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DURATION OF TREATMENT AND DEPRESSION
RELAPSE and RECURRENCE RATES

INTRODUCTION

The distinction between relapse of old symptoms and recurrence of new episodes of
depression is of particular importance, both in assessing antidepressant efficacy during
the continuation phase of acute trealment and in the separate assessment of the

prophylactic efficacy of antidepressant therapy,

Relapse is defined as the retumn of symptoms of the current depressive episode,
whereas recurrence is defined as the appearance of a new episode of major depressive
disorder. Recurrence can only ocour during a recovery period (Hirschfeld, 1994) and
would usually be expected to ocour between 6-12 months afier the initial depressive

episode (See figure 1).

Figure 1 : Definitions in Treatment of Depression

Acute Continuation Maintenance
0-3m ! 3-6m I 6-12m
Relapse Recurrence
m = months

Relapse
It has been estimated that between 30 and 50% of patients relapse within 4-6 months of

halting antidepressant therapy Relapse.  occurs_ most frequentry aﬁer early
. discontinuation of 1 therapy, Dafa fiom & “number of studies suggest that it is advisable to
maintain antidepressant therapy beyond the pericd of apparent symptomatic
improvement in order to consolidate the response and prevent relapse. Lower rates of
relapse have heen observed in patients who received SSRIs (paroxetine, sertraline,
citalopram and fluoxetine), compared with placebo in long-term studies in the treatment
of depression (Montgomery and Dunbar, 1993; Montgomery et al, 1993; Bjork, 1983;
Claghorn and Feighner, 1993; Doogan and Caiflard, 1992; Dunbar et al; 1993, Robert &
Montgomery; 1995, Dekker et al: 2000). Efficacy for paroxetine and seriraline has been
dermonstrated in studies with a 1 year fol!ow—up period (Montgomery and Dunbar, 1993;
Doogan and Caillard, 1992). The long-term efficacy of fluoxetine and citalopram has
been demonstrated over a 5 month and 6 month peried respectively (Dekker et al; 2000,

Mentgemery et al; 1993, Robert & Montgomery; 1995).
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The current opinion is that virfually aill responders should be maintained on
antrdepreesant therapy fo prevent relapse "I;h’e AHCPR guidelines recommend treatment
of the depresswe eptsode for at feast 4-8 rmonths following aclide response.

Recurrence
Recurrent depression is common (1 year risk is 33%, five year risk is 50% and lifetime

risk s >70%), dieabling, potentiaily chronic and possibly life-threatening iflness Risk

factors are believed to includs;
number of previous episodes (0 = 50%, 1 = 70%, 2 =80% , 3= =80%),

= recent remission,
incomplete recovery (1/3 patients only experience a partial response to

antidepressant therapy),
i dysthymla ‘
> comorbid anx1ety disorders,
¢ gendar women may have a higher sisk than men,
e Onset after age 69.

WHO guidelines {(1990) recommend prophylaxis in patients who have experienced more
than one severe episode or several episodes of depression within 2 5 year perfod and
advise review of the nead for continued prophylaxis only after a 2 year euthymic pericd.
Current opinion is that patients are maintained on the full therapeutic dose.

Long-term continuation studies
Mainfenance therapy in depression studies with imipramine (5-year study, Prien et al,

1984) and paroxetine (Claghomn, 1991) clearly demonsirate that there is a significant
difference in retapse rates between treated and untreated groups. The first study took
patients who were well for 3 years on imipramine, and randomised them fo imipramine or
placebo. After 2 years, approximately 2/3 of_those. on. placebo had a reeurrenne( of -
”de;-)r-esenon whereas less than 10% (n=1/11) on imipramine had a recurrence/in the
case of paroxetine, a 20% relapse rgte was observed at 2 years compared {o a ple2ebo
group which had >50% re!apse;//was observed that there was a lower failure rate in
SSRi iherapy due to the improfed tolerability of these products. Paroxetine has also
been shown to be effective in maintaining remission of depression for periods of up o 4

years (Duboff, 1963).
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Table 1; Reiapsg rates versus placebo in continuation studies { Adapted from Keller

