . )  
' l ' he rc  

i s  r c i r son  t o  t h i nk  t h t r t  ; l a t i un t s
r r n r i l u r  t o  t l t o s e  w ' h o  l 0  t o  - 1 ( )  \ , c i t r \ . i 1 1 ( )  I r u r t i c i p l r t e d  i n

s t L r t l i c s  o f  s t a r t c l a r r l  r t c L r r o l c p t i c s  ( t h a t  s h o w ' c d  r o b u s t

u l l r c t : )  l t r r  gc r t c ra l l r  t t r i av l i l ab l c  f o r  cL r r r , - r n t  s t ud ies . - f hc

n t r r i o r i t r  o f  s c h i z o p h r e n i l  p a t i c n t s  n o w ' a r c  t r c t r t c d  r ' , ' i t l t
s l t t r r t  l t o s p i t l l i z a t r ( ) n \  i l t  c o n t n t u n t t V  o r  p r i r , a t c  p s r c h i u t r i c

I r r r r p i t l l s .  n l r k i n g  l o n C - t c r m  i n s t i t L r t i o n u l i z c d  p u t i c n t s  l r n
i t t c re  l r : i r r g l i  r r t r  p i cu l  ; r 1 rps11 , r t i o r t .

\ r ' u t u - c l t r c  l u c i l i t i c s  ( c . g . .  \ 1 c [ - c r r n  I l 0 s p i t l l )  l r t  o r t c

t i r t t c  e o r t t l u c t c r l  l l ( ) r L '  r n p l r l i e n t  n c r l r ( ) l u p t i c  s t u r l i c s .  
- l  

h i r t r

\  r ; r r \  i i f o .  g ' ,  g t ' t  n te  d i e  l r t i on - ; a t t " , , r t r s i r  u .  r r e  u t c lY  i l l  p l r t i cn t s
, ) l l L ' r t  \ \ ( i t r i i i  l r c  l t o : ; t i t l t l i z c t i  f  t r r  \ c \  r r i r l  n i l n t h s  ( [ t t i : t t t  , : t

J .A .  Ma t tes

,11  l t ) 7 ( r ) .  A t  t ha t  t ime .  i nsu r i r nce  compan ies  ra re l y  we re

in , . ' o l v ' e  d  i n  n ra r rag ing  ca re  :  a  pa t i cn t  coL r l d  be  en te red  i n to

l u  p l i r ccbo -con ln r l l c c l  s l ud i , '  i f  t he  pa t i cn t  as rccd  and  i f  t he

t reu t i ng  psvch ia t r i s t  had  an  i n te res t  i n  r e r sea rch .  Cu r ren t l y ,

nrost  insur lncc comp;111ies do not  pav for  hospi ta l izat ion

i f  pa t i en t s  a r c  i n  a  p l aceho -con l ro l l cd  s tudy .  and  hosp i t a l

s tAvs Are nruch shor tcr .  The resu l t  is  that  drug companies

conc luct  nrost  input ic rn t  neuro lcpt ic  s tud ies a t  VA and State

hospi ta ls  lvhcr rc  the cost  o f  hosp i ta l izat ion is  not  horne by

the drug conrpan\ ' .  E,ar l ie r  neuro lept ic  s tuc l ies  a lso o f ten

used VA or  St l tc  hospi ta l  popula t ions:  even at  these fac i l i -

t ies ,  hou,c ' r . 'e r .  thc  length o f  s tav has decreased markedly

ove r  t hc  pas t  2 -5  \ ' ca rs  (Su r r sh ine  c t  a l .  1 ( )91 ;  McDu f f  and

Ke i l l  l 9 t ) l :  t \ pp l cbv  e t  a l .  l (X ) l ) .  VA  hosp i t a l s ,  a l t hough

va rv inq  g rcu t l v  i n  r t vc ragc  I cng th  o f  s tav .  have  no t  been

inrntune t r - r  thc  f inunc ia l  and other  pressures a f fec t ing pr i -

v a t c  l n d  o t h e r  p u h l i c  i a c i l i t i e s  ( R o s e n h e c k  a n d  M a s s a r i

l ( ) q l ) .  A c u t e l v  i l l  V A  p a t i c n t s  u . ' h o  2 f )  t o  4 ( l  v e a r s  a g o

nt ight  havc bcc:n  hospi ta l izcd l i r r  sc l ,era l  months now are
of te  n  d ischargcc l  in  sevcr i i l  * 'ceks.  thcv therefore are less

ava i l i i b l c  f o r  s tud i cs  (W i l l i an r  V ' : r n  S tone .  M .D . ,  pe rsona l

c ( ) m m L r n i c a t i o n .  M a r c h  l q ( ) 6 ) .  T h e  r e s u l t  i s  t h a t  m o s t

acuteIv  i  I l ,  n rc 'd icut i r r r r - resprr r rs ivc  put ients  are not  hospi ta l -

i z cd  l ong  cn ( )ugh .  i r t  r r r r r  sc t t i r r q .  t o  pa r t i c i pa te  i n  s tud ies .

