


Nella depressione, la presenza di sintomi residui a seguito di una
risposta adeguata al trattamento durante la fase acuta, sia esso
farmacologico o psicoterapeutico, rappresenta una realta clinica
estremamente comune ed e associata a scarse probabilita di
remissione nel lungo termine.

| sintomi residui che permangono al termine del trattamento
dell’episodio depressivo acuto, se non trattati, possono progredire
divenendo i sintomi prodromici di una ricaduta successiva.

Il trattamento orientato alla riduzione della sintomatologia
residua puo indurre benefici a lungo termine, migliorando la
prognosi del disturbo depressivo.



Cognitive Behavioral Treatment of Residual Symptoms
in Primary Major Depressive Disorder

Giovanni A. Fava, M.D., Silvana Grandi, M.D., Maria Zielezny, Ph.D.,
Renzo Canestrari, M.D., and Murray A. Morphy, M.D.

(Am ] Psychiatry 1994; 151:1295-1299)

4() pazienti ambulatoriali con DDM

trattati con successo con antidepressivi
durante la fase acuta del disturbo;
sospensione graduale della farmacoterapia

20 CB orientata alla

20 clinical management (CM)
riduzione dei sintomi residui

Miglioramento significativo dei sintomi
residui ed efficacia della CBT (al post-
trattamento)

Riduzione del rischio di ricaduta (al
follow-up di 4 anni)

Numero significativamente inferiore di
episodi depressivi (al follow-up di 6 anni)



|’approccio sequenziale

* |l modello sequenziale prevede un approccio in due fasi, laddove
un tipo di trattamento (es. psicoterapia) puo essere applicato per
migliorare quei sintomi che un altro tipo di trattamento (es.
farmacoterapia) non e stato in grado di ridurre.

Il razionale di tale approccio e quello di impiegare strategie
psicoterapeutiche quando esse sono maggiormente in grado di
apportare un contributo specifico al benessere del paziente,
assicurando risultati piu duraturi.

(Fava & Tomba, CNS Drugs 2010)
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Initial Assessment (Time 1)
Pharmacotherapy

Intermediate Assessment (Time 2)

Psychotherapy Psychotherapy
and Drug Tapering and and
Discontinuation Drug Continuation

(Guidi et al., Am J Psychiatry 2016)




Efficacia dell’approccio sequenziale nel
trattamento del disturbo depressivo maggiore

Psychological Medicine (2011), 41, 321-331. @ Cambridge University Press 2010 ORIGINAL ABTICLE
doi: 10,1017 /S00332917 10000826

Efficacy of the sequential integration of
psychotherapy and pharmacotherapy in major

depressive disorder: a preliminary meta-analysis

J. Guidi'*, G. A. Fava'®, M. Fava® and G. I. Papakostas’*



Efficacia dell’approccio sequenziale nel
trattamento del disturbo depressivo maggiore

Bockting st &l [2006]

Fava et al. (19984 Rischio di ricaduta
Fava et al. (2004) : significativamente
Kuyken et al. (2008) . inferiore (RR=0,650)

Ma & Tegsdale (2004 ; nei pazienti sottoposti
Paykel et al. (2005) a graduale sospensione
Periis et al. [2002) della farmacoterapia

Teasdale st al. (2000 durante la psicoterapia

Combined

Risk ratio

RR=0,797



Efficacia dell’approccio sequenziale nel
trattamento del disturbo depressivo maggiore

The Sequential Integration of Pharmacotherapy and
Psychotherapy in the Treatment of Major Depressive
Disorder: A Meta-Analysis of the Sequential Model and

a Critical Review of the Literature

Jenny Guidi, Ph.D., Elena Tomba, Ph.D., Giovanni A. Fava, M.D. Am J Psychiatry 173:2, February 2016
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CET of residual
symptoms
CM
CET of residual
symptoms+WEBT
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ADM+CM
CT+ADMI
ADMI+MM
MBCT
CM
CET+MBCT+ WBT+TAU
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Relapse or
Recurrence
Definition

MDE (DSM-IV)
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MDE (DSM-IV)
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MDE (DSM-I1I-R)

MDE (DSM-1V)

MDE (DSM-1V)

MDE (DSM-1V)

MDE (DSM-11I-R)
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Number of
Length of Subjects
Follow-Up Per Cell
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postrandomization

52 manths after
treatment

6 years after
treatment

6 years after
treatment
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postrandomization

15 months
postrandomization

1 year after
treatment

6 years
postrandomization

28 weeks
postrandomization

18 months
postrandomization

1 year after treatment

1 year after treatment

1 year after treatment

BT=cognitive-behavioral therapy; CT=cognitive therapy; CM=clinical man-
agement; G-CT=group cognitive CT=mindfulness-based cognitive therapy, MDE=major depressive episode; MM=medication management;
PLA= placebo; RDC= Spitzer's Research Diagnostic Criteria; TAU=treatment as usual; WBT=well-being therapy.

