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Table. Selected Placebo-Controlled Relapse Prevention Trials of SSRI
Antidepressants*

Trial Entry Criteria Definition of Relapse
Fluoxetine 17-ltem HDRS HDRS score >14 for 3
hydrochloride? score =7 weeks or met the DSM-IV/
criteria
Sertraline CGl-I =2 CGI-S =4
hydrochloride®
Paroxetine 21-ltem HDRS At least 1 of the following:
hydrochloride* score =8 CGI-S =4 or increase in
CGl score of at least 2
points or met the
DSM-III-R criteria or
opinion of investigator or
depressive symptoms >7
days
Citalopram MADRS =12 MADRS =25 and clinical
hydrobromide® judgment

*HDRS indicates Hamilton Depression Rating Scale; DSM-1V, Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition; CGl-I, Clinical Global Impression-
Improvement; CGI-S, Clinical Global Impression-Severity of illness; DSM-/lI-R, Diag-
nostic and Statistical Manual of Mental Disorders, Revised Third Edition; and MADRS,
Montgomery-Asberg Depression Rating Scale.

and not a science until more studies like that of Sackeim et al
are conducted.
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In Reply: Dr Abrams contends that in our continuation phar-
macotherapy study the remission rate of 55% for open-phase
treatment with ECT was low and this was due to 90% of pa-
tients receiving right unilateral ECT with an inadequate elec-
trical dose.! Abrams incorrectly describes our treatment meth-
ods. While the minimal dose was 150% above seizure threshold,
a higher dose often was used. In addition, of the 262 patients
who started with right unilateral ECT, 50.3% were switched
to bilateral ECT and received a mean (SD) of 7.1 (4.3) bilat-
eral ECT treatments. Overall, the remission rate for patients
treated only with right unilateral ECT was 68.5% compared with
43.8% for patients who were switched to bilateral ECT or who
were treated with only bilateral ECT (x*,=17.68, P<.001).
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Three factors should be considered in evaluating the ECT
remission rate. First, our remission criteria were strict, requir-
ing a 60% reduction in HRSD scores and a maximum score of
10 both immediately following ECT and 4 to 8 days later. Of
the 176 initial patients who were remitters immediately fol-
lowing ECT, 9.7% had not remitted at the second assessment.
In pharmacological trials of major depression, the most com-
mon definition of response is simply a 50% reduction in HRSD
scores. In our study, 84.2% of patients met this weaker crite-
rion immediately following ECT. Second, we have shown in

our study” and other samples*> tha

pression, the remission rate was 69.5% among those who had
not received an adequate medication trial during the episode
compared with 47.1% among those exhibiting medication re-
sistance (x*,=8.61, P=.003). Overall, 72.2% of 212 patients with
nonpsychotic depression met the criteria for medication resis-

ses. This was done to avoid bias due to early withdrawal.
However, 8 ECT treatments may be considered minimal for
defining an adequate ECT trial.* Of those patients who were
nonremitters, 38.5% received fewer than 8 treatments.

Abrams suggests that the continuation pharmacotherapy trial
was biased in favor of high relapse rates because of the insuf-
ficent symptomatic improvement during the ECT phase. Be-
cause of the strict remission criteria, the 84 patients in the con-
tinuation trial had minimal symptoms, with a mean (SD) HRSD
score of 5.5 (3.0) at trial outset and an improvement of 83.9%
(9.3%) relative to pre-ECT baseline. This low level of symp-
toms is classified as remission by virtually all experts in the
field.>®

Drs Doraiswamy and Scates point out that patients with ma-
jor depression are at risk of frequent relapse or recurrence, but
US regulatory requirements for approval of antidepressant medi-
cations do not require demonstration of efficacy in relapse pre-
vention. They also note that there has been little standardiza-
tion in the methods used to demonstrate effective relapse
prevention. These are serious concerns, because most pa-
tients with major depression require long-term treatment. Stan-
dardization in methods used to assess both acute efficacy and
effectiveness in relapse prevention is needed. We hope that our
study contributes to this goal.
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Relationship Between Postmenopausal Hormone
Replacement Therapy and Ovarian Cancer

To the Editor: Dr Rodriguez and colleagues' found a direct
association between the use of hormone replacement therapy
(HRT) and the risk of ovarian cancer. Data from other cohort
and case-control studies, however, are less consistent.?