Rccu r r sc  o l  t h i s  s i t L t r t i o r r .  t hc  pa t i c : r r t  popu la t i on  cu r ren t l y

ruvu i l ub l c  l i r r  s t u t l i c s  i s  d i l ' l c r cn t  t han  t ha t  i nvo l ved  i n  ea r -

I i c r  s t L rd i cs  o f  ncu ro l cp t i cs .  J i r  r cn rcdv  t h i s  p r c l h l em,  pha r -

nr rccLr l ic r r l  c t lnrpunics  u , 'ou ld  huvc to  covcr  the cost  o f  hos-

p i t l l i za t i on  t i r r  ucu t c l r ,  i l I  pu t i c r r t s  i nvo l ved  i n  s tud ies .

Rcgl r rc l ing ncq l r t i r  c  \ \ 'n rn t ( rnrs .  the rcpor ted super ior -

i t i '  o f  r i spc r i c l onc  comp l r cc l  l v i t h  ha lopc r i do l  n ray  r csu l t

pr in l r r i l r ,  f ' ronr  the rc lu t ive l l rck  o f  [ :PS f rom r isper idone at

thc  doses usrc i .  Carpcntcr  c t  a l .  (  l t ) t ) ! )  rcv ier r , ,ed t - rv ic lence

suqqcs t i n r l  t h r r l  t he  supc r i o r i t r  o l ' c l ozap ine  i n  t r ca t i ng  neg -

r t t ivc  srnr l l t ( )nrs  is  t ruc  on lv  for  s t - 'conc larv  negat ive symp-

to rns .  t h l r t  i s .  t hos t '  s ccon t l l t r \  t r r  o thc r  c i l uscs .  i nc l ud ing

nct r ro lc l . l t i c  s i r lc  c l ' l cc ts .  
' l 'hcv  

rcpor t  no cr , , idcncc of  henef i t

f r o n r  c l o z r r P i r t c  t l r r  ; r l i n r i . r r \  n c g i r t i v c  s v t t t p t o m s .  O t h e r

l t vp i c r r l  ncu ro l c f r t i c s  l r l s t l  m igh t  l r c  c rpcc t cd  ( t o  t he  ex ten t

t hu t  l hc r  u re  s i r l i l u r  t r r  c l < r z l p i nc  )  t o  r cducc  seconda rv  bu t

no t  p r i n r i r r v  i l cq l t r r  e  s r  r r p to r r s .  I ' hc  ava i l a t r l c  r i spe r i done

s tud i cs  r l o  no t  f ocus  on  t h i s  d i s t i nc t i o r t .  N ' l o reovc r .  i f  one

i t ssun l cs  t h . r t  r i spe r i do r i e  h l r s  so r r t c  benc f i c i a l  e f f ec t  on

an r i c l v  r l r  dep rcss i t t n .  o r re  u ' o t r l r l  c xpec t  so rT rc  e  v i dence  o f

s u p c r i o r i t v  o f  r i s p c r i d o r r e  ( ) n  r r t i n g s  t ' r f  e e n e r l l  p s v -

c l r o 1 . r x 1 h r , l 1 1 g 1 . ' l ' l r i r  l r r s u r r r J r l l f i n  i s  s u p p o r t c d  t r y  M i j l l e r -

S p l h r r  c t  l l .  ( l t ) ( ) l ) .  h v  l ) r v i q h t  c t  a l .  ( l ( ) q 4 )  a n c l  S a . i a t o v i c
(  l ( ) t t - : ) .  r ' , l r o  s l l r r *  u t l  l h ; r t  r r s p e  r i d o r r c  c a n  p r c c i p i t e t e

n r i i r l i r :  l r r t t l  l r r  ( i u l r l c r s  ( l ( ) l i ( ) ) .  n l t o  r c r i c r r c t l  t h c  c v i c l c n c c

t l t l t t  s c r o t ( ) l t  i  r l  - S  .  . r  t t  t  l t s r  r t t  i s t s .  i  r r e l u t l  i  r t q  r i t a n s c r i n  l r n c l

r i sP , : r i r i t , t t c .  l l t r , - '  l u t  un t i t l cp l  g1 , s ;111 t  t r l t r t ' t

