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Objec'ves

•  Recognize	
  that	
  the	
  current	
  best	
  evidence	
  about	
  a	
  given	
  
treatment	
  must	
  be	
  considered	
  and	
  applied	
  to	
  clinical	
  prac6ce	
  
wherever	
  possible.	
  	
  

•  Recognize	
  that	
  there	
  remains	
  a	
  gap	
  between	
  science	
  and	
  
prac6ce	
  of	
  clinical	
  psychiatry.	
  	
  

•  Iden6fy	
  the	
  most	
  important*	
  research	
  findings	
  of	
  2014-­‐2015	
  
that	
  have	
  a	
  direct	
  bearing	
  on	
  the	
  prac6ce	
  of	
  clinical	
  psychiatry.	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  

Top Ten Research findings of 2014-2015 
Science to Practice 

*As	
  iden6fied	
  by	
  the	
  methodology	
  u6lized	
  for	
  this	
  presenta6on.	
  





David	
  Shenk.	
  Data	
  Smog:	
  Surviving	
  the	
  Informa6on	
  Glut.	
  San	
  Francisco:	
  Harper,	
  1998:	
  30.	
  
	
  

How much information in our midst is useful?  
How much of it gets in the way?  



We	
  must	
  cope	
  with	
  a	
  rapidly	
  changing	
  	
  
body	
  of	
  relevant	
  evidence	
  and	
  maximize	
  	
  

the	
  quality	
  of	
  medical	
  care	
  

Track	
  Down	
  the	
  Strong	
  	
  
and	
  Useful	
  Evidence	
  

Put	
  it	
  into	
  Practice	
  

Distinguish	
  it	
  from	
  Weak	
  	
  
and	
  Irrelevant	
  Evidence	
  	
  

Doctors	
  	
  
need	
  new	
  	
  
skills	
  to:	
  



•  A qualitative measure of value received relative to 
the garbage one must sift to get that value.  
§ How should we do the sifting? 
§ Can someone do the sifting for us? Who? [books, 

journals, CME presenters, drug reps, etc.] 







•  A	
  large	
  gulf	
  remains	
  between	
  what	
  we	
  know	
  and	
  what	
  we	
  
prac6ce*.	
  	
  

•  Large	
  gaps	
  also	
  exist	
  between	
  best	
  evidence	
  and	
  prac6ce	
  in	
  the	
  
implementa6on	
  of	
  guidelines*.	
  	
  

•  Failure	
  to	
  follow	
  best	
  evidence	
  highlights	
  issues	
  of	
  underuse,	
  
overuse,	
  and	
  misuse	
  of	
  drugs**	
  and	
  has	
  led	
  to	
  widespread	
  
interest	
  in	
  the	
  safety	
  of	
  pa6ents***.	
  

*Eisenberg	
  MJ,	
  Garzon	
  P.	
  Am	
  J	
  Cardiol	
  1997;79:	
  867-­‐72.	
  	
  
**	
  Chassin	
  MR,	
  Galvin	
  RW.	
  JAMA	
  1998;280:	
  1000-­‐5.	
  

***	
  Ins6tute	
  of	
  Medicine.	
  Crossing	
  the	
  quality	
  chasm:	
  a	
  new	
  health	
  system	
  for	
  the	
  21st	
  century.	
  Washington,	
  DC:	
  
Na6onal	
  Academy	
  Press,	
  2001.	
  



	
  
Quality	
  of	
  Health	
  Care	
  Delivered	
  to	
  Adults	
  in	
  the	
  
United	
  States	
  
	
  
•  Only	
  55%	
  chance	
  of	
  ge^ng	
  appropriate	
  care	
  

–  li_le	
  difference	
  among	
  the	
  propor6on	
  of	
  
recommended:	
  	
  
• Preven6ve	
  care	
  (54.9	
  %)	
  	
  
• Acute	
  care	
  (53.5	
  %)	
  	
  
• Care	
  for	
  chronic	
  condi6ons	
  (56.1%)	
  

	
  
	
  

McGlynn	
  et	
  al,	
  2003	
  



	
  	
  “Between	
  the	
  health	
  care	
  we	
  have	
  and	
  the	
  care	
  we	
  
could	
  have	
  lies	
  not	
  just	
  a	
  gap,	
  but	
  a	
  chasm.”	
  	
  

	
  	
  

2001	
  



Six	
  Impera've	
  Challenges	
  	
  
in	
  Redesigning	
  Health	
  Care	
  

1.  Redesign care processes 
2.  Effective use of information technologies 
3.  Knowledge and skills management 
4.  Development of effective teams 
5.  Coordination of care across patient conditions, 

services, and settings over time 
6.  Use of performance and outcome measures for CQI & 

accountability 

Ins6tute	
  of	
  Medicine.	
  Crossing	
  the	
  Quality	
  Chasm,	
  2001	
  



	
  Methodology	
  

•  Primary	
  Literature	
  Search	
  
•  Survey	
  [Ques6on:	
  Amongst	
  the	
  papers	
  published	
  in	
  the	
  
period	
  July	
  1,	
  2014	
  to	
  June	
  30,	
  2015,	
  which	
  ones	
  in	
  your	
  
opinion	
  have	
  [or	
  likely	
  to	
  have	
  or	
  should	
  have]	
  impacted/
changed	
  the	
  clinical	
  pracJce	
  of	
  psychiatry?].	
  	
  

	
  v 	
  AACDP 	
   	
  v	
  AADPRT 	
   	
  v	
  AACP	
  
	
  v 	
  AAPA 	
   	
   	
  v	
  NCPA 	
   	
   	
  v	
  GAP	
  
	
  v 	
  Other	
  Colleagues	
  

•  Secondary	
  Literature,	
  e.g.	
  Faculty	
  of	
  1000	
  Factor,	
  
Cochrane,	
  NEJM	
  Journal	
  Watch,	
  etc.	
  



	
  Disclaimers	
  

•  Selec6on	
  of	
  an	
  ar6cle	
  
–  Clinical	
  relevance/applicability	
  

•  Order	
  in	
  which	
  the	
  ar6cles	
  appear	
  in	
  the	
  list	
  is	
  arbitrary	
  
•  The	
  no6on	
  that	
  these	
  are	
  defini6vely	
  the	
  “top”	
  papers	
  
cannot	
  be	
  defended.	
  
–  It	
  is	
  likely	
  that	
  others	
  would	
  choose	
  different	
  papers	
  to	
  

include	
  or	
  exclude.	
  
–  However,	
  these	
  are	
  papers	
  of	
  high	
  quality	
  with	
  direct	
  

clinical	
  applica6on.	
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•  The study results clearly indicate that the risk of antidepressant-
induced mania can be reduced by the prescription of an 
adjunctive mood stabilizer (lithium, valproate, or lamotrigine).  

•  The study does not, however, resolve the question of the 
efficacy of antidepressants in bipolar depression, which is, at 
best, arguable. 

•  While clinicians, and perhaps patients as well, tend to believe 
that antidepressants are effective in the treatment of bipolar 
depression—and even beyond, judging from the high rate of 
prescriptions in this and other studies—the evidence base is 
very weak.  

•  The other question that is not resolved in the Viktorin et al. 
study is the risk of switch in bipolar II disorder, given that data 
on hypomania were not captured. Thus, we are still left with the 
precise recommendation of not using antidepressant 
monotherapy in bipolar I disorder only. 

EDUARD VIETA, M.D. 
Editorial 



•  Even though current practice guidelines suggest treatment with 
antidepressants only in combination with mood stabilizers in 
bipolar patients, and the effectiveness of antidepressants in 
treating bipolar depression is disputed, the clinical practice looks 
different.  

•  In this study, almost 35% of the patients were on antidepressant 
monotherapy, and 70%of all bipolar patients had at least one 
dispensation of an antidepressant over a 5-year period.  

