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Intermght Vanablhty of REM Latency
in Major Depression:

Implications for the Use of REM Latency as a
Biological Correlate

Marc Ansseau, David J. Kupfer, and Charles F. Reynolds III.

-The internight variability in REM latency in 92 drug-free inpatients wzth major depressive

illness was recorded for 4 consecutive nights and subsequently assessed. Individual
coefficients of variation in REM latency [CV =’ (standard deviation of mean REM latency

-“for 4 recording nights/4-night mean REM latency) X 100] ranged from 5.1 to 121.7,

with a mean of 37.0 (sD = 27.3) and a median of 27.4. CV was positively correlated
with both age (p < 0.05) and age at onset of depressive illness (p <'0.01). Male patients
showed more variability in REM latency than female patients (p < 0.05); likewise, the
subgroups of patients who either were incapacitated or had bipolar II illness showed
greater variability in'REM latency in comparison with the remainder of the sample
(p < 0.05). When the entire patient sample was stratified by CV into three equal subgroups,
the subgroup of-patients defined by the highest CV presented the longest sleep latency

" (p <'0.05) and the shortest REM latency (p < 0.0001). No other clinical or polysom-

nographic correlates of REM latency variability were noted nor was REM latency vari-

" ability related to severity of illness, other subtypes of illness, or cltmcal response to

antidepressant therapy.

In selecting REM latency data for assessment of dzagnosttc sensitivity, the use of the
-shortest REM- latency from at least 3 consecutive nights yielded a higher sensitivity
(74%-81%) than did the use of any one individually specified night (50%—.‘{6%) or
different.internight means (49%~52%). The same conclusion applied when patient age
was taken into account. These results have implications for standardizing the use of REM
latency as a biological correlate in major depresszon

