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the  R isk -benefi t R a tio  o f  the  P ropo sed  d SM -5  
A ttenua ted  P sycho sis  Synd rom e

To the Editor: We commend Dr. Weiser’s editorial on early 
intervention in patients at risk for schizophrenia in the Au-
gust 2011 issue of the Journal (1) and in particular his conclu-
sion that current evidence does not support the practice of 
routinely offering such patients clinical treatment with anti-
psychotic medication. However, we must take issue with the 
hypothetical clinical case patient who displays the attenuated 
positive symptoms used to identify risk. Because the attenu-
ated positive symptoms cause the patient no distress and his 
sole reason for seeking treatment is unrelated to the specific 
symptoms, his risk is presumably low.

As Dr. Weiser notes, such a patient might meet research cri-
teria for ultra high risk (2) or a psychosis risk syndrome (3) if 
the nondistressing attenuated positive symptoms were rated 
as sufficiently severe to pass threshold, but this hypothetical 
case would not meet the proposed DSM-5 criteria for attenu-
ated psychosis syndrome. The criteria currently being tested 
in field trials do not permit such presumably low-risk patients 
to receive the diagnosis because criterion D requires that 
the attenuated positive symptoms themselves must be “suf-
ficiently distressing and disabling to the patient and/or par-
ent/guardian to lead them to seek help” (4, 5). The field trials 
should help determine whether these criteria can be applied 
with reliability in the clinical setting.
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Re spon se  to  W ood s and  M cG la shan  le tte r

To the Editor: I thank Drs. Woods and McGlashan for read-
ing and commenting on the editorial. Their letter examines 
the hypothetical case of a young man with attenuated psy-
chotic symptoms who has “an emotional crisis when his girl-
friend leaves him.” Their understanding is that the symptoms 

“cause the patient no distress” and hence would not meet the 
proposed DSM-5 criteria for attenuated psychosis syndrome.

In the editorial, our hypothetical patient “might be upset, 
have difficulty sleeping at night, have difficulties concentrat-
ing, have decreased functioning at school or at work, and have 
more attenuated psychotic symptoms. If this person goes to 
a psychiatrist presenting with this clinical picture, he might 
very well meet criteria for the prodromal phase.” 

This is clearly a description of a distressed person who 
seeks the help of a psychiatrist. Since criterion D of the pro-
posed DSM-5 criteria for attenuated psychotic syndrome 
requires that the attenuated positive symptoms themselves 
must be “sufficiently distressing and disabling to the patient 
and/or parent/guardian to lead them to seek help,” our pa-
tient would meet the criteria.

I join Drs. Woods and McGlashan in their hope that the 
DSM-5 field trials will help determine whether these criteria 
can be applied with reliability in the clinical setting.

M ARK W EISER , M .D.
Ram at-Gan , Israe l

The author’s disclosures accompany the original editorial.

This reply (doi: 10.1176/appi.ajp.2011.11081276r) was accept-
ed for publication in September 2011.

neuro cogn itive  Re spon se  to  d eep  b ra in  
S tim u la tion  fo r O b se ssive -Com pu lsive  d iso rde r

To the Editor: When obsessive-compulsive disorder 
(OCD) symptoms are severe and refractory to both cognitive-
behavioral therapy (CBT) and medication, deep brain stimu-
lation (DBS) may be of value (1). Although OCD research has 
examined the effects of DBS on cognition (2), few studies 
have used translational computerized paradigms capable of 
fractionating dissociable aspects of cognition and their neu-
ral substrates. Neurocognitive assessments have the potential 
to help elucidate the underlying mechanisms of action of DBS 
in OCD and the optimal brain target.