and Boland, 1998).
Drug Weeks Relapse | Relapse | Treatment p value Reference
treatment | (active) (placebo) | difference
% %
Fluoxetine 52 2B 57 31 <0.01 Montgomery et &
28 27 47 20 NS 1988
Dekker et al 200(
Paroxetine* 52 18 43 27 <0.001 Montgomery & Duni
R
Sertraline 44 13 T 46 33 <0.001 Boogan & Cailiard
T
Citalopram 24 11 31 20 <0.05 Monigomery et al
32 14 24 10 <0.05 1093
Robert & Montgomer
1805
Mirtazapine 20 4 23 19 <0,0001 Montgomery et al
N |
Nefazodone l 36 ’ 17 , 33 ’ 16 ) <0.05 Feiger et al 1099

NB. The figures for paroxetine in the table shown above are calculated based op analysls of 52
weeks freatment, whereas the figures quoted below are the result of two separate analyses, e,

analysis of the first 16 weeks and a second analysis of data for weeks 17-52.

The long-term efficacy of paroxetine in the prevenlion of relapse and recurrence of
depression in patlents with a history of 2 or more previous episodes in the preceding 4
years has been demonstrated (Montgomery and Dunbar; 1993).

Study design:
= Bweeks open acute treatmant {paroxefine 20-40mg/day)

= 12 month double-blind paroxetine {20-30mg/day or placebo}

analysed first 16 weeks and weeks 17-52 separately to provide some indication of

prevention of relapse and recurrence of depression.

In the first 16 weeks 2/68 (2.9%) paroxetine treated patients and 13/67 (19.4%) piacebo-
freated patienis had a relapse of their depression. Between weeks 17 and 52, 9/66
(13.6%) of paroxetine and 16/54 (29.6%) of placeho recipients.experienced d recurrence
of depression. In hoth periods, the advantages for paroxetine over placebo were
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statistically significant (p<0.05). Kaplan Meijer survival analysis also demonstrated
Superiority in favour of paroxeiine in terms of time to rela

pse and recurrence compared
with placebo (p<0.005). '
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Serfraline was also assessed ina 1 year study in patients responding to acute treatment,
who were then randomly assigned to sertraline or placebo (Doogan and Caillard, 1992).

Study design:
= 8 weeks open label acute treatment (sertraline 50-200mg/day; n=480)

= 44 week double-blind maintenance phase (n=300)

The definition of relapse was based on GGl severity rating. Success in relapse
prevention was assessed in fhe analysis of the first 4 months of the study and in
recurrence prevention in the later period of the study. 24/184 (13%) of serfraline treated
and 48/105 {45.7%) of placebo treated patients relapsed (week 44). Sertraline was more
effective than placebo in preventing relapse and recurrence of depression (Doogan and

Caillard, 1992).

Two placebo controlled studies have demonstrated the efficacy of citalopram as a
continuation therapy for prevention of depression relapse (Montgomery et al 1993,

Robert & Monigomery 1995).

In the first siudy (Montgomery et at 1993), 147 patients who responded to citalopram
(20mg or 40mg) during an acute six week treatrent period, were randomly assigned o
either placebo or citalopram (fixed daily dose of either 20mg or 40mg) and conrtinued to
receive therapy at the same dose level for 24 weeks, At 12 weeks, 3/48 of citalopram
20mg (6%), 5/57 of citaloprar 40mg (9%) and 10/42 (24%) of placebo freated patients
experienced a relapsed of their depression. At the end of the trial (24 weeks), relapse
rate (defined by threshold MADRS score of 22) were 8% and 12% with citalopram 20mg
and 40mg respectively and 31% with placebo (p<0.05).  Kaplan-Meier analysis
demonsirated a significant advantage for both doses of citatopram (p<0.05) compared

with placebo, although there were no significant differences between the two_doses of . . |

* citalopram.