Introduction

Among the various abnormalities of sleep architecture that have been noted in major
depressive disorders, a shortening of the time from the onset of sleep to the first REM
period (REM latency) is the most specific feature (Kupfer 1976). Mean REM latency in
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patients with primary or endogenous depressmr} averages 40-50 min (Ku.pferband Thase S (I 8 2 g 8 |
1983) compared with a mean value of 90 min in the normal population. Numerous 288 & &
investigators have replicated the finding of shortened REM latency in depressed individ- o
uals, both inpatients and outpatients. In addition, shortened REM latency has been reported 3 . | = o 2 8 |
in all of the major clinical and research subtypes of major depression: primary, secondary, g pb - ‘-
endogenous, unipolar, bipolar, melancholic, autonomous, delusional, and schizoaffective 2 $
depression (reviewed in Kupfer and Thase 1983). Shortened REM latency has also been - =
reported in some borderline (Akiskal et al. 1982; McNamara et al. 1984) and obsessive- IS o o o s 9 a 5 2 5 £
- compulsive patients (Insel et al. 1982). : g1y " ¥ '??‘3
The high sensitivity and specificity of shortened REM latency for major depressive @ :
disorders has led some investigators to test its possible use as a biological‘marker for g e _ o ~
these illnesses (Akiskal et al. 1982; Berger et al. 1982; Blumer et al. 1982; Feinberg et %«,; L7 ® ., 5 g \d/, g . § ‘go
al. 1982; Kupfer et al. 1982; Rush et al. 1982; Reynolds et al. 1983; Ansseau et al. 8 “~EBl, T ¥ o e ~Z 8 & g=z 2. 8 82|z
. 1984a). Results of these trials have been divergent, with sensitivity ranging from 35% ¥ R V.ot ¥ $LE N ]
to 95% and specificity from 62% to 100% (Table 1). However, methodologies have i ' g
* differed among studies on a number of variables, including number of recording nights, . I - > : %o 03 3
REM threshold, and selection of REM latency data for diagnostic assessment. In fact, a 8 & g9 593 -~ 8 L4 3 \j & é‘
major. problem in the interpretation of these results is that so little is known about the 27 2 z = z z o~ 7 pe
night-to-night variability (or stability) of REM latency, especially in depressed patients. o o o« “ B o g =
Prolongation of REM latency has been described as one of the most characteristic features 8=z <R %
of the “first night effect” (i.e., the influence of the environmental and technical conditions Tyt : , , A e LB
of the sleep laboratory on data collected during the first night) in normal subjects (reviewed . = s e T &8a g 2,
in Ansseau et al. '1985). The “first night” effect on REM latency in depressed patients -% Te |8 & %Q b as E Nt 2 %
is more controversial: it has been reported to be absent in primary depressives (Coble et g_ "gz :é’og a ‘A &k < Ekl 2 é 85 E j‘:—; o g =
al. 1976), reduced (Mendels and Hawkins 1967), and even “paradoxical” or shortened a&l° “ o g' 8542 EC2 582§ éZ_ %
during the first night in psychotic or bipolar depressives (Kupfer et al. 1974), 5 2 g @ = “ A 2
Some data have suggested that the internight stability of REM latency in normal subjects 8 h = B
is limited (Moses et al. 1972; Clausen et al. 1974; Spiegel 1981). Spiegel (1981) classified § 5 e |a a & § _ g s a g 8 é
REM latency as an “unstable?. sleep characteristic. No systematic study of the individual =283l e = +85 g, E 5 & g
night-to-night variability of REM latency in depressed patients has been published to - a 8 2 a = ) s @ @ g
date. However, longitudinal studies of REM latencies have shown a bimodal distribution < ; ' a
of REM latencies (with peaks just after sleep onset and 40—60 min later), suggesting that "’3 ‘é P ;
some patients exhibit a large variability in REM latency values (Schulz et al. 1979; Coble @ g+ T i i 'g
et al. 1981). Kupfer et al. (1983b) have suggested that depressive patients' who show 3 g &
sustained shortened REM latency night after night require somatic treatment to achieve - ’ g
a complete remission and are likely to be the group most responsive to tricyclic antide- 3 ;E, - . v e . §
pressants. In contrast, patients whose REM latencies oscillate could suffer from atypical g ‘;g + o N g
or cyclothymic depression and could require treatments other than tricyclic antidepres- E = )
sants. b5 =, 4
Another possible source of REM latency variability is patient age. REM latency shows z o 8 o |5
a linear decrease with age in normal subjects (Gillin et al. 1981), a phenomenon that 2 8 8 g g9 Q & g S
could be more pronounced in depressives (Ulrich et al. 1980; Gillin et al. 1981; Kupfer gﬁ o 8 9‘\ 2 2 3 d & =5 gn
et al. 1982), with the consequence that the diagnostic utility of REM latency measures A 3 o= 8 E I -
could be limited if the subject’s age is not known (Gillin et al. 1981). To rule out this - B3 o g o5 o 3 E88 |g
possible source of error, Kupfer et al. (1982) proposed the “rule of 90” model, stipulating % 'é K E 5 & 5 5‘ e ﬁ
that if the sum of a patient’s age and REM latency equals 90 or less, the patient shows & e S " & .A
a'shortened REM latency, which is usually associated with depression. ' ~
Within this general context, then, our investigation had three purposes: (1) to study *
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internight REM latency variability over 4 consecutive nights in a large sample of depressed
inpatients; (2) to determine possible demographic, clinical, and/or polysomnographic
correlates of REM latency variability; and (3) to compare the diagnostic sensitivity of
different methods of selecting REM latency data, with or without taking age into account,
in order to define or standardize the procedure with the greatest sensitivity for using REM
latency as a biological correlate of major depression.

Methods

Sample and Procedure

The characteristics of the sample and of the evaluation and treatment procedures have
been described in detail elsewhere (Ansseau et al. 1984b). Briefly, we studied 92 inpatients
on the Clinical Research Unit of Western Psychiatric Institute and Clinic. These patients
represented consecutive admissions who met Research Diagnostic Criteria (RDC) for a
major depressive disorder according to the lifetime version of the Schedule for Affective
Disorders and Schizophrenia (SADS-L) (Spitzer and Endicott 1977) and who had a score
of at least 30 on the Hamilton Depression Scale (using the sum of two raters on the first
17 items of the scale) at the end of a 2-week drug-free period.

All-night polygraphic sleep recordings were obtained for 4 consecutive mghts for each
patient and were-scored according to the criteria of Rechtschaffen and Kales (1968).
Sleep onset was defined by the first minute of Stage 2 sleep that was followed by at least
10 min of Stage 2 sleep, interrupted by no more than 2 min awake or in Stage 1 sleep.
REM latency was: defined as the time between sleep onset and the first REM period
(which had to last at least 3 min), minus any intervening wake time..