Ca se  Repo rt

“M r. t ”  is  a  3 0 -year-o ld  m an  w ith  a  5 -year h isto ry  o f  
O Cd  w ith  p rim ary  con tam ina tion  ob se ssion s and  w ash ing  
com pu lsion s. H e  had  stopped  so c ia liz in g , had  d ropped  
ou t o f  schoo l, and  w as unem p loyed  be cau se  o f  h is  O Cd. 
Past adequa te  tria ls  o f  a ll se ro ton in  reup take  inh ib ito rs , 
bo th  a s m ono the rapy  and  w ith  m u ltip le  augm en ta tion  
stra te g ie s , and  2 0  w eeks o f  Cbt  u sing  e xpo su re  re spon se  
p re ven tion  p ro v ided  on ly  lim ited  benefi ts.

A fte r e th ica l re v iew  board  app rova l, M r. t  unde rw en t 
b ila te ra l im p lan ta tion  o f  e le c trode s ta rge ting  the  nuc leu s 
accum bens. A t the  tim e  o f su rge ry, h is  ya le -b row n  O b -
se ssive  Com pu lsive  Sca le  sco re  w as 3 2  w h ile  tak ing  the  
fo llow ing  m ed ica tion s: c lom ip ram ine , 2 5 0  m g /day ; z ip ra -
s idone , 1 2 0  m g /day ; and  c lonazepam , 1  m g  t.i.d . H is  
m ed ica tion  do sage s w e re  unchanged  be fo re  and  a fte r the  
co gn itive  te stin g .

W e  pe rfo rm ed  co gn itive  a sse ssm en ts a t b ase line  (p re -
stim u la tion ) and  aga in  8  m on th s a fte r dbS  be gan . task s 
from  the  Cam brid ge  neu rop sycho lo g ica l te st A u tom ated  
ba tte ry  in c luded  the  stop -signa l te st (a sse ssing  ab ility  to  
supp re ss p repo ten t m o to r re spon se s), the  in trad im en -
siona l/e x trad im ensiona l se t sh ift ta sk  (e xam in ing  ru le  
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new -O nse t P sycho sis  in  a  Pa tien t W ith  Sp ino -
ce rebe lla r A tax ia  type  1 0

To the Editor: A 37-year-old man suffering from spinocer-
ebellar ataxia type 10 manifested new-onset psychosis with 
violence. He and his brother inherited this ataxia from their 
father, who had also developed poorly controlled anger and 
aggression. Spinocerebellar ataxia type 10 is a culturally segre-
gated and rare autosomal-dominant disease that is character-
ized by a slowly progressive cerebellar gait and appendicular 
ataxia associated with epilepsy in the majority of patients (1). 
This disease belongs to the rapidly enlarging family of poly-
nucleotide expansion disorders (e.g., Huntington’s disease 
and Friedreich’s ataxia). Specifically, spinocerebellar ataxia 
type 10 results from an intronic pentanucleotide expansion 
within the ataxin-10 gene (ATXN10; 22q13), observed almost 
exclusively in patients of Mexican and Brazilian descent. In 
contrast to the more familiar manifestations of Huntington’s 
disease, severe psychiatric symptoms have not been com-
monly described for spinocerebellar ataxia type 10 or many of 
the other inherited ataxias.

Until 3 months before admission, our patient was free of 
psychiatric symptoms, and his medical history was signifi-
cant only for stable ataxia and a seizure disorder, which was 
well controlled on a combination of carbamazepine and 
zonisamide. That his affected brother developed identical 
neurological symptoms, but in reverse order, nicely illustrates 
the fact that a single mutation can produce widely varying 
clinical phenotypes, even among siblings with very similar 
genetic backgrounds.