•  Thus, these results are important for future guidelines, but 
probably even more important for reminding clinicians of the 
importance of these guidelines. 









Comparative efficacy and acceptability of drug treatments  
for bipolar depression: a multiple-treatments meta-analysis 
Taylor DM, Cornelius V, Smith L, Young AH.  Acta Psychiatr Scand 2014: 130: 452–469 

Objective: Treatment of bipolar depression is complicated by 
variable response and risk of switch to mania. Guidance is 
informed by the strength of evidence rather than by comparative 
data. 
Method: We performed a multiple-treatments meta-analysis of 
randomised, double-blind, controlled comparisons of 4–16 weeks 
in adults in bipolar depression. The primary efficacy outcome was 
effect size. The primary acceptability outcome was ‘switch to 
mania’. Secondary outcomes were likelihood of response and 
withdrawals from trials. 



Comparative efficacy and acceptability of drug treatments  
for bipolar depression: a multiple-treatments meta-analysis 
Taylor DM, Cornelius V, Smith L, Young AH.  Acta Psychiatr Scand 2014: 130: 452–469 

Results: Twenty-nine studies were included (8331 participants). Olanzapine + 
fluoxetine and olanzapine performed best on primary outcome measure being 
ranked highest for effect size. Switch to mania was least likely with ziprasidone 
and then quetiapine. Olanzapine + fluoxetine was also ranked the highest for 
response with lurasidone second, but olanzapine + fluoxetine and olanzapine had 
the optimal effect on response and withdrawal from treatment when the two 
parameters were considered together. Several treatments [monoamine oxidase 
inhibitors (MAOIs), ziprasidone, aripiprazole and risperidone] have limited or no 
therapeutic activity in bipolar depression. 
Conclusion: Olanzapine + fluoxetine should be first-line treatment. Olanzapine, 
quetiapine, lurasidone, valproate and selective serotonin re-uptake inhibitors are 
also recommended. Tricyclic antidepressants and lithium are worthy of 
consideration but lamotrigine (high risk of switching, less robust efficacy) and 
MAOIs, ziprasidone, aripiprazole and risperidone (no evidence of efficacy) should 
not be used. 



SUCRA and 95% CIs for efficacy (SMD) in rank order.  
SUCRA: Surface under the cumulative ranking curve, higher value is favorable. 

Acta Psychiatr Scand 2014: 130: 452–469 



Acta Psychiatr Scand 2014: 130: 452–469 





•  Randomly assigned 152 active-duty Army soldiers 
at high risk for suicide to treatment as usual or to 
treatment as usual plus brief CBT.  

•  Participating soldiers were recruited from inpatient 
and emergency department clinical settings; all of 
them had either a suicide attempt in the past month 
or suicidal ideation with intent to die in the past 
week. 

•  Treatment as usual could consist of psychotherapy, 
psychiatric medication, substance abuse treatment, 
or other support groups.  

Am J Psychiatry 172:5, May 2015 



•  Brief CBT consisted of 12 planned sessions on a 
weekly or biweekly basis, although there was 
flexibility in the actual duration of treatment 
depending on how well the participants mastered 
the skills that were covered. 

•  Assessments were conducted at baseline, and then at 
3, 6, 12, 18, and 24 months after baseline, with the 
primary outcome consisting of the occurrence of 
suicide attempts over this 2-year period. 

Am J Psychiatry 172:5, May 2015 



Am J Psychiatry 172:5, May 2015 



Am J Psychiatry 172:5, May 2015 

Results suggest that a brief, time-limited outpatient treatment that 
specifically focuses on skills training can be effectively implemented 
in a military setting and can reduce suicide attempts among military 
personnel who have made a suicide attempt or are currently 
experiencing suicidal thoughts with intent to die. 





•  Early treatment for individuals experiencing schizophrenia has the 
potential to alter the course of illness and improve outcomes. 

•  Because of differential responses to medications in first-episode and 
multiepisode schizophrenia, prominent guidelines suggest different 
treatment practices for these patient groups.  
•  For example, the 2010 Schizophrenia Patient Outcomes 

Research Team (PORT) underlines the importance of using low 
dosages of medication and specifies that olanzapine and 
clozapine should not be first-line treatments because of their 
risks of adverse effects.  

•  Because medication experiences for individuals at the beginning of 
treatment may have a lasting impact on their attitudes toward 
medication and course of illness, this is a critical time to optimize 
prescribing.  



•  The	
  Recovery	
  Amer	
  an	
  Ini6al	
  Schizophrenia	
  Episode	
  project’s	
  
Early	
  Treatment	
  Program	
  (RAISE-­‐ETP)	
  study	
  is	
  a	
  na6onwide	
  
compara6ve	
  effec6veness	
  trial	
  that	
  enrolled	
  404	
  individuals	
  with	
  
a	
  schizophrenia	
  spectrum	
  diagnosis	
  at	
  34	
  community	
  sites	
  
throughout	
  the	
  country.	
  	
  

•  Study	
  par6cipants	
  had	
  received	
  less	
  than	
  6	
  months	
  of	
  
an6psycho6c	
  treatment	
  at	
  enrollment.	
  	
  

•  The	
  rela6vely	
  large	
  sample	
  and	
  geographic	
  breadth	
  of	
  the	
  study	
  
provided	
  the	
  first	
  opportunity	
  to	
  characterize	
  typical	
  community	
  
treatment	
  of	
  early-­‐phase	
  schizophrenia	
  pa6ents	
  in	
  the	
  United	
  
States.	
  

•  While	
  the	
  ar6cle	
  focuses	
  on	
  poten6al	
  prescribing	
  problems,	
  it	
  is	
  
first	
  worth	
  no6ng	
  that	
  the	
  prescribing	
  for	
  more	
  than	
  60%	
  of	
  the	
  
sample	
  appeared	
  to	
  follow	
  exis6ng	
  guidelines.	
  



• Data from 34 sites in 21 states to examine prescribing patterns in 404 patients 
experiencing first-episode schizophrenia or schizophrenia spectrum disorder 
(mean age, 24; 72% male; 78% with psychiatric-hospitalization histories). 

• No patients had received antipsychotic medications for >6 months at study entry 
(mean cumulative antipsychotic treatment, 47 days).  

• Allowed diagnoses included schizoaffective disorder, psychosis NOS, and brief 
psychotic disorder;  

• Patients with bipolar disorder, psychotic depression, substance-induced 
psychotic disorder, or psychosis due to a general medical condition were 
excluded. 

• At study entry, 353 patients were taking psychotropic medications;  
•  337 were taking antipsychotics (typical antipsychotics, 12%; long-acting 

injectables, 9%).  
• Antipsychotic monotherapy (risperidone, 36%; olanzapine, 17%) was 

supplied to 300 patients (89%). 
• Overall, 28% also received antidepressant medication, only half of whom had 

documented diagnoses to support such medication. 







•  The	
  inves6gators	
  found	
  evidence	
  of	
  poten6ally	
  problema6c	
  
prescribing	
  for	
  159	
  individuals	
  (39.4%	
  of	
  the	
  sample).	
  

•  The	
  most	
  common	
  issues	
  were	
  use	
  of	
  an	
  an6depressant	
  
along	
  with	
  an	
  an6psycho6c	
  without	
  a	
  clear	
  indica6on;	
  
prescrip6on	
  of	
  olanzapine;	
  and	
  use	
  of	
  more	
  than	
  one	
  
an6psycho6c.	
  	
  

•  A	
  small	
  subgroup	
  also	
  had	
  psychotropic	
  medica6ons	
  
prescribed	
  without	
  an6psycho6cs.	
  	