Patients were treated with either amrtnptyhne (n = 73)or nortriptyline (n = 19) under
double-blind conditions. During a 4-week period, the drug dosage was increased in a
stepwise fashion from 50 to 200 mg of amitriptyline and from 25 to 100 mg of nortriptyline.
The dosage of nortriptyline was consistently half that of amitriptyline. The Hamilton
Depression, Brief Psychiatric (BPRS), Raskin, and Beck. Rating Scales were administered
weekly throughout the study Patients were defined as treatment responders (n = 65) if
their final Hamilton score was 19 or less and as nonresponders if their final Hamilton
score was 20 or higher (two-rater sum).

The study included 31 male and 61 female patients, from 19 to 69 years of age
(mean * sp = 36.5 = 12.6). The characteristics of the sample accordmg to RDC sub-
types of major depressive disorder are shown in Table 4.

Data Analysis

The individual variability of REM latency values across the 4 consecutlve nights was
assessed by means of a coefficient of variation (CV), expressed as the following ratio:

Standard deviation (SD) of mean REM latency of 4 nights X 100
4-Night mean REM latency

This index controls for the effect of mean REM latency on internight variability. The
Pearson correlation coefficient was used to assess the relationship between CV and clinical
variables having continuous distribution. The sample was then stratified by CV into three
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equal subgroups: (1) patients with a CV <18.5 (n = 30), (2) patients w1th CV between
18.5 and 45.0 (n = 32), and (3) patients with CV >45.0 (n = 30). Clinical character-
istics having continuous distribution were compared among the.three subgroups using
univariate analysis of variance (ANOVA). To test for differences in the handscored sleep
data among the three subgroups, we performed a two-factor analysis of variance (using
group and night as factors) with repeated measures (the four recording nights) for each
variable. We then made a posteriori nonorthogonal contrasts using the Newman-Keuls
comparison procedure. The CV in subgroups defined by exther gender or RDC subtype
was compared to the CV in the remainder of the sample using uruvanate ANOVA. When
subgroup variances differed significantly, the ANOVA was adjusted by the Brown-For-

sythe statistic.

Assessment of Diagnostic Sensitivity

The sensitivity of REM latency as a biological correlate of major depress1on was defined,
according to Vecchio (1966), by the percentage of patients exhibiting an REM latency
value shorter than or equal to the threshold. Different methods for the selection of REM
latency data for. assessment of diagnostic sensitivity have been compared: each of the 4
consecutive nights; mean REM latency ‘of nights 1-2, 1-3, 1-4, 2-3, 2-4; and night
with shortest REM latency from nights 1-2, 1-3, and 1-4.

Results h

: Varlabtltty of REM Latency Across nghts
' REM latency values across the 4 consecutive nights for the whole sample are presented

in Table 2. Individual CVs ranged from 5.1 to 121.7, with a mean of 37.0 (SD = 21.3)
and a median of 27.4 (Figure 1).

Clinical and Polysomnographlc Correlates

: W1th regard to clinical charactenstrcs and severity ratings, CV showed a significant

correlation between age (r = 0.23, p < 0.05) and age at onset of depressive iliness
(r = 0.29, p < 0.01) (Table 3). With respect to gender, clinical response to tricyclic
antidepressants, and RDC subtypes (Table 4), depressed men presented a higher mean
CV than depressed women (p < 0.05). Depressed individuals exhibiting either incapa-
citating features or bipolar II illness showed higher CVs than the remainder of the sample
(p < 0.05). :

Table 2. REM Latency Across 4 Consecutive Nights in 92 Depressives

Night 1 Night 2 Night 3 Night 4
Mean ’ 48.1° 50.7 43.9 ;?.g
Standard deviation . 249 . ©o321 23.3 0.
Minimum ’ 2 . 3 i
Maximum 123 167 143

“REM latency in minutes. ~
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‘Figure'l. Distribution of individual REM latency variability ;(measured by the coefficient of vari-

ation) across 4 consecutive recording nights in 92 major depressives. .

] Vl\l’hen the ch.mcal characteristics of our sample were analyzed according to stratification
o .t e sample into three equal subgroups based on CV, those patients in the subgrou
with Fhe lowest CV had a younger age of onset (p < 0.05) (Table 5). The subgrou gwitﬁ
the highest CV had the highest baseline BPRS (p < 0.05). With "regard' to slege I;ram-
eters; the subgroup with the highest mean CV presented longer sleep "latenc;y' (pp<p 0.05)
and shorter REM latency (p < 0.0001) than the other two subgréups (Table 6). .