In the second continuation study (Robert & Montgomery 1995), 226 patients who
responded to citalopram (flexible daily doses of 20-60mg) during an 8 week acule
treatment phase were randomiy assigned to citalopram or placebo (in a ralio of 2:1) for
an additionat 24 week period of therapy. At the end of the study, 21152 (14%) in the
citalopram group and 18/74 {24%) In the placebo treated group experienced a relapse
(defined as threshold MADRS score of 25) of their depression. Kaplan-Meier analysis

demonstrated superiority in favour of citalopram in lerms of time to relapse compared

with placebo (p<0.05). Highest risk of relapse occurred in the first 8 weeks of

continuation period in both groups. The relapse hazard was seen to be three times
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higher in the placebo group compared with the citalopram group in the second half of the

study (weeks 12-24),

Fluoxetine was also assessed in a 5 month study in patients responding to acute
ireatment, who were then randomly assigned to fluoxetine or placebo (Dekker et af

2000).

Study design:
= 8 weeks open fabel acute treatment (fluoxetine 20mg/iday; n=147)

¢ 20 week double-blind continuation phase (n=30)

4/15 (27%) of fluoxefine treated and 715 {47%) of placebo treated patients relapsed
(week 20). Although relapse rate was lower in the fluoxetine treated patients, the
difference was not slatistically significant (Dekker et al 2000).

Specific prophylactic studies designed to assess prevention of recurrence
Paroxetine, fiuoxetine, fluvoxamine, citalopram, venlafaxine and milnacipran have been
demonstrated to be effective prophylactic agenis in prospeclive, placebo-controlled
studies, designed specifically to test prevention of recumence of depression. These
studies require to demonstrate successful treatment of the acute depressive episode,
followed by a symptom-free period of at least 18 weeks to make a clear distinction
between retapse of the original episode and recurrence of a new episode

Seroxat/Paxil
Data from 2 specific studies are available::

1. Study 190 (Pitts ef al; 1997)- not published as a full manuscripf,
Study design:

“Acute phase: 12 weeks open label ireatment with paroxetine (20-50mg/day) (n= 225

enrolled)
Continuation phase: Responders continued on paroxetine (open fabel) for a further 5

months
Double-blind, mainterance phase: Those with sustained therapeutic response were

rardomised to double-blind treatment with paroxetine or placebo for a further 18

months (n=125)

Patients who had experienced at least 2 previous episodes of major depression within
past 5 years with the most recent episode occurring not more than 2.5 years prior to
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study start were included in the study. Patients also had to have a remission period of at
least 10 weeks between the clrent episode and most recent previous episode,

Responders;
*  HAMD < 7 for 3 consecutive visits (acute phase)

*  HAMD <10 (maintenance phase)

Recurrence:
= HAMD >15 over 2 consecutive visits

Analysis of the data using the protocol defined recurrence criteria showed a numerical

difference betwsen the two treatment groups { 5 [8.3%]) paroxetine treated patienis vs 12

[19.7%] placebo patients + p=0.186). The median time to recurrence for patients meeting.
protocol defined criterla was longer for patients on paroxetine (140 days) compared to
those receiving placebo (86 days). In addition, statistically significant differences in
favour of paroxetine were observed for the majority of secondary officacy parameters ia
HAMD (first 17 and first 21 items), CGI (severity of ilness) and Raskin Depression scale.
In the paroxetine group the secondary efficacy variables did not show major changes
from the baseline scores, indicating maintenance. In contrast, notable changes occurred
in the placebo patients, indicative of further depressive deterioration.

When the numbgy of patients who fulfilled the per-protocol definition of recurrence were

combined vyith,_/those who withdrew due to lack of efficacy, there was 3 statistically

significant difierence between the_groups in favour of paroXeline treated patients {n= 9

(15%)) compared to placeba patients (n= 35 (57.4%), p<0.601)

Limitations: Very stringent definition of recurrencs.

2. Franchini et af; 1998:

Study design:
= B week open acule treafment phase (n=00) paroxatine 20-40myg.