  

•  Pa6ents	
  with	
  private	
  insurance	
  had	
  strikingly	
  lower	
  rates	
  of	
  
prescrip6on	
  of	
  two	
  or	
  more	
  an6psycho6cs	
  than	
  pa6ents	
  
with	
  public	
  insurance	
  or	
  no	
  insurance.	
  





•  Although	
  prolonged	
  exposure	
  to	
  trauma6c	
  events	
  features	
  prominently	
  
among	
  evidence-­‐based	
  treatments	
  for	
  post-­‐trauma6c	
  stress	
  disorder	
  
(PTSD),	
  other	
  psychotherapies	
  may	
  also	
  be	
  helpful.	
  	
  

•  Researchers	
  examined	
  the	
  effec6veness	
  of	
  interpersonal	
  psychotherapy	
  
(IPT).	
  

•  The	
  inves6gators	
  randomized	
  110	
  un-­‐medicated	
  pa6ents	
  with	
  long-­‐
term	
  PTSD	
  of	
  at	
  least	
  moderate	
  severity	
  (mean	
  age,	
  40;	
  female,	
  70%;	
  
married	
  or	
  cohabita6ng,	
  16%)	
  to	
  14	
  weeks	
  of	
  IPT,	
  prolonged	
  exposure	
  
therapy	
  (imaginal	
  and	
  in	
  vivo	
  exposures),	
  or	
  relaxa6on	
  therapy	
  (ac6ve	
  
control).	
  	
  

•  Exclusions	
  included	
  ac6ve	
  psychosis;	
  substance	
  abuse;	
  suicidality;	
  
an6social,	
  schizotypal,	
  or	
  schizoid	
  personality	
  disorders;	
  and	
  concurrent	
  
psychiatric	
  treatment.	
  	
  



Conclusions: This study demonstrated noninferiority of individual
IPT for PTSD compared with the gold-standard treatment. IPT 
had (nonsignificantly) lower attrition and higher response rates 
than prolonged exposure. Contrary to widespread clinical belief, 
PTSD treatment may not require cognitive behavioral exposure to 
trauma reminders. Moreover, patients with comorbid major 
depression may fare better with IPT than
with prolonged exposure.



•  Although	
  the	
  study	
  popula6on	
  was	
  too	
  small	
  to	
  permit	
  important	
  sub	
  
analyses,	
  these	
  findings	
  suggest	
  that	
  IPT	
  is	
  useful,	
  par6cularly	
  for	
  
PTSD	
  pa6ents	
  incapable	
  of	
  directly	
  facing	
  their	
  traumas.	
  Other	
  non-­‐
exposure-­‐based	
  psychotherapies	
  might	
  also	
  benefit	
  these	
  pa6ents.	
  	
  

•  Future	
  studies	
  should	
  delineate	
  common	
  factors	
  in	
  PTSD	
  
psychotherapies	
  contribu6ng	
  to	
  their	
  effec6veness,	
  pa6ent	
  
characteris6cs	
  predic6ng	
  differen6al	
  response	
  to	
  specific	
  
psychotherapies,	
  and	
  the	
  possible	
  benefits	
  of	
  combining	
  medica6ons	
  
with	
  psychotherapies.	
  	
  

•  Overall,	
  the	
  current	
  findings	
  offer	
  new	
  alterna6ves	
  for	
  trea6ng	
  PTSD.	
  

Yager,	
  Joel.	
  NEJM	
  Journal	
  Watch.	
  Psychiatry	
  (Feb	
  20,	
  2015).	
  







Weight Loss in the In SHAPE Intervention Group and 
the Fitness Club Membership Only Groupa 



Change in Fitness as Assessed by the 6-Minute Walk Test in the  
In SHAPE Group and the Fitness Club Membership Only Groupa 



•  These	
  findings	
  demonstrate	
  the	
  success	
  of	
  a	
  health-­‐
behavior	
  improvement	
  program	
  in	
  a	
  real-­‐world	
  se^ng.	
  	
  

•  Similar	
  studies	
  have	
  shown	
  the	
  effec6veness	
  of	
  lifestyle	
  
interven6ons	
  embedded	
  in	
  psychiatric	
  rehabilita6on	
  day	
  
programs	
  and	
  of	
  interven6ons	
  combining	
  dietary	
  group	
  
counseling	
  with	
  moderate	
  physical	
  ac6vity.	
  	
  

•  Clinicians'	
  efforts	
  to	
  encourage,	
  support,	
  and	
  sustain	
  
healthy	
  behaviors	
  seem	
  well	
  worth	
  the	
  effort.	
  





•  Adults	
  with	
  serious	
  mental	
  illness	
  represent	
  the	
  single	
  
greatest	
  and	
  least	
  recognized	
  health	
  disparity	
  in	
  the	
  na6on,	
  
reflected	
  in	
  a	
  13-­‐	
  to	
  30-­‐year	
  reduced	
  life	
  expectancy(1,	
  2).	
  	
  

•  The	
  primary	
  cause	
  of	
  this	
  epidemic	
  of	
  early	
  mortality	
  is	
  
cardiovascular	
  disease	
  associated	
  with	
  dispropor6onately	
  
high	
  rates	
  of	
  obesity	
  and	
  tobacco	
  use(1).	
  

•  Atypical	
  an6psycho6c	
  medica6ons	
  increase	
  risks	
  for	
  weight	
  
gain,	
  insulin	
  resistance,	
  and	
  diabetes.	
  	
  

1.  Colton	
  CW,	
  Manderscheid	
  RW:	
  Congruencies	
  in	
  increased	
  mortality	
  rates,	
  years	
  of	
  poten6al	
  life	
  lost,	
  and	
  
causes	
  of	
  death	
  among	
  public	
  mental	
  health	
  clients	
  in	
  eight	
  states.	
  Prev	
  Chronic	
  Dis	
  2006;	
  3:A42	
  

2.  DE	
  Hert	
  M,	
  Correll	
  CU,	
  Bobes	
  J,	
  et	
  al:	
  Physical	
  illness	
  in	
  pa6ents	
  with	
  severe	
  mental	
  disorders,	
  I:	
  prevalence,	
  
impact	
  of	
  medica6ons	
  and	
  dispari6es	
  in	
  health	
  care.	
  World	
  Psychiatry	
  2011;	
  10:	
  52–77	
  



•  In	
  the	
  12-­‐month	
  study,	
  researchers	
  randomized	
  200	
  overweight	
  
pa6ents	
  taking	
  an6psycho6cs	
  to	
  a	
  group	
  interven6on	
  or	
  usual	
  care.	
  
Pa6ents	
  were	
  recruited	
  from	
  an	
  integrated	
  healthcare	
  system	
  and	
  two	
  
community	
  mental	
  health	
  centers.	
  	
  

•  Pa6ents	
  (mean	
  body-­‐mass	
  index,	
  38.3;	
  mean	
  age,	
  47)	
  were	
  
predominantly	
  low	
  income	
  (45%	
  received	
  disability	
  income)	
  and	
  
female	
  (72%).	
  	
  

•  Diagnoses	
  were	
  predominantly	
  bipolar	
  disorder/affec6ve	
  psychoses	
  
(69%)	
  or	
  schizophrenia	
  spectrum	
  (29%).	
  Almost	
  all	
  pa6ents	
  (91%)	
  
received	
  atypical	
  an6psycho6cs;	
  75%	
  of	
  medica6ons	
  were	
  known	
  to	
  
cause	
  weight	
  gain,	
  64%	
  severely	
  so.	
  	
  

•  The	
  interven6on	
  (next	
  slide)	
  was	
  followed	
  by	
  six	
  monthly	
  mee6ngs	
  
emphasizing	
  weight	
  maintenance	
  and	
  mo6va6onal	
  enhancement.	
  	
  

•  A_endance	
  during	
  the	
  first	
  6	
  months	
  averaged	
  60%.	
  