Table 3. Relationship Between Variability

(Coefficient of Vari in REM Latency Across 4 Consecutive Nights

ation®) and Selected Clinical Characteristics in Major Depressives

Clinical charactéristics

Age - ‘ 0.23%:
Age at first onset . . 0.29
Iliness duration -0.10
" Number of episode ©-0.14 o
Duration of current episode -0.03
Severity ratings
Baseline Hamilton 0.15
Final Hamilton 0.07
Baseline Raskin 0.08
Final Raskin . . +0.03
Bascline BPRS =~ - 0.15
Final BPRS - 0.19
Baseline Beck i -0.13
Final Beck ' -0.04
:pC\; 5 gsb mean nights 1-4 REM latency x 100/mean nights 1-4 REM latency.
P <001.
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Table 4.. Variability in REM Latency Across 4 Consecutive Nights (Coefficient of Variation)® in
Subgroups of Major Depressives Defined by Gender, Clinical Response, and RDC Subtype

Variable Comparison of CV - F p

Male (n = 31)/female (n = 61) . 459 (32.7) 32.5 (23.2) 5.1 <0.05
Responders (n = 65)/ - 34.0 (27.1) 44.3 (27.1) 2.8 NS

nonresponders (n = 27)
Primary (n = 68)/ 36.6 (27.4) 37.6 (28.5) 0.0 NS

secondary (n = 24) k
Recurrent (n = 57)° S 347254 40.7 (30.2) 1.0 NS
Endogenous (n = 80)° 3 '38.1(21.9) 2992234 ~ - 09 NS
Psychotic (n = 6)° 38.0 (26.7) 36.9(27.5 - - 00 : NS
Incapacitating (n = 82)° - 38.5(28.1) © 7247 (16.9) s 5.0 <0.05
Agitated (n = 45)° 41.4 (29.2) 32.8 (25.1) 23 NS
Retarded (n = 46)* 39.2 (26.6) 34.9 (28.2) 0.6 NS
Situational (n = 54)° 33.7 (26.7) ¢ 41.7 (21.9) 20 - NS
Simple (n = 48) 369 (27.6) ' 37.1(27.4) P00 7 NS
Unipolar (n = 83)°  35.9(25.9) ¢ 48.5 (39.7) 0.8 o NS
Bipolar I (n = 4)° 22.4 (14.2) 37.7 (271.7) 1.2 NS
Bipolar I (n = 5)° 64.0 (42.5) 35.5 (25.7) 5.4 <0.05

“CV = sp mean nights 1-4 REM latency X 100/mean nights 1-4 REM latency.
bCompared with the remainder of the sample.

Table 5. Selected Clinical Characteristics Among Three Subgroups of Major Depressives
Defined According to Their Variability in REM Latency Across 4 Consecutive Nights
(Coefficient of Variation®) . :

Low CV Intermediate CV - . High CV

(<18.5)  (18.5-45.0) (>45.0) .
n=130 n =32 (n = 30) F p
Clinical characteristics ‘ )
Age . 32.3(10.9) .. 38.4(11.9) ) 38.6 (14.1) 2.5 NS
Age at first onset C o 22.9(11.4) 28.8 (13.1) ‘ 30.4 (13.1) 3.0 <0.05
Number of episodes 3.0 2.5) 2.82.5) 2217 1.0 NS
Duration of current 69.4 (86.0) . 59.8 (56.7) .. 51.5 (68.1) 0.5 NS.
episode (weeks) : . ’ . "
Severity ratings . 3
Baseline Hamilton? 32.9 (10.1) 33.2 (10.6) " 37.2(10.4) 1.6 NS
- Final Hamilton® 14.2 (10.4) 17.0 (11.2) - 17.5 (10.7) 0.8 NS
Baseline Raskin 9.6 2.1) 9.7 (1.6) : 10.3 (2.2) 1.1 NS
Final Raskin 6.8 (2.1) 7.3 (2.6) - 7.1(1.9) - 0.4 NS
Baseline BPRS 11.2 (4.2) 11.0 (4.4) } 13.6 (4.9) 33 <0.05
Final BPRS 76652 1760 102(6.0) . .22 NS
Baseline Beck 19.18.9) = 16.5(1.2) 16.9 (7.1) 1.0 NS
- Final Beck ] - 12.0 8.5) 11.9 8.1) ~