B Studies involving drug discontinuation.
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Efficacia dell’approccio sequenziale nel
trattamento del disturbo depressivo maggiore

 Rischio di ricaduta significativamente inferiore nei pazienti assegnati
al trattamento sequenziale con mantenimento della farmacoterapia
rispetto alla condizione di controllo (RR=0,811; NNT=10).

 Rischio di ricaduta significativamente inferiore nei pazienti sottoposti
a graduale sospensione della farmacoterapia durante la psicoterapia
(RR=0,674; NNT=5).

(Guidi et al., Am J Psychiatry 2016)



Il ruolo della psicoterapia
nel trattamento della depressione

* |’uso della psicoterapia in seguito al trattamento farmacologico
puo avere un maggiore impatto positivo una volta che la fase
acuta del disturbo depressivo sia superata (timing).

» |’efficacia preventiva dell’approccio sequenziale risiede
essenzialmente nella riduzione dei sintomi residui (es. ansia,
irritabilita) e nel potenziamento del benessere psicologico (es.
padronanza ambientale, autoaccettazione) del paziente attraverso
un percorso psicoterapeutico specifico e mirato (treatment
targets).

* |l paziente puo continuare ad impiegare le abilita acquisite nel
percorso psicoterapeutico anche successivamente, riducendo il
rischio di future ricadute (learning).




Il ruolo della psicoterapia
nel trattamento della depressione

seguire un PErcorso
B disturbo d
A d isturbo epresswo

uenziale richiede la disponibilita

// petenza clinica.






Staging della depressione unipolare

« Sintomi aspecifici (ansia generalizzata, irritabilita, diminuito interesse/piacere,
alterazione del sonno) associati a cambiamento o lieve compromissione del
funzionamento

« Sintomi depressivi (umore basso, depressione subclinica)

Fase prodromica

« Episodio depressivo maggiore

« Sintomi aspecifici (alterazione del sonno, ansia generalizzata, irritabilita,
inappetenza, riduzione del desiderio sessuale)

« Sintomi depressivi (umore depresso, senso di colpa, hopelessness)
« Disturbo depressivo persistente (distimia)

« Disturbo depressivo maggiore ricorrente
» Depressione doppia

« Episodio depressivo maggiore cronico
(>2aa senza recupero interepisodico)

(Fava & Kellner, Acta Psychiatr Scand 1993;
Guidi et al., J Clin Psychiatry 2017)



Applicazione della psicoterapia in relazione
alle diverse fasi del disturbo depressivo

.

Cognitive-Behavioral

Therapy - .
- : Well-Being Therapy Cognitive-Behavioral
Interpersonal Cognitive-Behavioral Therapy Mindfulness-Based Pnalysiz System of

Psychotherapy Interpersonal Psychotherapy Cognitive Therapy Psychotherapy

< < < U

a N

Major depressive > Chronicmajor

Prodromal phase Residual phase

episode depressive episode

(Guidi et al., J Clin Psychiatry 2017)



Il ruolo della psicoterapia

Sivo (staging)

azione del paziente



Initial Assessment (Time 1)
Pharmacotherapy
Intermediate Assessment (Time 2)

.

Psychotherapy Psychotherapy
and Drug Tapering and and
Discontinuation Drug Continuation

(Guidi et al., Am J Psychiatry 2016)




Steps del modello sequenziale
per il trattamento della depressione ricorrente

A. Attenta valutazione clinica del paziente dopo 3 mesi dall’inizio del trattamento
farmacologico

B. Uso di tecniche cognitivo-comportamentali (CBT) per il trattamento dei sintomi residui
(ristrutturazione cognitiva, tecniche comportamentali di esposizione, modificazione
degli stili di vita). Uso della psicoterapia breve per il benessere psicologico (WBT).

C. Riduzione graduale dei farmaci antidepressivi e monitoraggio degli eventuali effetti.

D. Sospensione dei farmaci antidepressivi.

E. Attenta valutazione clinica del paziente dopo 1 mese dalla sospensione.

Completamento della psicoterapia.
F. Valutazioni cliniche periodiche al termine della psicoterapia.

(Guidi et al., J Clin Psychiatry 2017)
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Il ruolo della psicoterapia
nel trattamento della depressione

one del paziente

sivo (staging)



'4///‘ possono NoN essere

/ cuta del disturbo ma
/ one dei sintomi piu gravi.

lkamp et al., 1992) consente di
zioni esistenti tra sindromi/problemi

dro clinico e di pianificare

rvento.



