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•  Review of first episode studies 

•  Treatment in the acute setting 

•  Treatment of acute mania 

•  Special Population: children and 
adolescents 

•  Discussion 
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The first episode of psychosis  
is a critical period in the course 

of each patient’s illness and 
perhaps the most important 
opportunity for therapeutic 

intervention 

Placebo-Controlled First-Episode 
Maintenance Trials 

Kane et al, 1982 41 (7/17) 0 (0/11) 

Crow et al, 1986 62 (41/66) 46 (25/54) 

McCreadie, et al 
(Scottish Schizophrenia 
Research Group), 1989 

57 (4/7) 0 (0/8) 

Hogarty and Ulrich, 
1998 

64 43 
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Lieberman et al, Am J Psychiatry 2003;160(8):1396-404  

Olanzapine vs haloperidol 

Primary Outcome:  
All-Cause Treatment Discontinuation 

��	��
24�2
&���	*�
3�'�)�&4��2�@/
	(�����>�C<�&(
/(���'����
�D
/(���
�:�C<�&(
/(���'��

	(�/�	(:����@�&�&4�����������&��&��>����(�>�	(�	(&*��+��0�
&����	���

��(�2��&(�<
&(�����0�

�� +�� ��� ��� ���

�:@(�(�&	
&('��

E�
:�C<
&��

74�	
/�<&(2��>>�2&�

B(:���>>�2&��

1
&(��&���2(�(���

�����
<���

F�
�D
/(���

G<�&(
/(���

.(�/�	(:����

�2�'�*��&�
��+����



0 3 6 9 12

Time (months)

0.0

0.1

0.2

0.3

0.4

0.5

0.6

0.7

0.8

0.9

1.0
Pr

op
or

tio
n 

w
ith

ou
t t

re
at

m
en

t d
is

co
nt

in
ua

tio
n

Haloperidol
Amisulpride
Olanzapine
Quetiapine
Ziprasidone
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First-Episode Patients: Lower Medication 
Doses Than Multi-Episode Patients 

Study Mean Modal Daily Dose (mg) 
Lieberman et al 2005 Haloperidol: 4.4 

Olanzapine: 9.1 
Schooler et al 2005 Haloperidol: 2.9 

Risperidone: 3.3 
Robinson et al 2006 
 

Olanzapine: 11.8 
Risperidone: 3.9 

McEvoy et al 2007, Am J 
Psychiatry. In press 
 

Olanzapine: 11.7 
Quetiapine: 506 
Risperidone: 2.4 
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Minimising risk of harm 

Reducing acute symptoms 

Treatment goals in the emergency setting  

Arango & Bobes 2004 

Improving role functioning 

Calming agitation 

Achieving these goals must not be at the 
expense of long-term treatment objectives 

Patient requirements and preferences  
in the acute setting 
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Control of symptoms 

Social and family 
interactions 

Daily functioning 

Quality of life 

Recovery is a multidimensional process 

Fenton et al 1997; Lacro et al 2002 

Relapse prevention 

Improved cognition 

Overcoming stigma 

Return to work 

Treatment Options for Acute Mania 

•  Classical antipsychotics 
•  Atypical antipsychotics 
•  Lithium 
•  Valproate 
•  Carbamazepine 
•  Combinations 
•  Benzodiazepines 
•  ECT 



Divalproex vs Lithium vs PlaceboH
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Bowden CL, et al. JAMA. 1994;271(12):918-924.  

Placebo 
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*P<.05 vs placebo 
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Efficacy of atypical antipsychotics: 
improvement in manic symptoms 

Vieta et al, 2005; Tohen et al 1999; 
Hirschfeld et al 2002; Keck et al 2003; Keck et al 2003; Segal et al 2003 

aZiprasidone: SADS-C MRS; others: YMRS; columns are active drug vs placebo 
*p<0.05; **p<0.01; ***p<0.001 vs placebo 

** 

(n=197; n=202) 

Data from 6 selected monotherapy studies 

** 
** 

*** 

* *** 

(n=403) (n=136) (n=259) (n=262) 
Mean 
change 
from 
baseline 
in scorea 
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Atypical Antipsychotics As Adjunct to 
Mood Stabilizers Vs. Mood Stabilizer 

Monotherapy��

0%

20%

40%

60%

80%

100%

Sachs et al
2002

Yatham et al
2003

Tohen et al
2002

Sachs et al
2002

Delbello et al
2002

Mueller-
Orlinghausan

et al 2000

Risperidone PlaceboOlanzapine Quetiapine

Valproate

Response Rate (≥≥50% Reduction YMRS) 

Sachs et al. 2002 (3 wks, n=156, YMRS=28), Yatham et al. 2003 (3 wks, n=151, YMRS=29),  
Tohen et al. 2002 (6 wks, n=344, YMRS=22), Sachs et al. 2002 (3 wks, n=190), Delbello et al. 2002 (6 wks, n=30, YMRS=33). 