To further explore this issue, we updated the analysis of a col-
laborative reanalysis of European case-control studies of ovar-
ian cancer.’ The present analysis study included 2501 women
with histologically confirmed epithelial ovarian cancer and 5882
controls enrolled in 5 case-control studies: 2 were conducted in
Greece, 1 in the United Kingdom, and 1 in Italy between 1979
and 1991, all previously reported,’ plus another case-control study
conducted in 4 Italian locations between 1992 and 1999.*

The 5 original datasets were combined in a uniform format
that included comparable variables, such as age, socioeco-
nomic level, parity, oral contraceptive use, menopausal sta-
tus, type of menopause, age at menopause, as well as HRT use,
duration of use, and time since last use. Odds ratios (ORs) were
estimated using unconditional logistic regression models, in-
cluding the above terms plus study center.

The TABLE shows the distribution of ovarian cancer cases and
controls according to HRT use and the corresponding multi-

I
Table. Use of HRT Among Patients With Ovarian Cancer
and Matched Controls*

No. of No. of
Cases Controls OR (95% CIt
HRT use
Never 2330 5385 1.00 (Referent)
Ever 171 297 1.28 (1.05-1.56)
Duration of HRT use, yt
Never 2030 4806 1.00 (Referent)
<2 75 156 1.11 (0.83-1.48)
=2 46 75 1.41 (0.97-2.05)
Time since last HRT use, y+
Never 2030 4806 1.00 (Referent)
<10 65 108 1.37 (1.00-1.89)
10-14 20 42 1.13 (0.66-1.95)
=15 29 72 0.95 (0.61-1.48)

*HRT indicates hormone replacement therapy; OR, odds ratio; and ClI, confidence in-
terval.

TEstimates from unconditional logistic regression models, including terms for age, study
center, sociocultural level, parity, oral contraceptive use, menopausal status, type of
menopause (natural or surgical), and age at menopause.

FThe sum does not add up to the total because of some missing values. Information on
duration of use and time since last use was not provided by 1 Greek study® and
1 United Kingdom study.®

©2001 American Medical Association. All rights reserved.

Downloaded From: by a University of Otago Library User on 01/18/2019

LETTERS

variable ORs. In comparison with women who had never used
HRT, the OR for ever users was 1.28 (95% confidence interval
[CI], 1.05-1.56). The risk was 1.11 for use less than 2 years
and 1.41 for use 2 years or more. With reference to time since
last HRT use, the OR was 1.37 for less than 10 years since last
use, 1.13 for 10 to 14 years, and 0.95 for 15 or more years since
last use. By comparison, Rodriguez et al' found relative risks
(RRs) 0of 1.51 (95% CI, 1.16-1.96) for ever users and 2.20 (95%
CI, 1.53-3.17) for those who used HRT for 10 or more years.
Our updated analysis, including the largest number of ovar-
ian cancer cases from a European population, gives further sup-
port to the hypothesis of a moderately positive association of
HRT use in menopause with ovarian cancer risk, with a pat-
tern of risk similar to that well known for breast cancer.”
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To the Editor: Dr Rodriguez and colleagues' suggest that if
others confirm their findings, a possible increase in risk of
dying from ovarian cancer should be added to the list of pos-
sible estrogen-related adverse effects to be discussed with
patients considering HRT. They based this recommendation
on finding that 31 women died from ovarian cancer among
women who in 1982 self-reported using HRT for 10 years or
more. This is a relatively small number of events, which weak-
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