__

Macroanalisi (fase acuta)




Fobla sociale

Well-Being Therapy
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Il ruolo della psicoterapia
nel trattamento della depressione

» Visione longitudinale del disturbo depressivo (staging)

e Approccio clinimetrico alla valutazione del paziente
(valutazioni ripetute)

* Ruolo della comorbilita (macroanalisi)

» Caratteristiche specifiche e preferenze del paziente
(trattamenti precedenti, preferenze del paziente)

-



/ «..the ultimate recommendation regarding a particular clinical
procedure or treatment plan must be made by the psychiatrist in

light of the clinical data, the psychiatric evaluation, and the
diagnostic and treatment options available. Such recommendations
should incorporate the patient’s personal and sociocultural

preferences and values in order to enhance the therapeutic

—

alliance, adherence to treatment, and treatment outcomes»

(American Psychiatric Association’s Practice Guideline
for the Treatment of Patients with Major Depressive Disorder, 2010)



Il ruolo della psicoterapia
nel trattamento della depressione

* Visione longitudinale del disturbo depressivo (staging)

e Approccio clinimetrico alla valutazione del paziente
(valutazioni ripetute)

* Ruolo della comorbilita (macroanalisi)

» Caratteristiche specifiche e preferenze del paziente
(trattamenti precedenti, preferenze del paziente)

 Limitare la durata del trattamento farmacologico (perdita
di efficacia clinica, interazioni, effetti paradosso etc.)
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Six-Year Outcome of Cognitive Behavior Therapy
for Prevention of Recurrent Depression

Giovanni A. Fava, M.D.
Chiara Ruini, Ph.D.

Chiara Rafanelli, M.D., Ph.D.
Livio Finos, Ph.D.

Sandra Conti, M.D.

Silvana Grandi, M.D.

Ohjective: A paucity of studies use non-
pharmacological strategies for preventing
recurrence in depression. Cognitive behav-
ior treatment of residual symptoms was
found to vield a significantly lower relapse
rate than clinical management in recur-
rent depression at a 2-year follow-up. The
objective of this investigation was to pro-
vide a &-year follow-up of cognitive behav-
ior treatment versus dinical management.

ﬁ'lethod: Forty patients with recurreﬁ

major depression who had been success-
fully treated with antidepressant drugs
were randomly assigned to either cogni-
tive behavior treatment of residual symp-
toms (supplemented by lifestyle modifica-
tion and well-being therapy) or clinical

this period, no antidepressant drugs were
used unless a relapse ensued.

ﬁesults: Cognitive behavior treatment re-
sulted in a significantly lower relapse rate
(40%) at a &-year follow-up than did clinical
management (90%). When multiple recur-
rences were considered, the group that re-
celved cognitive behavior treatment had a
significantly lower number of relapses in

\;anagement. In both groups, antidepres-

nt drugs were tapered and discontinuegs
A B-year follow-up was undertaken. During

comparison with the clinical management
\g[ﬂup. /

Conclusions: The results suggest that the
sequential use of cognitive behavior treat-
ment after pharmacotherapy may im-
prove the long-term outcome in recurrent
depression. A significant proportion of pa-
tients with recurrent depression might be
able to withdraw from medication success-
fully and to stay well for at least & years
with a focused course of psychotherapy.

(Am | Psychiatry 2004; 161:1872-1876)

CBT+WBT
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Maintenance Cognitive-Behavioral Therapy and
Manualized Psychoeducation in the Treatment of
Recurrent Depression: A Multicenter Prospective

Randomized Controlled Trial

Ulrich Stangier, Ph.D.
Christine Hilling, M.Sc.
Thomas Heidenreich, Ph.D.
Anne Katrin Risch, Ph.D.
Arnd Barocka, M.D.

Ralf Schlosser, M.D.

Kai Kronfeld, Ph.D.
Christian Ruckes, M.Sc.
Hartmut Berger, M.D.
Joachim Roschke, M.D.
Florian Weck, Ph.D.
Stephan Volk, M.D.

Martin Hambrecht, M.D.

Qnd then followed up for 12 months. le

Richard Serfling, M.D.
Ralf Erkwoh, M.D.
Aglaja Stirn, M.D.
Thomas Sobanski, M.D.

Martin Hautzinger, Ph.D.

Objective: This multicenter study com-
pared the relapse and recurrence outcomes
of two active treatments, maintenance
cognitive-behavioral therapy ((BT) and man-
ualized psychoeducation, both in addition
to treatment as usual, in patients in remis-
sion from depression.

ethod: This was a multicenter prospec®
tive randomized observer-blinded study
with two parallel groups. The authors as
sessed 180 patients with three or more pre-
vious major depressive episodes who met
remission criteria over a 2-month baseline
period and who were randomly assigned to
16 sessions of either maintenance (BT or
manualized psychoeducation over 8 months

main outcome measure was time to first
relapse or recurrence of a major depression,
based on DSM-IV crteria, as assessed by
blinded observers with the Longtudinal In-
tenal Follow-Up Evaluation.