	
  









•  Interven6on	
  recipients	
  lost	
  a	
  mean	
  of	
  4.4	
  kg	
  more	
  than	
  
controls	
  (who	
  gained	
  a	
  mean	
  of	
  0.5	
  kg)	
  at	
  6	
  months	
  and	
  
2.6	
  kg	
  more	
  at	
  12	
  months.	
  	
  

•  Mean	
  fas6ng	
  glucose	
  levels	
  by	
  12	
  months	
  fell	
  in	
  the	
  
interven6on	
  group	
  (baseline,	
  106.3	
  mg/dL;	
  1	
  year,	
  100.4	
  
mg/dL)	
  and	
  rose	
  in	
  controls	
  (106.0	
  mg/dL	
  to	
  109.5	
  mg/
dL).	
  	
  

•  During	
  the	
  year,	
  6.7%	
  of	
  interven6on	
  pa6ents	
  versus	
  
18.8%	
  of	
  controls	
  required	
  medical	
  hospitaliza6on.	
  



•  Interven6on	
  recipients	
  lost	
  a	
  mean	
  of	
  4.4	
  kg	
  more	
  than	
  controls	
  
(who	
  gained	
  a	
  mean	
  of	
  0.5	
  kg)	
  at	
  6	
  months	
  and	
  2.6	
  kg	
  more	
  at	
  12	
  
months.	
  Mean	
  fas6ng	
  glucose	
  levels	
  by	
  12	
  months	
  fell	
  in	
  the	
  
interven6on	
  group	
  (baseline,	
  106.3	
  mg/dL;	
  1	
  year,	
  100.4	
  mg/dL)	
  
and	
  rose	
  in	
  controls	
  (106.0	
  mg/dL	
  to	
  109.5	
  mg/dL).	
  During	
  the	
  
year,	
  6.7%	
  of	
  interven6on	
  pa6ents	
  versus	
  18.8%	
  of	
  controls	
  
required	
  medical	
  hospitaliza6on.	
  

•  This	
  12-­‐month,	
  freestanding	
  interven6on	
  improved	
  weight	
  and	
  
overall	
  health	
  in	
  a	
  diverse	
  popula6on	
  taking	
  weight-­‐inducing	
  
an6psycho6cs.	
  Altera6ons	
  to	
  the	
  program	
  might	
  engage	
  and	
  
retain	
  more	
  pa6ents,	
  and	
  even-­‐longer	
  interven6ons	
  might	
  be_er	
  
sustain	
  health	
  benefits.	
  	
  

•  Ac6vely	
  empowering	
  pa6ents	
  in	
  their	
  own	
  recovery	
  and	
  wellness	
  
clearly	
  yields	
  mul6ple	
  benefits.	
  Clinicians	
  should	
  consider	
  
prescribing	
  these	
  programs	
  rou6nely.	
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  Ph.D.,	
  Tobias	
  Teismann,	
  Ph.D.,	
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Objec've:	
  Rela6vely	
  few	
  studies	
  have	
  examined	
  the	
  long-­‐term	
  outcome	
  of	
  
psychotherapy	
  in	
  social	
  anxiety	
  disorder.	
  The	
  authors	
  previously	
  reported	
  
findings	
  of	
  a	
  clinical	
  trial	
  comparing	
  cogni6ve	
  behavioral	
  therapy	
  (CBT),	
  
psychodynamic	
  therapy,	
  and	
  a	
  wait-­‐list	
  control.	
  The	
  purpose	
  of	
  the	
  
present	
  study	
  was	
  to	
  follow	
  the	
  par6cipants’	
  status	
  over	
  the	
  ensuing	
  24	
  
months.	
  
Method:	
  Outpa6ents	
  with	
  social	
  anxiety	
  disorder	
  who	
  were	
  treated	
  with	
  
CBT	
  (N=209)	
  or	
  psychodynamic	
  therapy	
  (N=207)	
  in	
  the	
  previous	
  trial	
  were	
  
assessed	
  6,	
  12,	
  and	
  24	
  months	
  amer	
  the	
  end	
  of	
  therapy.	
  Primary	
  outcome	
  
measures	
  were	
  rates	
  of	
  remission	
  and	
  response.	
  



Falk	
  Leichsenring,	
  D.Sc.,	
  Simone	
  Salzer,	
  D.Sc.,	
  Manfred	
  E.	
  Beutel,	
  M.D.,	
  Stephan	
  Herpertz,	
  M.D.,	
  Wolfgang	
  Hiller,	
  Ph.D.,	
  Juergen	
  Hoyer,	
  Ph.D.,	
  
Johannes	
  Huesing,	
  Dr.Rer.Medic.,	
  Peter	
  Joraschky,	
  M.D.,	
  Bjoern	
  Nol'ng,	
  M.D.,	
  Karin	
  Poehlmann,	
  Ph.D.,	
  Viktoria	
  RiUer,	
  D.Phil.Nat.,	
  Ulrich	
  Stangier,	
  

D.Sc.,	
  Bernhard	
  Strauss,	
  Ph.D.,	
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  Ph.D,	
  Joerg	
  Wil'nk,	
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Results:	
  For	
  both	
  CBT	
  and	
  psychodynamic	
  therapy,	
  response	
  
rates	
  were	
  approximately	
  70%	
  by	
  the	
  2-­‐year	
  follow-­‐up.	
  
Remission	
  rates	
  were	
  nearly	
  40%	
  for	
  both	
  treatment	
  
condi6ons.	
  Rates	
  of	
  response	
  and	
  remission	
  were	
  stable	
  or	
  
tended	
  to	
  increase	
  for	
  both	
  treatments	
  over	
  the	
  24-­‐month	
  
follow-­‐up	
  period,	
  and	
  no	
  significant	
  differences	
  were	
  found	
  
between	
  the	
  treatment	
  condi6ons	
  amer	
  6	
  months.	
  





Falk	
  Leichsenring,	
  D.Sc.,	
  Simone	
  Salzer,	
  D.Sc.,	
  Manfred	
  E.	
  Beutel,	
  M.D.,	
  Stephan	
  Herpertz,	
  M.D.,	
  Wolfgang	
  Hiller,	
  Ph.D.,	
  Juergen	
  Hoyer,	
  Ph.D.,	
  
Johannes	
  Huesing,	
  Dr.Rer.Medic.,	
  Peter	
  Joraschky,	
  M.D.,	
  Bjoern	
  Nol'ng,	
  M.D.,	
  Karin	
  Poehlmann,	
  Ph.D.,	
  Viktoria	
  RiUer,	
  D.Phil.Nat.,	
  Ulrich	
  Stangier,	
  

D.Sc.,	
  Bernhard	
  Strauss,	
  Ph.D.,	
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Conclusions:	
  	
  
•  CBT	
  and	
  psychodynamic	
  therapy	
  were	
  efficacious	
  in	
  

trea6ng	
  social	
  anxiety	
  disorder,	
  in	
  both	
  the	
  short-­‐	
  and	
  
long-­‐term,	
  when	
  pa6ents	
  showed	
  con6nuous	
  
improvement.	
  	
  

•  Although	
  in	
  the	
  short-­‐term,	
  inten6on-­‐to-­‐treat	
  analyses	
  
yielded	
  some	
  sta6s6cally	
  significant	
  but	
  small	
  differences	
  
in	
  favor	
  of	
  CBT	
  in	
  several	
  outcome	
  measures,	
  no	
  
differences	
  in	
  outcome	
  were	
  found	
  in	
  the	
  long-­‐term.	
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•  In	
  an	
  industry-­‐funded,	
  mul6site,	
  double-­‐blind	
  study,	
  academic	
  researchers	
  
randomized	
  95	
  pa6ents	
  with	
  borderline	
  personality	
  disorder	
  to	
  8	
  weeks	
  of	
  
extended-­‐release	
  que6apine	
  at	
  150	
  mg/day,	
  300	
  mg/day,	
  or	
  placebo	
  (mean	
  
age,	
  29;	
  29%	
  male).	
  