I  l r e  i - c  i r r c  r ) t h . ' f  r r r g \ ' c \ t i o r t s  i i t  f l ) r '  r c c e  n t  I i t c n t t u r c
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suppo r t i ng  t he  i d r ra  t hu t  r r spc r i d t r r r c  n . r r v  no l  t ' r e  l l s  c l l c c -

l i v c  a s  s t i i n d r r r d  n c u r ( ) l c [ r t i c \ .  F t ] r  c \ i t r n l j l r .  S l i l  e t  a i
( 1 q 9 5 ) .  i n  a  l c t t c r  d t ' s t ' t i i r i n .  c l i r r i e r r l  c r p e  t i r ' n c c  \ \  i t h

r i s p c r i d o n c .  r c p ( ) r t c t l  i r n  ' " l r \ r  1 v I c n i n r "  c f l c c t .  I  h c r

desc r i bec l  p l t i cn t s  u ,hosc  ps r  c l r o t i c  sv l l p ton t s  r ccu r ru t i .

s ( ) n r e t r m c s  n ' i t h  n r i r n i c  f c r r t r r r e \ .  i r t t c r  j  l o  ( r  t n o n t i r s  o r r

r i spe r i c l onc .  S in r i l a r l r ' .  t hc r c  l l r r  c  i r ucn  nun r r r ( ) u \  r e  po r l s
(e , . g . .  Ho rnc  an r l  l v l i l l e r  l t ) t ) . 5 )  o i  d i l l ' i cu l t i r s  i r r  chun t t i r r {

pa t i e  n t s  f r on l  c l oz i l p i ne  l ( )  r i spc r i i l o t t c .  t l r r s  t l i f f  i cu l t r ' .  cha r -

acter izcd bv a  rcsurqcncc of  psr  chot ic  \ \  n tp ton ls .  h l rs  t :c r r -

e ra l l v  becn  a t t r i bu lec l  t ( )  w ' i t l r d ra r i ' i r l  e l l ec t s  o f  c l oz lp i ne .

t ru t  insLr f f ic ic rn t  e f f icacr  o l  r ispcr idonc is  l rnothcr  poss ih i l -

i t v .  Janssen  Pha r rnaccu t i c l  r cccn t l r  r cv i scc l  i t s  r cco rnn ren -

f l31 i6rns (P l tv .s i t ' iu r r .s  1) r ' rA-  l lc l t r tn t  r '  l ' ) ( ) - i .  l (X) ( r )  rceurc l ing

s ' uv i t ch in t  pa t i cn l s  J ' r on r  o the r  neun r l cp t i cs  t o  r i spe r i ck tn r r

becausc  o f  conce rns  i r hou t  r csu rgc l t t  s \ n rp ton t s .  {No  p r i o r

r c p o r t s  o 1 - d i t f  i c u l t i c s  i n  c h i r n g i r r g  l r o r l  o r r e  n c r r r o l e p t i e  t o
a n r r t h c r  a r c  k r r o w  n  t o  t h i s  ; r u t h t ) 1 .  \ l t t t c \ l l n q  ; t r r  l r t r  p i c ; r l

t r f t ' c c t  o f  r i spc r i d ( )nc  i n  ncun r l cp t i c - re  . , nons i \  c  n i i t i cn t s .  )
R i s p e  r i c l o n c  d o c s  h i t v c  d ( ) l ) a l l t i r r c - h l o c k i n g  l c l i i  i t r .

a l t hoL rgh  son tc  au tho rs  r cp ( ) r t  l c ss  r r i l ' i r r i t r ,  l o r  c l op i rn r i t r c

recep to rs  t han  f o r  t vp i cu l  r t eu ro l cp t i cs  (Fu rdc  c l  u l .  l ( ) 8 ( ) ) .

R i spe r i done  t hus  r vou ld  bc  c rpc : c ted  t o  have  s t ' r r r e  l n t i -

psychot ic  e f fec t .  l t  n r ich l .  a t  l  su l f ic ient  ckrsc ( . r  dose-  rc-

su l t i ng  i n  dopamine  b lockudc  c ( )n tpu r l b l e  l o  t hu t  ob t l r i ne  c l
w i t h  t yp i ca l  neu ro lep t i cs ) .  bc  c rpe  c te  d  t o  hu r  e  l n  l n t r ps t , -

chot ic  e l ' fcc t  compura l r lc  t t r  t l l t t  o l  s tunc lar t l  ncr r ro le  p t ics .

Howcvc r .  a t  t ha t  c l< r5 ,g .  t hc  r t d r  l t t t t i t gcs  o f  r r spc r i i l o r t c  ( c .g  .
r c l i r t i v c  l ack  o f  EPS)  n l sh t  t r c  l os t .  l r nc l  t hc  t r t hc r  ph l rn l r -

co log i ca l  e ' t f c c t s  o f  r i spc r i donc  ( c .g . .  se ro to l t i n -b l ock ins

i r c t i v i t v )  m igh t  cause  l c l r . ' c r sc  evcn ts .