* 4 months open confinuation phase (n=72)
28 month double-biind, maintenance phase (paroxetine 20mg or 40mg) (n=68)

Reponders;
s HAMD <8 for 3 consecutive weeks (acute phase)

= HAMD score <8 {continuation phase}

Recurrence:
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o HAMD score >15

17133 (51.5%) paroxetine 20mg and 8/34 (23.5%) paroxetine 40mg experienced -a single

recurrence of depression.

Limitations: Small numbers of patients and not placebo controlled.

Fluoxetine (Montgomery et al; 1988)

Study design:
= 6 weeks open label acute treatment (n=456)

= 18 weeks open label continuation phase
= 1 year double-blind, placebo confrofied, maintenance phase (n=220)

Patients with at least one previous major depressive episode during the past 5 years,
with an interval of al feast 6 months between the end of the previous episode and the

beginning of the present one. Treated with fluoxetine 40-80mg.

Responders:
e HAMD (21) <12 at wesk 6
= Maintained over 18 weeks (HAMD <8)

Recurrence:
o HAMD >18

182 patients completed the 12 month prophylactic phase. 26% (n=23/88) of fluoxetine-
treated patients had a recurrence, compared with 57% (n= 54/94) in the placebo-treated

group {p<0.001).

Limitations: high doses of fluoxetine (mean dose 40mg)

Fluvoxamine (Terra and Montgomery, 1998) ‘
Patients 18-70 years suffering from moderate-severe depression (DSM lIIR), minimum

severity score >25 MADRS and a history of af least 2 episodes of major depression
within past 5 years, separated by a symptom-free interval of at |east 6 months, were

included in this study.

Study design:
& weeks acute (open label) phase (300mg fluvoxamine) (n=438).
Responders entered an 18 weeks (open label) confinuation phase (all patients

received 100mg/day fluvoxamine during the final 4 weeks of this phase) (n=283)
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» Double-blind maintenance phase (n=204). Randomisation fo fluvoxamine

(100mg/day) or placebo for a further 12 months.

Responders
Acufe phase: MADRS score <10 and CGl score of 1 or 2 (severity of fliness) at week

6
Continuation phase; Maintained MADRS score <12 and score no higher than 1 or 2

on CGL

Recurrence;
= Reappearance of at least 5 symptoms ouflined in DSM IR diagnosis of major

depression (2 assessments —8 days apart)
= Aliempted suicide,

The incidence of recurrence was significantly lower in the fluvoxamine group when
compared with placebo (13% vs 35%, p<0.001) and the mean time to recurrence was
significantly lenger for fluvoxamine compared with placebo (181 vs 96 days, p<0.005).
Fluvoxamine was well tolerated and the incidence of side-effects was similar to that in

the placebo group.

Limitations: Patients inilially freated with 300mg/day fluvoxamine (first 20 weeks).

Recurrence not clearly defined.

Citafopram
Data from three studies are availahle:

1. Wade et al 1999 (poster presentation)
Study design:

s Acute p

enrofled)
Continuation phase: Responders continued on citalopram (al the established

effective dose) for another 16 weeks (n=327)
Double-blind maintenance phase: Patients with sustained therapeutic response were

randomised o double-bliind treatment with citatopram or placebo for 48 weeks

(n=269).

Patients with a history of at least 2 prior episodes of maj'or depression {according to DSM

IV criteria) were included in the study.

Responders:

Prepared by CMAT-Neurosciences

’.15;?‘?5,5'9 weeks open gg_qtgeﬁtreatmeﬂt with t;_if[gul‘qp@ﬁn] 20-6{_)_n_1g_ .(”:427__.“________, o



GSK CONFIDENTIAL - FOR INTERNAL USE ONLY
February 2601

e MADRS <12
Recumence:
«  MADRS »22

The time to recurrehce of depression in patients treaied with citalopram was statistically
longer compared to placebo at all three dose levels {(p=D0.04, p=0.08 & p=0.016 for 20mg,

40mg and 60mg respectively).

Limitations:
The poster does not provide any data on recurrence rates with citalopram in comparison

to placebo.