•  Que6apine	
  dosing	
  was	
  started	
  at	
  50	
  mg/day	
  and	
  gradually	
  increased	
  over	
  
several	
  weeks.	
  	
  

•  Response	
  (≥50%	
  reduc6on	
  from	
  baseline	
  scores	
  on	
  a	
  standardized	
  scale)	
  
was	
  achieved	
  for	
  total	
  and	
  some	
  symptom	
  scores	
  in	
  at	
  least	
  one	
  post-­‐
baseline	
  visit	
  by	
  82%	
  of	
  pa6ents	
  on	
  low-­‐dose	
  que6apine,	
  67%	
  on	
  
moderate-­‐dose	
  que6apine,	
  and	
  62%	
  receiving	
  placebo.	
  	
  

•  At	
  the	
  last	
  treatment	
  visit,	
  82%,	
  74%,	
  and	
  48%,	
  respec6vely,	
  were	
  rated	
  as	
  
responders;	
  the	
  number	
  needed	
  to	
  treat	
  for	
  one	
  pa6ent	
  to	
  benefit	
  was	
  
about	
  three	
  for	
  low-­‐dose	
  and	
  four	
  for	
  moderate-­‐dose	
  que6apine.	
  	
  



•  A	
  well-­‐designed	
  clinical	
  	
  trial	
  that	
  	
  provides	
  evidence	
  that	
  	
  low-­‐
dosage	
  que6apine	
  (150	
  mg)	
  is	
  effec6ve	
  	
  in	
  the	
  	
  short-­‐term	
  
treatment	
  of	
  some	
  	
  of	
  the	
  	
  core	
  	
  symptoms	
  of	
  borderline	
  
personality	
  disorder.	
  The	
  	
  es6mated	
  effect	
  size	
  (20.79)	
  and	
  	
  
number	
  needed	
  to	
  treat	
  for	
  response	
  (2.9)	
  suggest	
  	
  a	
  moderate	
  
to	
  large	
  effect	
  on	
  the	
  primary	
  outcome.	
  	
  

•  A	
  number	
  of	
  ques6ons	
  remain:	
  	
  
•  whether	
  the	
  	
  response	
  will	
  be	
  maintained	
  over	
  	
  longer	
  	
  
periods	
  

•  long-­‐term	
  safety,	
  	
  especially	
  in	
  regard	
  to	
  metabolic	
  
syndrome	
  	
  

MAURICIO	
  TOHEN,	
  M.D.,	
  DR	
  .P.H.	
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Que'apine	
  for	
  Borderline	
  Personality	
  Disorder?	
  
Yager,	
  Joel.	
  NEJM	
  Journal	
  Watch.	
  Psychiatry	
  (Jul	
  21,	
  2014).	
  

	
  

•  Although	
  improvement	
  with	
  low-­‐dose	
  que6apine	
  occurred,	
  
this	
  8-­‐week	
  study	
  was	
  too	
  short	
  to	
  prove	
  meaningful	
  long-­‐
term	
  value	
  for	
  the	
  medica6on.	
  

•  Although	
  this	
  limited	
  study	
  demonstrated	
  effec6veness	
  
across	
  a	
  range	
  of	
  symptoms	
  (par6cularly	
  for	
  lower-­‐dose	
  
que6apine),	
  placebo	
  response	
  and	
  dropout	
  rates	
  were	
  high.	
  	
  

	
  









Psychotherapy	
  for	
  Conversion	
  Symptoms?	
  
Dubovsky,	
  Steven.	
  NEJM	
  Journal	
  Watch.	
  Psychiatry	
  (Aug	
  31	
  2009).	
  

•  The	
  most	
  that	
  can	
  be	
  concluded	
  from	
  this	
  pilot	
  study	
  is	
  that	
  
pa6ents	
  who	
  are	
  willing	
  to	
  accept	
  the	
  psychogenic	
  nature	
  of	
  
their	
  conversion	
  symptoms	
  -­‐-­‐	
  typically,	
  a	
  minority	
  of	
  these	
  
pa6ents	
  -­‐-­‐	
  may	
  be	
  able	
  to	
  subs6tute	
  more-­‐mature	
  solu6ons	
  
to	
  cogni6ve,	
  intrapsychic,	
  and	
  interpersonal	
  problems.	
  	
  

•  Eclec6c	
  psychotherapy	
  for	
  soma6za6on	
  has	
  promise	
  for	
  
pa6ents	
  who	
  can	
  mobilize	
  some	
  insight	
  into	
  the	
  mind-­‐body	
  
connec6on.	
  	
  



Objec've:	
  The	
  individual	
  placement	
  and	
  support	
  model	
  of	
  
supported	
  employment	
  has	
  been	
  shown	
  to	
  be	
  more	
  effec6ve	
  
than	
  other	
  voca6onal	
  approaches	
  in	
  improving	
  compe66ve	
  
work	
  over	
  1–2	
  years	
  in	
  persons	
  with	
  severe	
  mental	
  illness.	
  
The	
  authors	
  evaluated	
  the	
  longer-­‐term	
  effects	
  of	
  the	
  model	
  
compared	
  with	
  tradi6onal	
  voca6onal	
  rehabilita6on	
  over	
  5	
  
years.	
  
Method:	
  A	
  randomized	
  controlled	
  trial	
  compared	
  supported	
  
employment	
  to	
  tradi6onal	
  voca6onal	
  rehabilita6on	
  in	
  100	
  
unemployed	
  persons	
  with	
  severe	
  mental	
  illness.	
  Compe66ve	
  
work	
  and	
  hospital	
  admissions	
  were	
  tracked	
  for	
  5	
  years,	
  and	
  
interviews	
  were	
  conducted	
  at	
  2	
  and	
  5	
  years	
  to	
  assess	
  
recovery	
  a^tudes	
  and	
  quality	
  of	
  life.	
  A	
  cost-­‐benefit	
  analysis	
  
compared	
  program	
  and	
  total	
  treatment	
  costs	
  to	
  earnings	
  
from	
  compe66ve	
  employment.	
  



•  Par6cipants	
  had	
  persistent	
  impairments	
  in	
  role,	
  social	
  or	
  independent	
  
living,	
  and	
  self-­‐care;	
  no	
  recent	
  substance	
  disorder	
  or	
  disabling	
  physical	
  
condi6ons;	
  and	
  significant	
  underemployment	
  at	
  baseline	
  (65%	
  men,	
  
mean	
  age,	
  34;	
  mean	
  hospitaliza6ons,	
  1.7;	
  moderate-­‐serious	
  symptoms	
  
on	
  a	
  standardized	
  scale	
  assessing	
  func6on).	
  	
  

•  Supported	
  employment	
  included	
  individual	
  placement	
  and	
  job	
  
coaching,	
  biweekly	
  coach	
  contact,	
  and	
  monthly	
  coach	
  contact	
  with	
  
work	
  supervisors,	
  treatment	
  team,	
  and	
  others.	
  Tradi6onal	
  voca6onal	
  
rehabilita6on	
  included	
  prevoca6onal	
  training	
  in	
  sheltered	
  workshops	
  
(6-­‐12	
  months);	
  employable	
  par6cipants	
  then	
  received	
  training	
  in	
  
compe66ve	
  jobs	
  (3-­‐6	
  months).	
  