Thec l re t ica l l r , .  a  p t r rPor tcc l  ad\  i l l t tagc o l '  r ispcr i r ionc is

i t s  b l ockadc  o f  se ro ton in -S .  r cccp to rs .  Th i s  t heo r t ,  h i r s  l c c l
t o  t he  deve lop rnen t  o l  a  nu rn t re r  o l  ncu '  ncu ro l cp t r cs .  hu t
i t  i s  on l v  a  t heon ' .  o r i g i na l l v  c l cv ' e l opcc l  bccause  o f  t he  S . -
b lock ing ef fec t  o I  c lozapine.  [Jowcve r .  c lozupine af t 'ec ts

manV  neu rO t ransn r i t t e r  r cccF t ( ) r s .  r r 0 t  . j us t  dopamine  and
s e r o t o n i n .  a n d  t l r e r c  u r c  c ( ) n t p c t i n r l  t h c o r i e s  t o  g * p l a i n

c lozap ine ' s  supe r i o r  t r c r re  h t  ( l { i chc l son  l (X ) -1 :  C ' l r pcn t c r  c l
a l .  1995 ) .  A l so ,  [ ' r ecausc  r i spc r i donc  c l ocs  no t  i n i r c t i v i t t e
v e n t r a l ,  t c g m e  n t a l .  A  l 0  c l o p a n t i n e  n c u r o n s  l l s  s t l r n c i a r c l

ne  u ro l cp t i cs  and  c l ozap inc  do  (R i chc l son  l ( ) ( ) - l ) .  l  f i nc l i nc

o f  r e d u c e d  e  f f i c a c y '  I o r  r i s p c r i d o n c  u  o u l d  h i g h l i g h t  t h c

impo r tance  o f  t he  A l0  svs t cm i n  t hc  genc : s i s  o f  pos i t i ' , ' e

sch izoph ren ia  s l 'mptoms.

I t  i s  i n rpo r tan t  t o  cmphas i zc  t h l t  t hc  ava i l l r h l e  s tud i cs
do  n t t t  p rove  t ha t  r i spe r i r l one  i s  l c ss  e f f ec t i ve  t han  s tan -
da rd  neu ro l cp t i cs .  Ra thc r .  t h r .  conc lus i< - rn  i s  t h l t  r i spe r i -
d o n e  h a s  n o t  b c e  n  e  r , i r l u l t t e  c l  c r t c n s i r  c l r  i n  n c u r o l e p t i c -
r e s p o n s i v c  s c h i z o p h r e n i l r  p l r t i c l l t s  t r n c !  t l r l l  c l i r r i c i l r r s
s h o u l d  r e n t c m t ' r c r  l h i s  t ' l r c t  u h c n  t l t l r t i r r g  [ ) i l t r c n t s  r v r t h

r i spe  r i c l c l nc .  Thc rc  i r ppc i l r s  t o  [ 1 .  u  g roup  o l  c l r r on i cu l l v

hosp i t ; r l i z r ' i l  r c f n t c to r v  sch i zoph rcn i l r  p l r t i cn l s  u  h i t  t i c  i , i  1 '

l t r t '  on  r i : pc r i donc  f h i t t t  on  h r l r - i pe r i c l o l l  I o ' , r , u re r .  i t t  l l r t :

p o [ r u l l l i o r t  t h c  s u p e r i o r i l r '  o f  r i s p e r i r l r , l t e  r c s u ] i s  l , t r ! l e i .

l r on r  t hc  l uck  r i t '  bcnc f i t  f r o r l  h l t l opc r i d t r l .  I r L i r t h , - ' r  . i u i l t . ' '

l r c  r r cc t l c r l  on  i hc  e f l - i cacv  o t  r i spc r i c l o l l g  i t t  n r [ n t i ] c l . r l r r ' -

f c s f - r 1 r111 t1 r '  i t nc l  ncu ro l cp t i c - t r r i v c  ; l i t t i u t t t : .  l i s  \ \  e  l l  , r :  L r i r

p r i nu r r r  l ) r q l t l r r  c  s t ' n tp t r tms .  R i spc r i c l i i nc  t t l t t  i r . '  [ r i r i t i .  r -

l i t r l v  u s c l i t l  i n  c c r t l t i n  s i t t n l t i , r t t s .  s u c h  l t s  i t t  p r r t j L ' v 1 1 r  , . r  i l i i

i t t vo lu t i on l l  m i r cc l  p i t r : r no i c l  l t t t d  c l ep rc : s i vc  s t l l t t ' s .  t . ' u t  r l r

p l u c c  i r t  t [ r c  p s r  c h i ; r t r i c  t r c l r t l ] r c n i  i r r n l . l l n u r t t i u  I r r n r  r u r t r , r i r r r

t o  bc  t l c t c rm inec l .
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