Change in weight over time by 
treatment group olanzapine/quetiapine 

WEIGHT
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180
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GH
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Arango et al, 2009 



Metabolic side effects in young people treated with  
second-generation antipsychotics 
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At risk for adverse health outcome 
� BMI≥95 or  
� BMI>85 +  

• hypertension  >90th or 
• fasting cholesterol≥ 200mg/dl or 
• LDL cholesterol > 130 or 
• HDL cholesterol <40 or  
• TGC≥150 or 
• Hyperglycaemia ≥110 mg/dl) 

Fraguas et al, J Clin Psychiatry 2008 

Significant weight gain 
Defined as > 0.5 increase in body 

mass index (BMI) z-score (adjusted 
for age and gender) at 6 months 

RIS: 50% 
OLZ: 75%* 
QTP: 29% 

 

*p<0.01 

•  Total cholesterol increased in 
patients receiving olanzapine 
(p=0.047) and quetiapine (p=0.016).  
 
• Treatment with quetiapine was 
associated with a decrease in free 
thyroxin (p=0.011). 

Treatment with all antipsychotics was associated 
with changes in metabolic parameters at 12 

weeks 

Aripiprazole 
(n=41) 

Olanzapine 
(n=45) 

Quetiapine 
(n=36) 

Risperidone 
(n=135) 

Untreated 
(n=15) 

Weight (kg) 4.44 
<0.001 

8.54 
<0.001 

6.06 
<0.001 

5.34 
<0.001 

0.19 
0.77 

Fat mass (kg) 2.43 
<0.001 

4.12 
<0.001 

2.82 
<0.001 

2.45 
<0.001 

0.35 
0.39 

Waist (cm) 5.40 
 0.001 

8.55 
 <0.001 

5.27 
 <0.001 

5.10 
 <0.001 

0.70 
0.40 

Glucose (mg/dl) 0.54 
0.76 

3.14 
0.02 

2.64 
0.12 

1.14 
0.26 

0.69 
0.81 

����'
�<���	�>�	�&��@�
��24
����>	�@�3
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�<�0�

��		�����;)������	�9
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SATIETY study design 



Treating first-episode patients 

The most difficult task is not 
getting them to respond to 

treatment, but getting them to 
continue to take medication 

 

The course of an acute episode of psychoses 
can be directed towards successful treatment 

outcomes by…  

�  Prompt intervention with agents that are well tolerated 

�  Initiating a programme of long-term therapy (including 
social services, psychoeducation, accessibility to 
health facilities and intervention with family is possible) 
to maintain and build upon the initial success of 
treatment 

�  Consider polypharmacy in the acute treatment of 
bipolar disorders 

�  Ensuring a positive experience in the acute setting and 
establishing an interactive therapeutic alliance 
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•  The traditional symptoms of depression " besides depressed mood 

(melancholia) and inability to experience pleasure (anhedonia) " also 
include multiple domains of cognitive disturbances, e.g. impaired attention 
and executive functions and short- and long-term declarative memory 
deficits (DSM IV; Clark et al., 2009; Millan et al., 2012). 

•   In addition, depressed patients are characterized by alterations in neuronal 
processing of emotional stimuli (negative attentional bias) as well as deficits 
in emotional memory (Harmer,2008). 

•  Currently used antidepressant drugs such as the SSRIs which act primarily 
by blocking the SERT do not usually improve cognitive dysfunctions in 
depressed patients but sometimes even impair (Millan et al., 2012). 
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Neuronal networks of the brain involved in 
cognitive, emotional processes of importance for 
depression and several other mental disorders  



Hippocampal serotonin in cognition and  
mood disorders. 

 •  Serotonergic (5-HT) raphe pathways densely innervates  
corticolimbic structures (hippocampus, amygdala, septum, 
frontal cortex) implicated in stress, mood regulation and 
emotional memory (Ögren et al., 2008). 
 

•  Disturbances in the activity of hippocampal 5-HT systems, and 
in particular dysfunctions of  the 5-HT1A receptor, have been 
linked linked to the pathogenesis of anxiety and depression. 
 

•  Multiple 5-HT receptors such as the 5-HT1A receptors are 
expressed in glutamatergic neurons as well in different GABA 
interneurons in the CA1 and CA3-regions in the hippocampus 
as well as in the dentate gyrus. 
 