Results:	
  The	
  beneficial	
  effects	
  of	
  supported	
  employment	
  on	
  work	
  at	
  2	
  
years	
  were	
  sustained	
  over	
  the	
  5-­‐year	
  follow-­‐up	
  period.	
  Par6cipants	
  in	
  
supported	
  employment	
  were	
  more	
  likely	
  to	
  obtain	
  compe66ve	
  work	
  than	
  
those	
  in	
  tradi6onal	
  voca6onal	
  rehabilita6on	
  (65%	
  compared	
  with	
  33%),	
  
worked	
  more	
  hours	
  and	
  weeks,	
  earned	
  more	
  wages,	
  and	
  had	
  longer	
  job	
  
tenures.	
  Reliance	
  on	
  supported	
  employment	
  services	
  for	
  retaining	
  
compe66ve	
  work	
  decreased	
  from	
  2	
  years	
  to	
  5	
  years	
  for	
  par6cipants	
  in	
  
supported	
  employment.	
  Par6cipants	
  were	
  also	
  significantly	
  less	
  likely	
  to	
  
be	
  hospitalized,	
  had	
  fewer	
  psychiatric	
  hospital	
  admissions,	
  and	
  spent	
  
fewer	
  days	
  in	
  the	
  hospital.	
  The	
  social	
  return	
  on	
  investment	
  was	
  higher	
  for	
  
supported	
  employment	
  par6cipants,	
  whether	
  calculated	
  as	
  the	
  ra6o	
  of	
  
work	
  earnings	
  to	
  voca6onal	
  program	
  costs	
  or	
  of	
  work	
  earnings	
  to	
  total	
  
voca6onal	
  program	
  and	
  mental	
  health	
  treatment	
  costs.	
  





Conclusions:	
  The	
  results	
  demonstrate	
  that	
  
the	
  greater	
  effec6veness	
  of	
  supported	
  
employment	
  in	
  improving	
  compe66ve	
  
work	
  outcomes	
  is	
  sustained	
  beyond	
  2	
  
years	
  and	
  suggest	
  that	
  supported	
  
employment	
  programs	
  contribute	
  to	
  
reduced	
  hospitaliza6ons	
  and	
  produce	
  a	
  
higher	
  social	
  return	
  on	
  investment.	
  



•  Helping	
  psychiatrically	
  impaired	
  pa6ents	
  achieve	
  and	
  
maintain	
  compe66ve	
  employment	
  can	
  assist	
  meaningful	
  
recovery	
  and	
  individual	
  self-­‐worth	
  and	
  reduce	
  disability	
  costs	
  
and	
  psychiatric	
  treatment	
  expenses.	
  

•  These	
  largely	
  encouraging	
  results	
  are	
  consistent	
  with	
  studies	
  
in	
  the	
  U.S.	
  and	
  elsewhere	
  showing	
  sustained	
  and	
  significant	
  
benefits	
  for	
  supported	
  employment	
  programs.	
  Helping	
  
pa6ents	
  with	
  serious	
  mental	
  illness	
  gain	
  access	
  to	
  supported	
  
employment	
  programs	
  should	
  be	
  both	
  a	
  clinical	
  and	
  a	
  social	
  
policy	
  priority.	
  

	
  

Supported	
  Employment	
  Reaps	
  Clinical	
  and	
  Social	
  Benefits	
  
Yager,	
  Joel.	
  NEJM	
  Journal	
  Watch.	
  Psychiatry	
  (Aug	
  26,	
  2014).	
  





•  Of	
  89,094	
  ED	
  visits	
  for	
  psychiatric	
  ADRs	
  (about	
  10%	
  of	
  all	
  ADR	
  visits	
  to	
  
EDs),	
  almost	
  20%	
  resulted	
  in	
  hospitaliza6on.	
  	
  

•  The	
  highest	
  rate	
  of	
  ED	
  visits	
  rela6ve	
  to	
  the	
  number	
  of	
  outpa6ent	
  
presumed	
  prescrip6ons	
  was	
  found	
  for	
  an6psycho6cs	
  (especially,	
  
typical	
  an6psycho6cs),	
  primarily	
  for	
  severe	
  extrapyramidal	
  effects,	
  
and	
  lithium,	
  with	
  the	
  most	
  common	
  problems	
  being	
  "abnormal	
  drug	
  
level,"	
  altered	
  mental	
  status,	
  and	
  movement	
  disorder.	
  	
  

•  In	
  an	
  examina6on	
  of	
  individual	
  drugs,	
  zolpidem	
  led	
  to	
  more	
  ED	
  visits	
  
than	
  any	
  other	
  psychiatric	
  medica6on,	
  especially	
  in	
  older	
  pa6ents.	
  	
  

•  The	
  analyses	
  did	
  not	
  include	
  an6convulsants.	
  







How	
  Risky	
  Are	
  Psychiatric	
  Medica'ons?	
  
Dubovsky,	
  Steven	
  View	
  Profile.	
  NEJM	
  Journal	
  Watch.	
  Psychiatry	
  (Aug	
  1,	
  2014).	
  

	
  
•  Prescribers	
  should	
  be	
  mindful	
  of	
  the	
  risks	
  for	
  adverse	
  reac6ons	
  with	
  

psychiatric	
  drugs,	
  especially	
  an6psycho6cs,	
  lithium,	
  and	
  zolpidem.	
  
•  A	
  diverse	
  group	
  of	
  providers	
  are	
  prescribing	
  escala6ng	
  amounts	
  of	
  

an6psycho6cs,	
  zolpidem,	
  and	
  other	
  psychiatric	
  medica6ons,	
  but	
  they	
  may	
  
not	
  be	
  aware	
  that	
  these	
  medica6ons	
  carry	
  significant	
  risks.	
  	
  

•  All	
  prescribers	
  should	
  be	
  mindful	
  of	
  a	
  growing	
  number	
  of	
  reports	
  of	
  
amnesia,	
  falls,	
  and	
  other	
  ADRs	
  with	
  zolpidem,	
  par6cularly	
  in	
  older	
  pa6ents,	
  
despite	
  its	
  ini6al	
  reputa6on	
  as	
  being	
  safer	
  than	
  benzodiazepines.	
  







	
  
•  To	
  address	
  concerns	
  about	
  adverse	
  effects	
  of	
  an6psycho6c	
  drugs,	
  these	
  researchers	
  
correlated	
  10	
  years	
  of	
  Danish	
  registry	
  data	
  on	
  all	
  out-­‐of-­‐hospital	
  cardiac	
  arrests	
  (OHCAs),	
  all	
  
prescrip6ons,	
  and	
  inpa6ent	
  and	
  outpa6ent	
  treatment.	
  

•  In	
  28,947	
  people	
  with	
  OHCA,	
  2205	
  were	
  taking	
  at	
  least	
  one	
  an6psycho6c	
  drug	
  (median	
  age,	
  
66).	
  The	
  risk	
  for	
  OHCA	
  was	
  significantly	
  increased	
  with	
  any	
  an6psycho6c	
  (odds	
  ra6o,	
  1.53).	
  
Typical	
  an6psycho6cs	
  as	
  a	
  class	
  were	
  associated	
  with	
  an	
  increased	
  OHCA	
  risk	
  (OR,	
  1.66),	
  but	
  
atypical	
  an6psycho6cs	
  were	
  not.	
  	
  

•  In	
  analyses	
  of	
  11	
  individual	
  medica6ons,	
  greater	
  OHCA	
  risk	
  was	
  associated	
  with	
  the	
  atypical	
  
que6apine	
  (OR,	
  3.64)	
  and	
  the	
  neurolep6cs	
  haloperidol	
  (OR,	
  2.43)	
  and	
  levomepromazine,	
  a	
  
low-­‐potency	
  phenothiazine	
  not	
  available	
  in	
  the	
  U.S.	
  (OR,	
  2.05).	
  	
  

•  The	
  results	
  were	
  not	
  explained	
  by	
  typical	
  risk	
  factors,	
  substance	
  abuse,	
  hospitaliza6on	
  2	
  
months	
  before	
  OHCA,	
  or	
  above-­‐median	
  doses.	
  	