The onset of psychiatric symptoms began with delusions 
of being in the presence of his deceased grandfather, but they 
remitted soon after treatment with risperidone (1 mg/day). 
Three months later, despite medication adherence, the pa-
tient abruptly developed visual illusions and hallucinations, 
soon followed by profound irritability and impulsive violence. 

le a rn ing  and  behav io ra l fle x ib ility ), and  the  Cam brid ge  
G am b le  task  (a sse ssing  de c is ion  m ak ing ). the  re su lts  o f  
the se  a sse ssm en ts a re  sum m arized  in  tab le  1 .

be fo re  the  dbS , M r. t  gene ra lly  e xh ib ited  co gn itive  p e r-
fo rm ance  ak in  to  hea lthy  com parison  sub je c ts  e xcep t fo r 
e v id ence  o f  stop -signa l re ac tion  tim e  im pa irm en t (z=1 .0 ). 
H is  stop -signa l re ac tion  tim e  pe rfo rm ance  changed  little  
a fte r dbS  (po sttrea tm en t z=0 .8 ); how eve r, the  dbS  re su lt-
ed  in  s ign ifican t im p rovem en t in  M r. t ’s  O Cd  sym p tom s, 
and  h is  ya le -b row n  O b se ssive  Com pu lsive  Sca le  sco re  de -
c reased  to  1 0 . M r. t  re tu rned  to  co lle ge  and  now  has a  
so c ia l life  and  w o rk s part-tim e .

D iscu ssio n

This case indicates that DBS, targeting the nucleus ac-
cumbens, was associated with significant therapeutic ben-
efits in treatment-refractory OCD in the absence of effects 
on response inhibition, set shifting, or decision making. The 
lack of effect of accumbens DBS on the stop-signal deficit ac-
cords with translational research indicating that accumbens 
damage (unlike cortical damage) has no effect on response 
inhibition on an equivalent animal task (4). While impaired 
response inhibition appears to be a trait marker for OCD, and 
was evident in Mr. T at baseline, DBS to the accumbens does 
not appear to ameliorate this problem. This case illustrates 
the value of DBS in patients with refractory OCD and the im-
portance of including cognitive tests in such studies to iden-
tify meaningful predictors for successful DBS in OCD on an 
individual level.

Re fe rence s

1. Greenberg BD, Rauch SL, Haber SN: Invasive circuitry-based 
neurotherapeutics: stereotactic ablation and deep brain stimu-
lation for OCD. Neuropsychopharmacology 2010; 35:317–336

2. Denys D, Mantione M: Deep brain stimulation in obsessive-
compulsive disorder. Prog Brain Res 2009; 175:419–427

3. Chamberlain SR, Schreiber LRN, Odlaug BL, Grant JE: Associa-
tion between tobacco smoking and cognitive functioning in 
young adults. Am  J Addiction (in press)

4. Eagle DM, Robbins TW: Lesions of the medial prefrontal cortex 
or nucleus accumbens core do not impair inhibitory control in 
rats perform ing a stop-signal reaction time task. Behav Brain 
Res 2003; 146:131–144

JON  E. GRANT, J.D., M .D.
BR IAN  L. ODLAUG , B .A .

M inneapo lis

SAM UEL R . CHAM BERLA IN , M .D., Ph .D.
Cam bridge , Un ited  K ingdom

tA ble  1 . Cam brid ge  neu rop sycho lo g ica l te st A u tom ated  ba tte ry  (CA ntA b ) te st Pe rfo rm ance  A fte r d eep  b ra in  S tim u la tion  
(dbS ) Com pared  W ith  no rm ative  d a ta a

Mean z

Individual Tests Before DBS After DBS Before DBS After DBS

Stop-signal test reaction time (msec) 211.58 204.70 −1.0 −0.8

Stop-signal test median go reaction time (msec) 449.00 379.00 0.1 0.5

Intradimensional/extradimensional set shift task, pre-extradimensional errors 6.00 7.00 0.2 −0.1

Intradimensional/extradimensional set shift task, extradimensional errors 1.00 2.00 0.8 0.6

Cambridge Gamble Task, overall proportion bet 0.60 0.57 0.6 0.4

Cambridge Gamble Task, quality of decision making 1.00 1.00 0.5 0.5
a Normative data are taken from the Cambridge Cognition CANTAB database except for the stop-signal test, where data were unavailable and 

therefore were taken instead from Chamberlain et al. (3).