•  Recent rodent studies have shown that serotonin is a potent 
regulator of hippocampal functions involving emotional 
memory and depression-like behavior. 
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5-HT NEURON POSTSYNAPTIC NEURON 
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��!�����
	�$	(
��6�� �"���	$!� ���	���	��"��

	��	

•  �����	��	"���! �
	�	��"	�	�����"��

���	
��
"��
�		�	�����"#	��
	
����	��"��

��	
"�����
<0�����	��	��84ABBF=8+�	%�� 5
	���	
��!������	(
��	�� �"���	��	���	
"��� # �	�	��	
	��	*	��	�	���		������"	 	
 ������8��	
	��!��������	 	�#"�
����	��
!��
	
	�	�	�	
	��	%	���	�$	'������	 		�"!�
	
����� 	��	�- 	�����#	����
�	

	��	���	

��!�����	�$	�
��	�� �"���
8�	
	��	%	���	
�$	��"��

��	�����#	 	� !	�
G	

•  �����	��	+� ���
�
	��!������	�����
�4	
$� 	�	������
	(
��D�
��	�� �"���	$!� ���4	
� �����
	���	��"��# 	�<����=	
"���*�#<����	5	��
�4	�	
��	��6������	��	
5	��
�=	��
!����		���		� ���
��	
#��"� 	

	�����	��	"����	�
	<.		��	��84AB9B=	���	
�����"��

���	�1� �G	

GABA 









��
�	2���:	��4�5��

�����������)�������I�
	����
��7)�

����P��I�����
��J�3��II��I�
�
B��B��
���������J�7BJ����������� 
��'����$ZZ$�������	��1�
��������
7��


��J���
���I
�)�9
�������3�������IK�	
I�
�
�

��������	�I���
����
��
�I��� ��� �	�� ����������� ��� ��
������ ���� �
������ ����
�
���
�
I�����IJ� 
�
���
��� �I�
	��	����
����

��� ���������I� ����
���������� ��I
I���
�K� 5�� ����
	��� �	�� 
,��P3
������ ����������

Q
�
�

��� ,��
���� ���� �I�
	����
��
��� ���� 3
������ �
I�����IR� 
�� 3���
��J� 
��I
I�
��� ��� ��

�������
!��� ����� ���� �	�� �
����I
I� ���� ������P��� ��� �
������ �
I�����I� ���� �� �I�
	�P
���
��
������������������
���������
���I������	�
�����
�
�IK�
,��P3
������
I��������
������
��
�
��������
�����I��	����	����3���
��K�5��
I��	�����	������*
����������������
������I��������I�
�
����
��I*� Q��I��
�
�� ��$�RJ������
	���� �����
���������
���I����� �	�
�� ���
�
�IK� 5��	�I���I��
������
�
�����
��������
������
	
�����I���
	������
�I�
���
������������I�I�
	��I�����
P�
����

�
I���
�I�
���I�
	
���

������

IJ��
�������
I�����IJ��	����
������

IJ�����������������I
I�����
�����II
��K�5��
I��
���������
I	�������	��I����
����������

I�����
������������
����������
�
���
�
I�����IK� 5�� ��
������ ����
I	��� I

���
�

� �����I� ��� 
�
�

��� �I��
�I� ��� ����� �
I�����I�
Q�	������������ ��� �I�
	��

� ����� �
I�����IV� �
���
��� ���� ������ �����II
��� ��
I����
�������I� Q'� <���
�� B
I���K� ��$$� B�
_$�NQ$P�RV�O$PN�RK5
I� ��I���
	� 
�����I�I� ��I�� 
�
����� �	��
�����

� 
��I�I� ��� I�


���� ��	��
���� ���� ���������� ��I���I�� ��� �I�
	�����

� ����I�
Q�	����
������

IRK�
B�� B��
��� ������� 
I� �	�� 
����
������ ��� ��� 
�������
����� ������ ��� ������I� ��� ����������
��I
I����������II
��K�5�� 
I������������� �	�� 3���
��� 
����������������I�
	��	����
������
���� 3
����

��� �I�
	
����� Q3
�3�RK�5�� 
I������������� �	�� 
�����
��� .�������
������ �����P�
�I�
	��	����
����

���Q
.��R���������
�
��������������	��I

���
�

���������
���
�����
��� �	�� ��������� 
���������� ������I�
	��	����
������ Q�
��RK� 5�� 
I����������� �	�� ��I��
���
������	���I������I�
	�����

�����I�����	��3���
���7
�
I�������5����	�Q
��I�
�����)�
�������
�������)RK�
5�� 
I��

���
�

���
���������� �<
.
� Q��������� <

���
���
��� 
���
����� 
�� 
��RK� 5�� 
I�����
����
��� �� ����
�
I

��
����� �I�
	
���

� 
������ 
�� 3��II��I� Q�I�����
��P
������ �����)��� ���
�I�
	����
��7)�

���RK�

��������<� 67	
��	
�2�3�� ��� ��8�2��� 9����9	��<� ��8���� �
� �:�� �2�
���2�
8������	��
9��7	��8	:�����7���	���
7������
��II
�

��
�������	����������
I�����I�������
������I��������
������
��������J������
�I����� ��� 
������� �	�� ���
��
�
��� ��� �
����I�

� 
������
�IK�  	
I� ������
	� ��

�
����I�

�����

��
��� 
�� 
�
�

��� ���
�

�� ���� ��I���
	� ���� 	�I� �	�� ���������� ��� ��� ����

�����
�	����	����
��I�
������IK�5�������
��	�I�I�����
�
���
��I������
II��
I��
�
��I��	�������
���
���
��������I�
	
���

��
I�����I�I�
	��I��
�������
I�����IK�
�
�


��I�������
�����
�I�������
�	��*����
�
��
I�*������
�
�
�������	���I������	��B�7P.�K��
 	�� ���I�����
��� �
��� �����II� �	�� ������ ����I� ��� ������� 
��II
�

��
��� I�I���I� �	���
����
��� ����
�������
I�����IK� �%���
����
I
�II� �	�� 
��
���I���� I��
����������
���I
��I� 
��
�
�������
I�����I�����	������������������I��������� 
�
������	���	����������������
������
�
I�����I� 
�� ���� �
����I�

� 
��
���IK� %	

	� �
���I
����� `��	�������]I�a� ���� ��� 
�
�

���

�����I�����^���
���
����
�������� 
������������	�������

�������
	�Ib�<I��������J�����
���
���I�����	�����������������
����������
���
���
����I
������������
����
�������
I�����IK�����
9�
���,����
!
���
���
�����



�����������	
	��	�
�����	
�
��������	
�����	��	���	��
�
���	
�������	���	����������	���
���	

	
	
	

��	���
��	������	
������� ��	

!��"�����	
	

#	����	
•  �
�����
��	������	���	��������	��	���$%��&	

���	� &�'� �'�	
�	�
�����	�
�������	
•  %�	��(��	����������	���	
������	���	

�����������	
	��	�
�����	�
�������		
•  )�*	��	
���	����	�����	+	���������	,	
�	���	

�
�	����	����	��
��	
•  -�
��	�
����
����	+	����������	,.	
•  $�
�
���	
�������	���	����������	����������					



��#����	����������	
	
���	
����	

�	����
���
���
�		

•  �������
���	

�	��������	��	���	���	��	���	
�
��
�	������		

•  �
��	��
����
 ���!"	#
�����	��
������	�
	���	
�
������	$%�	

•  &'����	��	����� ������	(

'����"	�� ��

���")H	
•  ��
#�
��
!	��	�
�������
��	�
��������	
�	�
��	
���*�
��	��	���	�� 
��	��	���	���
�
����	
 ������!	(����+��
,���"	��'��	��
���H	

•  -
������
�	�����	�
��*�
��
�	��	��������	
.
�/�����"	
 ��
��	��	 ����
�.���"	���
�#�	
#
������		

•  ����	������
��
	 ��/��
	���������	�
�������	


�	���	*�
��
�������
�	�������
�
��
�	
���	���
���
�	(�'��*��
�I	�
*��	�����
�H	

	

0�*��
�	����������	
	
���	
����	

�	����
���
���
�		



�����	���		
����
�	��
����
�����	�������	����	��	���	�	���	��������	�  !	

m 

"
�	#������	�
����$��	
��������%	�
�	
������&	

DEP 

M m !$��&����	
$&���&
	

Bipolar I 
Bipolar II 
Unipolar depression 

Bipolar or unipolar? 
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M m Hypomanic symptoms 

Bipolar I 
Bipolar II 
Unipolar depression 
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DEP 

M m Hypomanic symptoms 

Bipolar I 
Bipolar II 
Bipolar III, IV, V 
depression 
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Relax 
Listen to what you are saying 
Pace and time yourself 
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Face the audience 
Never underestimate your 
audience! 
With time you will enjoy….. 
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•  Decided as early as possible 

•  The journal has instructions on who 
should/should not be an author 

•   Basically all authors should have 
done a major contribution to the study 
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•   Approval of final version must be 
obtained from all coauthors before 
submission 

•  The first author is primarily responsible 
for collecting and analyzing data, and 
writing  
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•  The manuscript is not under consideration 
elsewhere and will not be submitted 
elsewhere until a final decision has been 
made by the journal 

•  All funding sources must be acknowledged 

•  All conflicts of interest should be reported 
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•  Authors write 

•  Reviewers comment 

•  Editors decide 

•  Readers read (only what they like) 
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significance, contribution to what is 
already known and originality of research 
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•  Reject (up to 90-95% in good journals, do 

not give up!) 

•  Major revisions required (it will be reviewed 
again, may be rejected) 

•  Minor revisions needed (usually accepted) 

•  Accepted (congratulations! Enjoy and 
celebrate!)	
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•  Reviewer´s are (almost) always right. 
Editor is always right. 

•  Response to all the comments in a nice 
and polite way 

•  Thank the reviewers for their contribution	
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