11.0 (6.8) 0.1 NS

°CV = sp mean nights 1-4 REM latency X 100/mean nights 1-4 REM latencyb. o
bSum of two raters. : ) ‘ i
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. Table 6. -Selected Sleep Parameters Among Three Subgroups of Major Depressives Defined

According to Their Variability in REM Latency Across 4 Consecutive Nights (Coefficient of
Variation®) ¥

Intermediate

Low CV ’ Ccv High CV

(<18.5) (18.5-45.0) (>45.0)

(n = 30) (n = 32) (n = 30) F P
Sleep continuity .
Sleep latency (min) 33.1 (24.2) 33.9 (20.6) 43.8 (28.5) 34 <0.05
Time spent asleep (min) 394.4 (42.1) 0 342.7 (43.8) 329.7 (48.2) 2.7 NS
Sleep efficiency” (%) - 85.3(9.2) 84.5 (9.4) 81.4 (11.3) 23 - NS
Sleep maintenance* (%) 93.0 (9.0) 192.3 (9.6) 91.2 (10.4) 0.4 NS
Sleep architecture (%) d
Stage 2 63.6 (8.1) 64.7 (8.3) 61.6 (8.8) 1.5 NS
Stage 3 and 4 3.5(5.9 - 1.4 (2.6) 1 23@2) - 1.8. - NS
Stage REM +25.7 (5.8) 25.1 (6.7) 25.1 (7.3) . 0.1 NS
REM measures s :
REM latency (min) 53:2.(14.1) 54.0 (23.6) 34.5 (30.6) 10.7 <0.0001
REM activity (units) 111.7 (50.7) 116.2 (54.3) 115.5 (67.1) 0.1 NS
REM density? 1.25 (0.48) 1.33 (0.48) 135 (0.52) 0.5 NS
Number of REM periods 3.70.7 3.5(0.7) 3.7 (0.8) 1.5 NS

“CV = sD mean nights 1-4 REM latency/mean nights 1-4 REM latency X 100.
®Time spent asleep/Total recording period.

“Time spent asleep/Total recording period — Sleep latency.

“REM activity/REM time.

CompdriSon of Diagﬁostic Sensitivity of Different Methods for the Selection of

REM Latengy Data

The diagnosti,c/;'_‘ sensitivity of various REM latency threshold levels was generally similar
during all four individual recording nights (Figure 2), except for the higher threshold

- values (60-80 min), where the performance on night 1 and, to a lesser extent, on night

2 was slightly lower than on nights 3 and 4. For example, with a REM latency threshold
of 50 min (a value suggested by Kupfer 1976 and applied by Berger et al. 1982; Kupfer
et al. 1983b; Ansseau et al. 1984a), the diagnostic sensitivity across the 4 consecutive
nights was 50% (night 1), 53% (night 2), 56% (night 3), and 55% (night 4). The diagnostic
sensitivity of averaged REM latency values was also similar, regardless of the combination
of nights used in the calculation (Figure 3). For example, the comparative diagnostic
sensitivity of a REM latency threshold of 50 min was 49% (mean nights 1-2), 50% (mean
nights 1-3), 52% (mean nights 1-4), 51% (mean nights 2-3), and. 49% (mean nights
2-4). However, the use of the shortest REM latency from the 4 consecutive nights was
a more sensitive measure than the arbitrary use of any single night or the use of mean
values. Moreover, sensitivity increased with the number of nights taken into account
(Figure 2). For example, with a REM latency threshold value of 50 min during at least
1 night of the 4, the sensitivity of the measure increased from 65% (nights 1-2) to 74%
(nights 1-3) and 81% (nights 1-4). o

Finally, we used the sum of REM latency and age to compare the sensitivity of different
methods of selecting REM latency data. With single night values alone, the diagnostic
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Figure 2. Diagnostic sensitivity of various cut-off REM latencies for ;he d%agnosis of major depres-
sion according to the selection of REM latency data:
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Flgure 3. Diagnostic sensitivity of various cut-off REM latencies for the diagnosis of major depres-

sion according to the selection of REM latency data.
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Figure 4. Dlagnostlc sensitivity of various cut-offs of the sum of REM latency and age for the
diagnosis of major depression according to the selection of REM latency data.
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performance was lower during the first 2 nights than during the last 2 nights for threshold

levels between 85 and 115 min (Figure 4). For example, the threshold recommended by