  

•  Only	
  47%	
  of	
  OHCA	
  pa6ents	
  taking	
  an	
  an6psycho6c	
  drug	
  appeared	
  to	
  have	
  a	
  psychiatric	
  
illness.	
  Numbers	
  were	
  too	
  small	
  to	
  assess	
  the	
  effect	
  of	
  dosage	
  or	
  treatment	
  dura6on,	
  and	
  the	
  
risk	
  of	
  other,	
  less	
  frequently	
  prescribed	
  an6psycho6cs	
  was	
  not	
  explored.	
  	
  

•  No	
  data	
  were	
  available	
  on	
  whether	
  OHCA	
  was	
  caused	
  by	
  torsades	
  de	
  pointes.	
  





Antipsychotic Drugs and Cardiac Arrest in Outpatients 
Dubovsky, Steven. NEJM Journal Watch. Psychiatry (Sep 16, 2014). 
 

Despite the lack of data on QT interval or arrhythmias 
preceding OHCA, some antipsychotic drugs may have 
contributed to alterations in cardiac conduction. It is not 
clear whether the risk is higher in non-psychiatric patients 
taking antipsychotics (usually for agitation), but the results 
clearly indicate a need for caution when using 
antipsychotics -- the benefits must clearly outweigh the 
growing list of risks. 







•  Controlled	
  trial	
  enrolling	
  39	
  inpa6ents	
  with	
  schizophrenia	
  who	
  showed	
  persistent	
  
psycho6c	
  symptoms	
  at	
  moderate	
  or	
  more-­‐severe	
  levels	
  amer	
  at	
  least	
  12	
  weeks	
  of	
  
clozapine	
  with	
  plasma	
  levels	
  ≥350	
  ng/ml.	
  

•  Pa6ents	
  con6nued	
  clozapine	
  and	
  either	
  were	
  treated	
  or	
  were	
  not	
  treated	
  with	
  
bilateral	
  electroconvulsive	
  therapy	
  (ECT)	
  for	
  8	
  weeks	
  (72%	
  men;	
  54%	
  white;	
  mean	
  age:	
  
clozapine-­‐only	
  group,	
  43;	
  combina6on-­‐treatment	
  group,	
  36).	
  	
  

•  Raters	
  blinded	
  to	
  group	
  assignment	
  performed	
  weekly	
  assessments.	
  At	
  the	
  end	
  of	
  
treatment	
  (mean,	
  16	
  treatments),	
  50%	
  of	
  pa6ents	
  treated	
  with	
  ECT	
  met	
  responder	
  
criteria	
  (≥40%	
  reduc6on	
  in	
  psycho6c	
  symptoms)	
  versus	
  0%	
  of	
  those	
  without	
  ECT	
  
treatment.	
  	
  

•  All	
  nonresponders	
  in	
  the	
  clozapine-­‐only	
  arm	
  eventually	
  received	
  ECT;	
  47%	
  met	
  
response	
  criteria.	
  	
  

•  No	
  impact	
  was	
  seen	
  on	
  nega6ve	
  symptoms.	
  Adverse	
  reac6ons	
  were	
  few	
  and	
  minor.	
  
	
  



When Clozapine Is Insufficient for Schizophrenia, Then What? 
Yager, Joel. NEJM Journal Watch. Psychiatry (Sep 8, 2014). 
 
Because this study examined outcomes only at the end of treatment, 
extensions are necessary to ascertain whether the observed clinical 
improvement is sustained. If a sizable fall-off in improvement occurs 
after 20 treatments, maintenance ECT might help, but studies 
assessing this possibility should be conducted. The potential benefits 
for transcranial magnetic stimulation also deserve study in 
clozapine nonresponders. Given the reluctance of many patients and 
families to accept ECT, clinicians should be prepared to provide 
considerable education about the procedure and a full informed 
consent process. For patients with persistent, disturbing, and 
impairing symptoms of schizophrenia that fail to improve with 
clozapine, these results offer new treatment directions. 



•  Life	
  expectancy	
  in	
  pa6ents	
  with	
  schizophrenia	
  is	
  10	
  to	
  20	
  years	
  shorter	
  
than	
  in	
  people	
  without	
  schizophrenia	
  and	
  of	
  similar	
  age	
  and	
  sex.	
  	
  

•  Some	
  studies	
  suggest	
  that	
  this	
  is	
  partly	
  a_ributable	
  to	
  the	
  adverse	
  
cardiovascular	
  effects	
  of	
  an6psycho6c	
  medica6ons,	
  but	
  detailed	
  
understanding	
  is	
  lacking.	
  	
  

•  Studying	
  Swedish	
  na6onal	
  registries	
  from	
  2006	
  through	
  2010,	
  
inves6gators	
  examined	
  cumula6ve	
  an6psycho6c	
  exposure	
  in	
  rela6on	
  to	
  
all-­‐cause	
  and	
  disease-­‐specific	
  mortality	
  in	
  two	
  cohorts	
  of	
  pa6ents	
  with	
  
schizophrenia	
  (age	
  range,	
  17-­‐65)	
  	
  
•  21,492	
  pa6ents	
  diagnosed	
  before	
  2006	
  ("chronic"),	
  and	
  	
  
•  1230	
  pa6ents	
  ini6ally	
  diagnosed	
  between	
  2006	
  and	
  2010	
  ("first-­‐

episode").	
  	
  
•  Data	
  on	
  214,670	
  and	
  12,110	
  matched	
  general-­‐popula6on	
  controls,	
  

respec6vely,	
  were	
  also	
  examined.	
  
	
  



Background: It is generally believed that long-term use of  
antipsychotics increases  mortality  and,  especially, the risk of 
cardiovascular death. However, there are no solid data to 
substantiate this view.   
Methods: We identified all individuals in Sweden with schizophrenia 
diagnoses before year 2006 (N = 21 492), aged 17–65 years, and 
persons with first-episode schizophrenia  during the follow-up 2006–
2010  (N  =  1230).  Patient information was  prospectively collected  
through nationwide registers. Total and cause-specific mortalities 
were calculated as a function of cumulative antipsychotic exposure 
from January 2006  to  December 2010.   



•  During	
  the	
  5-­‐year	
  follow-­‐up,	
  1591	
  of	
  chronic	
  pa6ents	
  (7.4%),	
  3438	
  of	
  their	
  controls	
  
(1.6%),	
  and	
  45	
  of	
  first-­‐episode	
  pa6ents	
  (3.7%)	
  died.	
  	
  

•  In	
  both	
  pa6ent	
  groups,	
  an6psycho6c	
  exposure	
  had	
  U-­‐shaped	
  associa6ons	
  with	
  
mortality	
  from	
  cardiovascular	
  disease	
  and	
  cancer:	
  No	
  exposure	
  and	
  highest	
  exposure	
  
were	
  linked	
  to	
  higher	
  mortality	
  than	
  low	
  and	
  moderate	
  exposure.	
  	
  

•  For	
  respiratory	
  diseases,	
  mortality	
  increased	
  with	
  an6psycho6c	
  exposure;	
  for	
  
suicide,	
  mortality	
  decreased	
  with	
  greater	
  exposure.	
  Cardiovascular-­‐	
  and	
  cancer-­‐
specific	
  death	
  rates	
  were	
  the	
  highest	
  (chronic	
  pa6ents,	
  2.4%	
  and	
  1.2%,	
  respec6vely).	
  	
  

•  Among	
  high-­‐exposure	
  pa6ents,	
  mortality	
  was	
  higher	
  in	
  women	
  than	
  in	
  men.	
  	