Results: Cox regression analysis showed
that time to relapse or recurrence of major
depression did not differ significantly be-
tween treatment conditions, but a signifi-
cant interaction was observed between
treatment condition and number of pre-
<= =
subsample of patients with five or more
previous episodes, maintenance CBT was
significantly superior to manualized psy-
choeducation, whereas for patients with

fewer than five previous episodes, no
significant treatment differences were ob-
served in time to relapse or recurrence.

Conclusions: The results indicate that
maintenance CBT has significant effects on
the prevention of relapse or recurrence only
in patients with a high risk of depression
recurrence. For patients with a moderate
risk of recurrence, nonspecific effects and
structured patient education may be equally
effective.

fAm J Psychiatry 2013; 170:624-632)

CBT+WBT+MBCT




Sequential Treatment With Fluoxetine
and Relapse-Prevention CBT to Improve
Outcomes in Pediatric Depression

Objective: The authors evaluated a se-
guential treatment strategy of fuoxetine
and relapse-prevention cognitive-behavioral
therapy (CBT) to determine effects on re-
mission and relapse in youths with major

Betsy D. Kennard, Psy.D.
Graham J. Emslie, M.D.

Taryn L. Mayes, M.S.

de i i L

Method: Youths 8-17 vears of age with
major depression were treated openly with
fluoxetine for & weeks. Those with an ad-
equate response (defined as a reduction of
50% or more on the Children’s Depression
Rating Scale-Revised [CDRS-R]) were ran-
domly assigned to receive continued med-
ication management alone or continued
medication management plus CBT for an
additional & months. The (BT was mod-

Paul A. Nakonezny, Ph.D.
Jessica M. Jones, M.A.
Aleksandra A. Foxwell, Ph.D.

Jessica King, B.A.

s supplemented by well-being therapy
Primary outcome measures were time to
remission (with remission defined as a CDRS-R
score of 28 or less) and rate of relapse (with
relapse defined as either a CDRS-R score of 40
or more with a history of 2 weeks of symptom
worsening or clinical deterioration).

ified to address residual symptoms and )

Results: Of the 200 participants enrolled
in acute-phase treatment, 144 were as-
signed to continuation treatment with
medication managementalone (M=69) or
medication management plus CBT (N=75).
During the 30-week continuation treat-
ment period, time to remission did not
differ significantly between treatment
groups (hazard ratio=1.26, 95% CI=0.87,
1.82). However, the medication manage-
ment plus CBT group had a significantly
lower risk of relapse than the medica-
tion management only group (hazard
ratio=0.31, 95% Cl1=0.13, 0.75). The es-
(timated probability of relapse by week
30 was lower with medication manage-
ment plus CBT than with medication
management only (9% compared with

\26.5%).

Conclusions: Continuation-phase relapse-
prevention CBT was effective in reducing
the risk of relapse but not in accelerating
time to remission in children and adoles-
cents with major depressive disorder.

{(Am J Psychiatry 20714; 171:1083-1090)

CBT+WBT




Innovations
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The Sequential Combination of Cognitive
Behavioral Treatment and Well-Being Therapy CBT+WBT
in Cyclothymic Disorder

Giovanni A. Fava®® Chiara Rafanelli* Elena Tomba? Jenny Guidi?
Silvana Grandi®

Prevalenza del disturbo ciclotimico al follow-up di 2
anni: 26% vs 87% (p<0,001).

Prevalenza di altre comorbilita psichiatriche al follow-
up di 2 anni: 19% vs 48% (p<0,05)

Punteggi medi riportati alla Clinical Interview for
Depression (CID) e alla Mania Scale (MAS)




’applicazione della Well-Being Therapy




http://www.well-being-therapy.com

e R

(Fava GA, Well-Being Therapy. Basel, Karger, 2016)
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Il modello di benessere psicologico di Marie Jahoda -




Indicazioni terapeutiche

ntesti educativi
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> Migliorare gli esiti clinici ICi






Sindromi
depressive

subcliniche

Depressione ricorrente

Sintomi residui in seguito a
farmacoterapia

Sospensione programmata
del trattamento
farmacologico

Severita
Cronicita

Scarsa aderenza
al trattamento
farmacologico

(Guidi et al., Am J Psychiatry 2016)



ct of two therapeutic
treatments combined I

Treatment effects

m Addition m Potentiation ® Inhibition = Reciprocation

(Uhlenhuth et al., J Nerv Ment Dis 1969)