Notes: . .
Although the poster does not provide information on recurrence rates with citatopram, a

recent review (Keller 2000) indicates that 80% of citalopram treated patienis remained
free of recurrence throughout the maintenance phase of the study, compared with 50%
of patients assigned to placebo (p<0.0001). It is unclear, however, how these figures
have been calculated and so caution must be exercised when referring to these data.

2. Klysner et al 2000 (poster presentation):
Study design: (This is similar to study 1 with the exception that it was performed in the

elderdy population).
Acute phase: B-12 weeks open acute treatment with citalopram 20-40mg (n=230

L3

ensolled)
Continuation phase: Responders continued on citalopram (at the estabiished

effective dose) for another 12-16 weeks (n=172)
Double-blind maintenance phase: Patienis with sustained thera peutic response wers

randomised fo double-blind treatment with citalopram (af the eslablished effective
dose) or placeho for 48-120 weeks {n=121).

Responders
» MADRS fotal score <12

Recummence
«  MADRS total score >22

The fime {o recurrence of depression in eiderly patients freated with citalopram (at all
doses) was statistically longer compared to placebo (p<0.0001).

Prepared by CMAT-Neurosciences



GSK CONFIDENTIAL - FOR INTERNAL USE ONLY
February 2001

Limitations:
The poster does not provide ary data on recurrence rates with citalopram in comparison

. to placebo.

3. Franchini et al 1998

Study design:
* 4 months open [abe! treatiment phase with citalopram 40mg/day (h=50)

+ 20 months maintenance phase with citalopram 20mg/day (n=32)

Responders
e 21itemn HAM-D score <8

Recurrence
« 21 ilem HAM-D score »15

50% (18/32) of patienis who entered the 24 month maintenance phase experienced a

recurrence of thelr depression.

Limitations
Lack of placebo i ths study.  Dose reduction fo 20mg citalopram during the

maintenance phase from citalopram 40myg during the acute phase of the study.

Venlafaxine (Aguiar; 1998)

Siudy design:

« 6 months open label treatment phase (1=483)

e 12 months doubla-blind maintenance phase (n=237)

Recurrence:
s CGi>4

Limitations: limited details available (no definition of response), abstract form only.
Definition of recurrence not as well defined as an increase in HAMD score,
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Milnacipran (presented at the Piere Fabre symposium, ECNP, Paris, 1998}-not

published
Pierre fabre have conducted a large - prophylactic -prevention/maintenance study in

recurrent depression.

Study design:
* A8 week acute (open label) treatment phase
Continuation phase: Responders continued ireatment for a further 18 weeks

Patients then re-randomised io mifnacipran or placebo for a further 12 months

treatment (maintenance phase)

-]

Response was defined as;

+ a HAMD total score <12 (acue phase)

* a HAMD tatal score <8 (continuation phase)

= Improvement or disappearance of symptoms (continuation phase)

* GGl score of 1 or 2 (continuation phase)

Enrolled 500 patients with recurrent depression- at least 2 episodes of depression in the
previous 3 years (63.4% achieved a HAMD score =12). 323 patients enlered the 18 week
continuation phase (70.3% achieved a HAMD score <8). 104 patients were maintained
on milnacipran and 110 re-randomised to placebo in the double-blind mainienance phase
16.3% of milnacipran patients had a recurrence (n=17) vs 23.6% (n=26) of placebo

patients (p<0.05).

Limitafions: details of definition of recuirence not available.
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Table 2: Prophylactic Study designs

Febrouary 2001

r?reatment

Acute phase

Continuation

Maintenance

Improvement or
disappearance of
symptoms

(6 weeks) phase phase
{18 weeks) (12 months)

Response Responsa Recurrence
Paroxetine@ HAMD,, <7 HAMD <10 HAMD >15
(20-50mg/day) {3 consecuiive (2 cansecutive

visits) visits)
Fluoxetine HAMD,, <12 HAMD <8 HAMD =18
(40-80mg/day) (week 6)
Fluvoxamine MADRS <10 and MADRS <12 and Return of 5 or mare
{100-300mg/day CGlI (SO of Tor2 | CGI{SO)oftor2 | symptoms outlined
first 20 weeks; in DSM IR for
tapered to major depression
100mg/day) andfor
Attemnpied sujcide