  
•  Overall,	
  mortality	
  was	
  highest	
  for	
  first-­‐episode	
  pa6ents	
  having	
  no	
  an6psycho6c	
  

exposure	
  (hazard	
  ra6o,	
  9.9)	
  and	
  for	
  unexposed	
  chronic	
  pa6ents	
  who	
  had	
  been	
  
hospitalized	
  in	
  the	
  year	
  before	
  follow-­‐up	
  (HR,	
  6.3).	
  However,	
  mortality	
  was	
  not	
  
elevated	
  among	
  unexposed	
  pa6ents	
  who	
  had	
  never	
  been	
  hospitalized.	
  



Results:  Compared with age- and gender-matched controls from the general 
population (N =  214 920), the highest overall mortality was observed among patients 
with no antipsychotic exposure (hazard ratio [HR] = 6.3, 95% CI: 5.5–7.3), i.e., 0.0 
defined daily dose (DDD)/day, followed by high exposure (>1.5 DDD/day) group 
(HR = 5.7, 5.2–6.2), low exposure (<0.5 DDD/day) group (HR = 4.1, 3.6–4.6), and 
moderate exposure (0.5–1.5 DDD/day) group (HR = 4.0, 3.7– 4.4). High exposure 
(HR = 8.5, 7.3–9.8) and no exposure (HR = 7.6, 5.8–9.9) were associated with higher 
cardiovascular mortality than either low exposure (HR = 4.7, 3.7–6.0) or moderate 
exposure (HR = 5.6, 4.8–6.6). The highest excess overall mortality was observed 
among first- episode patients with no antipsychotic use (HR  =  9.9, 5.9–16.6).     
Conclusions: Among patients with schizophrenia, the cumulative antipsychotic 
exposure displays a U-shaped curve for overall mortality, revealing the highest risk 
of death among those patients with no antipsychotic use. These results indicate that 
both excess overall and cardiovascular mortality in schizophrenia is attributable to 
other factors than antipsychotic treatment when used in adequate dosages. 



•  These	
  associa6ons	
  between	
  an6psycho6c	
  exposure	
  and	
  specific	
  
causes	
  of	
  death	
  are	
  complex.	
  	
  

•  General	
  health	
  monitoring	
  is	
  essen6al	
  for	
  pa6ents	
  with	
  high	
  
an6psycho6c	
  exposure.	
  	
  

•  Even	
  though	
  this	
  observa6onal	
  study	
  cannot	
  prove	
  causality,	
  the	
  
notably	
  higher	
  mortality	
  among	
  pa6ents	
  with	
  no	
  an6psycho6c	
  
exposure	
  suggests	
  that	
  adherence-­‐increasing	
  interven6ons,	
  
including	
  use	
  of	
  long-­‐ac6ng	
  injectable	
  medica6ons,	
  might	
  reduce	
  
risk	
  for	
  death.	
  

	
  

Joel	
  Yager,	
  MD	
  -­‐	
  NEJM	
  Journal	
  Watch-­‐	
  Psychiatry	
  	
  



*number needed to harm = number of patients receiving the drug to produce one excess death 

* 



Antipsychotics, Other Psychotropics, and the Risk of Death 
in Patients With Dementia - Number Needed to Harm 



Antipsychotics, Other Psychotropics, and the Risk of Death 
in Patients With Dementia - Number Needed to Harm 



•  The 45,393 participants with dementia aged >65 received monotherapy with 
haloperidol, risperidone, olanzapine, quetiapine, valproate or one of its 
derivatives, or an antidepressant other than a tricyclic or monoamine oxidase 
inhibitor.  

•  They were matched to dementia patients of similar ages not taking any study 
medications. 

•  In analyses controlling for relevant risk factors, mortality increased 
significantly over the 180 days after prescription of a study medication, 
compared with no study medication, as follows: 

•  Haloperidol,  3.8%  NNH= 26 
•  Risperidone,  3.7%  NNH= 27 
•  Olanzapine,  2.5%  NNH= 40 
•  Quetiapine,  2.0%  NNH= 50 

•  Mortality risk increased only slightly with antidepressants and not at all with 
valproate. 

•   In analyses of atypical antipsychotics, higher doses (haloperidol-equivalent 
dose, ≥3 mg) were associated with higher mortality risks. 



•  The elevated mortality risk with haloperidol is consistent with 
findings elsewhere.  

•  In this study, however, haloperidol patients compared with 
other treated patients had greater comorbidity and more 
institutional treatment and were more likely to be delirious, all 
severity factors that could increase mortality.  

•  Quetiapine seems safer than other atypical antipsychotics but 
still poses an elevated risk for death and may be less effective 
for agitation and psychosis.  

•  Substantial caution and close monitoring are necessary when 
prescribing antipsychotics to older demented patients.  

•  Atypical antipsychotics may be preferable to haloperidol, and 
the lowest possible dose of any drug should be used. 

 





•  Metacognitive training (MCT), is a manual-based group 
treatment addressing attributional style, jumping to 
conclusions, flexible beliefs, theory of mind/social cognition, 
avoiding overconfidence in false memories, and mood/self-
esteem.  

•  The primary aims of MCT are to transfer knowledge about basic 
research on cognitive distortions to patients and to raise 
awareness about the dysfunctionality of these biases. 

•  The exercises pursue the goal of providing corrective 
experiences and teaching patients alternative information- 
processing strategies in an entertaining manner.  

•  Finally, normalization, an element of CBT highlighting that 
cognitive biases are normal to some degree, is an essential part 
of each module. 

Metacognitive Training (MCT) for Psychosis 



• Researchers	
  randomized	
  150	
  pa6ents	
  with	
  schizophrenia	
  spectrum	
  diagnoses	
  
(mean	
  age,	
  35)	
  who	
  were	
  taking	
  an6psycho6cs	
  to	
  one	
  of	
  two	
  16-­‐session	
  
therapies:	
  	
  	
  

• Metacogni6ve	
  training	
  (MCT)	
  	
  
• The	
  control	
  treatment,	
  COGPACK,	
  is	
  an	
  individualized,	
  computer-­‐based	
  
program,	
  conducted	
  in	
  a	
  group	
  se^ng,	
  to	
  improve	
  memory.	
  	
  

• Assessors	
  were	
  blinded	
  as	
  to	
  treatment	
  group.	
  
• Overall,	
  86%	
  of	
  pa6ents	
  stayed	
  in	
  the	
  study	
  for	
  6	
  months,	
  and	
  61%	
  stayed	
  for	
  
3	
  years	
  of	
  planned	
  follow-­‐up.	
  	
  

• Posi6ve	
  symptoms,	
  especially	
  delusions,	
  decreased	
  significantly	
  more	
  with	
  
MCT	
  than	
  with	
  COGPACK	
  at	
  6	
  months'	
  follow-­‐up,	
  and	
  this	
  difference	
  was	
  
maintained	
  at	
  3	
  years.	
  	
  

•  In	
  addi6on,	
  self-­‐esteem	
  and	
  quality	
  of	
  life	
  were	
  significantly	
  more	
  improved	
  in	
  
the	
  MCT	
  group	
  at	
  3	
  years	
  although	
  not	
  earlier.	
  	
  

• A_en6on	
  improved	
  more	
  in	
  the	
  COGPACK	
  group.	
  Jumping	
  to	
  conclusions	
  
improved	
  in	
  both	
  groups.	
  

	
  









•  The benefit of a time-limited, structured approach to addressing 
disturbances in logic and interpretation of social and other cues 
lasted long after the conclusion of the intervention.  

•  Adherence rates were far better than those in long-term, pure 
pharmacological trials.  

•  Insofar as no antipsychotic drug has been shown to cure 
schizophrenia, cognitive and other behavioral approaches 
should always be considered for patients with this disorder.  

•  Not only does metacognitive training yield immediate benefits, 
but others emerge only after time. 

Psychotherapy for Disordered Thinking in Schizophrenia 

Dubovsky, Steven. NEJM Journal Watch. Psychiatry (Oct 31, 2014). 
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