. Kupfer et al. (1982) yielded sensitivities of 62% (night 1), 62% (night 2), 74% (night

3), and 68% (night 4). Furthermore, the use of averaged REM latency values yielded

generally similar sensitivity rates for different combinations of nights (Figure 5). For

. .....example, using a threshold of 90, sensitivity was 66% for the mean of nights 1-2, 65%

. for the mean of nights 1-3, 66% for the mean of nights 1-4,.66% for the mean of nignts

2-3, and 65% for the mean of nights 2—4. In contrast, the use of the shortest value of

- REM latency plus age from consecutive nights yielded an increase in sensitivity parallel

to the number of nights taken into account, with the greatest increment in sensitivity from

__the addition of the third recording night and only limited improvement from the addition

of night 4 (Figure 4). Using a threshold score of 90, the diagnostic performance increased
from 75% (nights 1-2) to-87% (nights 1‘—3) and 89% (nights 1-4). .

Discussion

This study shows stable mean REM latencies across 4 consecutive nights in a sample of
.92 inpatients with major.depressive disorder. The standard deviations of mean REM
.. latency are similar on the consecutive nights, with the exception of a slightly higher value
_on night 2. These results support the conclusions:of Mendels and Hawkins (1967) and
~ Kupfer et al. (1974) that major depressives do not show a consistent adaptation pattern
to the sleep laboratory as compared with normals (discussed previously, Ansseau et al.
1985). However, these stable mean REM latency values conceal large individual internight
variability, at least in some patients. In fact, we found the variability in REM latency
across 4 consecutive nights to_differ widely among patients, from verystable values to

widely different ones, as shown by the distribution of the CV. ; :
The finding of an age-related increase in REM latency variability is a new characteristic
to add to the list of age-dependent EEG sleep variables in depression (Ulrich et al. 1980;
Gillin et al. 1981; Kupfer et al. -1982). These include age-related decreases in sleep
continuity measures (time spent asleep, sleep. efficiency, and sleep maintenance), an
. increase in time awake and early morning awakening, and decreases in delta sleep and
REM latency: However, Rush et al. (1982) and Akiskal et al.. (1982) did not confirm
the inverse relationship between REM latency and age in depressed outpatients. An
associated age-related decrease in. REM time has also been noted by Gillin et al. (1981)
“but not by Ulrich et al. (1980) and Kupfer et al. (1982).-This:age-related variability in
the sleep of depressed individuals is similar to that found in normal subjects (reviewed

in Miles and Dement 1980; Spiegel .1981). - o , hoe
The previous finding that depressives exhibiting REM latency of less than 10 min
(called a sleep onset REM period or SOREMP) during at least 1.night were also older
both at the time of study and at the age of onset of depressive illness (Ansseau et al.
1984b) suggests that the presence of SOREMPs may be associated with a higher internight
REM latency variability. Indeed, 69% of subjects in the high variability subgroup exhibited
a SOREMP during at least 1 of the recording nights, compared with 6.7% in the inter-
‘mediate. variability subgroup and 0% in the low variability subgroup (x* = 38.7,

p < 0.0001)... O P R

Our findings do not demonstrate any relationship between REM latency variability and
severity of depressive illness or clinical response to trig&lic antidepressants, with the
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exception of a slightly higher BPRS baseline: score in the subgroup with the greatest

~ variability. However, the BPRS is a global and nonspecific assessment of psychiatric

" symptomatology, and this higher score may be-related mainly toitems assessing psy-
chomotor disturbances, reflecting the somewhat higher CV in the agitated and retarded
RDC subtypes of depiession. w08 A AU Porw s
* Surprisingly, this study shows a gender-related difference in REM latency variability,

" with higher variability among depressed men than among depressed women. This finding
* is not an artifact resulting from older age in the male subgroup; in-fact, in this sample,

female depressives have-a slightly older mean age (37.5 £ 13.2 versus 34.4 + 11.2,
F = 1.3,:NS). This parameter is the first to be found that shows a gender difference in
depressives. However, the sleep’of normal men ‘of middle ‘and advanced age (above 40)
has been found to be “older’ from polygraphic criteria than the sleep of normal women
of similar age, with the men having less time asleep, lower sleep efficiency, less delta
sleep, and more awakenings and stage shifts (Williams et al. 1974; Spiegel 1981). The
higher REM latency variability found in depressive men compared with depressive women
may be related to the finding of more sleep disturbances in normal men than in normal
women_’v 7, 3 o - QT ] A g T : ; i ' :