Citalopram* MADRS <12 MADRS <12 MADRS »22
{20-50mg/day
flexible dose)
Venlafaxine ? ? CGl >4
(100-200mg/day)
Milnacipran HAMD <12 HAMD <8 ?
{coses not known) (week 6) CGI{E0hof1orz

{5 months}), maintenance phase = 18 months _
* For citalopram, acute phase = 6-9 weeks, continuation phase = 16 weeks, maintenance

phase = 48-120 weeks
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Table 3Recurrence rates for long-term prophylactic studies

% (n) DRUG % (n) Placebo K % - Treatment difference

Paroxetineg

(18 months) 8.3)(5/60) 18.7 (12/61) 11.4

Fluoxetine

(12 months) 26)(23/88)** 57 (54/94) 31.0
Fluvexamina -

{12 months) 13 (14/108) % 35 (33/04) 220
Citalopram*

(12 months) 20k 50 30.0
Venlafaxine

(12 months) I 200(21/108) 51 (52/104) 31.0
Milnacipran

{12 months) / %\B (17/104)* 23.6 (26/110) 7.3

* Note that for citalopram, these figures are quoted from the review {Keiler 2000}

and not the clinical study.
NB Studies can not be directly compared. No direct comparator studies have been

conducte:d.‘
* p<0.05, ** p<0.01,, *** p<0.001, **** p<0,0001

Prepared by CMAT-Neurosciences



GSK CONFIDENTIAL - FOR INTERNAL USE ONLY
February 2001

REFERENCES
1. Aguiar LM, Randomised, doubfe-blind, placebo-
for the prevention of recurrent depression. Proc APA, Toronto, May 30-June 4, 1988,

NR 215
2, AHCPR Cfinical Guideline Numbsr 5. Dapression in primary care. Volume 2;
Treatment of major depression. AMCRP Publication no.93-0551; 1993

3. Bjork K. The efficacy of zimeldine in preventing depressive episodes in recurrent
a double-blind, placebo-controlled study. Acta Psychiatr

controlied 52 week trial of veniafaxine

major depressive disorders-

Scand Suppl, 1983; 308: 182-9
4. Claghora J, Feighner J. A double-blind comparison of paroxetine with imipramine in

the long-term treatment of depression. J Clin Psychopharmacol; 1593; 13 (8 Suppl 2):
238-275

3. Dekker J, de Jonghe F, Tuynman H. The use of antidepressants after recovery from
depression. EurJ Psychiatry, 2000; 14 (43:207-212,

6. Doogan D, Caillard V. Sertraline in the prevention of de
1892; 160: 217-222

7. Duboff EA. Long-term treatment of major depressive disorder with paroxetine. J Ciin
Psychopharmacol; 1993; 13 (2, suppl): 28-33

8. Dunbar G, Claghomn J, Kiev A et al. A comparison of paroxetine and placebo in
depressed outpatients, Acta Psychiatr Scand; 1993; 87(5): 302-305

9. Feiger AD, Bielski RJ, Bremmer J, Heiser JF, Trivedi M, Wilcox CS, Roberis D,
kensler TT, McQuade RD, Kaplita SB, Archibald DG. Double blind placebo
substitution study of nefazodonein prevention of relapse during continuation treatment
of outpatients with major depression. Int Ciin Psychopharm, 1899; 14(1); 19-28

10.Franchini L, Zanardi R, Gasperini M et al. Fluvoxamine and lithium in long
treatment of unipolar subjects with high recurrence rate. J affect Disord; 1998; 38;
67-69

11.Franchini 1, Gasperini M, Perez J ef al. A double-blind study of long-term treatment
with sertraline or fluvoxamine for prevention of highly recurrent unipolar depression. J

. Clin Psychiatry; 1997: 58: 104-107.

12.Franchint L, Gasperini M e- al. Dose-response efficacy of paroxetine in preventing
depressive recurrences: a randomised, double-biind study. J Clin Psychiatry; 1998;
59: (5):229-232

13.Franchini L, Zanardi R, Gasperini M, Smeraldi E. Two year maintenance treatmeni
J Clin

pression. Br J psychiatry,

-ferm

with citalopram 20mg in unipolar subjects with high recurrence rate.

Psychiatry; 1999; 60(12):861-865
14.Hirschfeld, MA. Guidelines for the long-term treatment of depression. J Clin

Psychiatry, 1994; 55 (12 Suppi): 61-69

Prepared by CMAT-Neurosciences



GSK CONFIDENTIAL - FOR INTERNAL USE ONLY
February 2001

15.Keller MB. Depression: considerations for treatment of a recurrent and chronic
disorder. J Psychophammacol: 1996, 10 (suppl 1):41-44.

16.Kefler MB and Boland RJ. Implications of failing to achieve successful long-term
maintenance treatment of recurrent unipolar depression. Biol Psychiatry; 1898; 44:
338-360

17.Klysner R, Pleidrup E, Hansen HL, Loldrup D. The effectiveness of citalopram in the
prevention of depression recurrence in elderly patients. APA, 2000.

18.Kupfer, DJ. Do patients ever recover from depression? CINP Satellite Syrmposium,

June 1994,
18.Lecrubier Y. Long-ferm treatment of depression. Eur Psychiatry; 1993; 8 (Supp! 1)

13-16,

20.Mindham RH, Howland C, Shepherd M. An evaluation of continuation therapy with
tricyclic antidepressants in depressive iliness. Psychol Med; 1973; 3 (1): 5-17

21.Melfi C et al. The effects of adherence to antidepressant freatment guidelines on
relapse and recurrence of depression. Arch gen Psychiatry; 1998; 55; 1128-1132

22.Montgomery SA, Dufour H, Brion S et al. The prophylactic efficacy of fluoxetine in
unipolar depression. Br J psychiatry Suppl, 1888; (3): 69-76

Z3.Montgomery S, Doogan D, Burnside R. The influence of different relapse critaria on

the assessment of long-term efficacy of sertralina. Int Clin Psychol; 1981, 6 (suppl 2):

37-46

24.Montgomery SA, Dunbar G. Paroxetina is better than placebo in relapse prevention
and the prophyfaxis of recurrent depression. Int Clin Psychopharmacol; 1993; 8 (3):
189-95

25.Montgomery SA, Rasmussen JG, Tanghoj P. A 24 week study of 20mg citalopram,
A0mg citalopram and placebo in the prevention of relapse of major depression. Int
Clin Psychopharmacol: 1933: 8 (3); 181-8

26.Montgomery SA, Reimitz PE, Zivkov M. Mirtazapine versus amitriptyline inthelong
term treatment of depression: a double blind placebo controlled stedy.  Int clin

" Psychopharm; 1998, 38373 T

27 Pitts C, Oakes R and Gergel |. Paroxeting efficacy in the prevention of recurrent
depression. Proc ACNPA, Hawaii, 1997,

28.Prien RF Kupfer DJ. Continuation of drug therapy for major depressive episodes: how
fong shoutd it be maintained? Am . Psychiatry; 1986; 143; 18-23

29.Robert P, Montgomery SA. Citalopram in doses 20-60myg is effective in depression
relapse prevention: a placebo controlled 6 month study. Int Clin Psychoparm; 1995
10 (suppl 1): 28-35

30.Terra JL and Mortgomery SA. Fluvoxamine prevents recurrence of depression:
results of a long-term, double-blind, placebo-controlled study. Int Clin Psychopharm;

1988; 12: 55-62

Prepared by CMAT-Nenrosciences



dls CONKIDENTIAL - FOR INTERNAL USE ONLY
Febroary 2001

31.Wade AG, Hochstrasser B.
citalopram:results from a double-

32.WHO Mental Healih Collaborati
Disord; 189; 17: 187-198

Prevention of depression  recurrence with
blind placebo controlled trial. APA, 1999

ng Centre: consensus statement (1988). J Affective

Prepared by CMAT-Neurosciences