" Results from our sample suggest that two RDC subtypes of depression are associated
with greater variability in REM latency: incapacitating depression and bipolar II illness.
Mean age in these subgroups did not differ significantly from that of the remainder of
the sample (36.9 * 12.6 versus:32:7 + 12.2, F = 1.0,'NS and 38.6 .= 16.6 versus

©-36.3 %£112:4,F = 0.1, NS, respectively). The finding of greater REM latency variability

in the bipolar II subgroup may be related to the higher incidence of SOREMPs already
found in this subgroup (Ansseau et al.- 1984b). However, the low number of bipolar II

- depressives, added to the fact that bipolar I depressives present lower variability than the

remainder of the sample, prevents definitive conclusions, - - -+ .
* The patients with the’ greatest variability in'REM latency present longer sleep latency
and strikingly'shorter REM latency than'the rest of the sample. These two findings are

_ generally more prominent in primary than in secondary depressives (Kupfer et al. 1978)
- -and in older than in younger patients (Kupfer et'al. 1982). The lack of greater symptom

severity in this subgroup is somewhat surprising in view of previous reports suggesting
an inverse relationship between REM latency and severity of depression (Kupfer and
Foster 1972;:Spiker et al. 1978), although these findings have not been replicated in
outpatients (Akiskal et al. 1982). These inconsistencies may result from low representation
of psychotic depressives in our sample, as well as among the outpatients tested. Psychotic
depressives' are generally characterized by very short:REM latency and usually obtain
higher scores on the standard rating scales of* depression(Nelson' and Bowers, 1978;
Glassman:and Roose 1981; Kupfer et al. 1983a). - g .

A direct implication of the use of REM latency variability as a biological correlate of

major depression is the increased sensitivity associated with the selection of the shortest

,REM latency from several consecutive nights (especially when at least 3 nights are

recorded) instead of the use of a specific individual night or the mean from several

“consecutive nights. : :

A’question that our study does not address is the possible loss in specificity associated
with such methods of selection of REM latency data. In fact, Berger et al. (1982) report

poor specificity using the method of selecting the ‘shortest REM latency from several

nights for diagnostic confirmation of endogenous depression (62%), but their diagnostic

o ification of depressives into endogenous, neurotic, and “uncla sfied™
;ifcll on the ICDE)S system. This nosology lacks operationalized- criteria, and a large
number of depressives wl}oEWere as;
on the basis of preexisting personality d

- K iy ' R ; n 0
depression (Klerman et al."1979). In suppo . stic spe
ofpselecting the shortest REM latency from consecutive nights, it

" none of the nine normal control subjects i
a REM latency shorter than 50 min (Berge
" for patient age according to the “rule of 90

' Akiskal HS, Lemmi H, Yerevanian B, K
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s, neurotic, and “unclassified” subgroups was

classified as “neurotic” according to the ICP-S system
disorders meet RDC or DSM-III criteria for major
f the diagnostic ‘specificity of our method
' should be noted that
ncluded in the study experienced any night with
er et al. 1982). The correction of REM latency
system S}i'elds the same conclusion of increased

sensitivity when the shortest REM latency from several consecutive nights is selected as

the REM latency measure. The gain in sensitivity is 1z§rge‘when. a third night is aieffl:{leg%
but minimal with the addition of a fourth recording night. The use of the actu

: [ ‘ g : rding nights yields a sensitivity of
90" applied to the shortest REM latency of three recording nights y sxlld, ouf

i ifici i thod remains to be.
. Although, the associated specificity of th;lS method res ( ited, ¢
fgszpits app:af to be promising for the standardized use of REM latency as-a biological

correlate of major depression.: .

gra .‘ ; gem nt, AB.
G nski; h. .y for'h £ nerous assis

Qur tltude is due to V rochoci ki, P D (V) CT ‘ (3 tance 1n data manageme: to
h"CEaChIaﬂ ‘M.S who perfomed the data analysis‘ and to K Slo mka and B Bl'édb“ry for their teChnl‘Cal

assistance. RS
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