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«paradoxical” Shortening of REM Latency on
First Recording Night in Major Depressive
Disorder: Clinicall and Polysomnographic
Correlates SO e

Marc'Ansseau,ﬁDavid J. Kupfer, Charles F. ‘Reynolds’ I1I;-and
Patricia A. Coble L '

Among 92 inpatients with major -depressive disorders, variability in REM latency (RL)
during the first two recording nights was assessed by means of an “adaptation coefficient”
(AC = night 1RL — night2 RL X 100 + mean RL for nights 1 and 2). Although mean
RL was very similar for both nights (48.1 ‘and 50.7 min), individual ACs showed a
gaussian distribution [range: —176.5-1 71.4; mean: —1.2 (67.3 ); median: —4.4]. Forty-
two patients (45.7%) exhibited shortening of RL on night 2 compared with night I ( positive
AC, corresponding to an “expected” evolution), 48 patients (52.2%) displayed the op-
posite pattern . (negative AC, corresponding to a “pdradoxicalf’ evolution), and two
patients had identical values on both nights. Extent of increase in RL from first to second
night (i.e., extent of “pa_radox\ical" evolution) correlated significantly with increasing
duration of current episode, earlier age of onset, and poorer clinical response to tricyclic
antidepressants. A cutoff AC of =7 correctly classified 62% of patients (zccording to
treatment response. The research diagnostic criteria-based retarded subtype of depres-

sion was associated with a more negative AC (i.e., a more “paradoxical” evolution),

and the situational subtype was associated with a more positive AC ( i.e., a more “ex-
pected” evolution) than the remainder of the sample. The subgroup with the most negative
ACs (i.e., largest increases in RL from first to second night) also had longer sleep
latencies, whereas the subgroup with the most positive ACs (i.e., largest decreases in
RL) had higher REM activity and REM density as compared with the remainder of the

sample. These results suggest that RL in major depression is not a static parameter and

that the study of its within-subject variability can be helpful for diagnostic confirmation

and prediction of treatment response.
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Introduction

~ on night 2 (56.9 vs 47.6 min).

Many sleep researchers have described a so-called first-night effect, defined as the influ-
ence of the environmental and technical conditions of the sleep laboratory on data collected
during the first night. The effect occurs both in normal subjects (Rechtschaffen and
Verdone 1964; Agnew et al. 1966; Mendels and Hawkins 1967; Kales et al. 1967;

Hartmann 1968; Schmidt and Kaelbling 1971; Coble et al. 1974; Webb and Campbell »

1979; Browman and Cartwright 1980; Spiegel 1981; Balestra et al. 1983; Rosadini et al.
1983) and in psychiatric patients (Mendels and Hawkins 1967; Kupfer et al. 1974, 1982;
Reynolds et al. 1982). This first-night effect generally includes a longer sleep latency,
less time spent asleep, decreased delta sleep time and REM time, and an increased number
of awakenings and stage changes. Probably the most consistent finding, however, is a
first-night increase of REM latency (RL) compared with subsequent nights. First-night
effects seem to increase with age (Webb and Campbell 1979); the importance of a

“comfortable hotel-type environment” and of a “friendly and open staff” to minimize the -

incidence of these effects has been stressed (Coble et al. 1974; Browman and Cartwright
1980). A recent study, however, failed to demonstrate any significant difference between
first- and second-night sleep parameters in 30 patients evaluated for impotency (Kader
and Griffin 1983), suggesting that first-night effects may not be ubiquitous. /
" As ‘a,lready' noted by Mendels and Hawkins (1967), Kupfer et al. (1974) suggested

- that the sleep of depressive inpatients was less disturbed during adaptation nights than

the sleep of normal subjects. This finding was confirmed and extended by outpatient
studies conducted by Coble et al. (1976) and Akiskal et al. (1982), showing that primary
depressives differed strikingly from secondary depressives by their absence of adaptational
changes in RL. Contradictory results were obtained by Reynolds et al.»(1982) showing
that, while 20 primary depressive inpatients did not present first-night effects on any sleep
parameter, age-matched outpatients with the same diagnosis exhibited evidence of ad-
aptation to the laboratory, with greater amounts of REM sleep time and activity on night
2 than on night 1. The outpatients’ RL was longer (but not significantly) on night 1 than

The relative absence of adaptational sleep changes does not seem specific to depressive
disorders (or to some categories of depressive patients): 10 outpatients with generalized
‘anxiety disorder showed the same stability in RL values from first to second night as a

_ comparable group of outpatient depressives (Reynolds et al. 1983a). Moreover, anxiety

disorder patients exhibited more stability of other electroencephalographic (EEG) sleep
indexes for the first two nights. In the same way, 8 of 10 borderline patients showed

 stable mean RLs across the two recording nights, but the within-subject variability in the

change of RL from night 1 to night 2 suggested the possibility that borderline patients

. might represent a heterogeneous group (McNamara et al. 1984).

~ Variability in RL across the first two recording nights has been found in preliminary
studies to differ dramatically according to subgroup of depressives: Whereas a unipolar
nonpsychotic group (n = 12) exhibited very stable values (54.2 and 54.3 min), unipolar
psychotic (n = 7) and bipolar nonpsychotic (n = 5) depressives presented a “paradox-
ical”. increase in RL on the second night (17.8 vs. 32.7 min and 31.7 vs. 41.3 min,
respectively) (Kupfer et al. 1974). ’ :
Given this diversity of findings, the purpose of the current study was to reassess the
first-night effect on the RL of a large sample of depressive inpatients and to determine
possible correlates of “expected” vs. “paradoxical” variability in RL for the first two
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recording nights. It was previously suggeitectl. that fd;r:;:;(;rsxégfpz\t/i(:alnuttslgn(l,(‘x:;g;tel:a:le

implications :in-the diagnostic evaluation o ! . al.
l;g(;zge.?iilggllllt?:lly, ‘V\}e‘arc suggesting that the stability of blolo_glcal corr;:la:es ::i ;lr)l::\i‘ict)r
depression, such as REM latency, continues to be 'an 1mport?1nt. issue. In ac., ;'lit Thi
in REM latency has been little studied to date, par.tlcularly vv.lt.hm-sub._lect vana1 1te );o e
possible clinical significance of such within-subj.ect var.lablhty, as it mz:iy e giction .
mographic factors, natural history of disease, diagnostic subtyping, and pre
treatment response, deserves careful assessment. 5

Subjects and Methods

Sdmple and Procedure : il

" The characteristics of the sample and the evaluation and treatment procedures have been

described in ‘detail elsewhere (Ansseau et al, 1984). Bri.ei?y, 92 inPatients a.t the Clim(cl:al
Research Unit of Western Psychiatric Institute and Clinic were 1qcludf3d in tl.le st.u y-
The participants represented consecutive admissions who met‘ researcl} dlagfnt(t)lsu; (;1n§$:
j i isorder, according to the lifetime version ot the Sche
(RDC) for a major depressive disorder, : R o o
i i i -L) (Spitzer and-Endicott :
Affective Disorders and Schizophrenia (SADS : . /
f;’;o had a score of at least 30 on the Hamilton Rating Scale for Depression (using the
- iod. .

f two raters) at the end of a 2-week drug free.peno | . ’
Sun,;ﬁ-ni:ht polygraphic sleep recordings were obtained for four cons_ecutlve nights an(ci1
were scored according to the Rechtschaffen—Kales criteria (1968). §tud1es were 'perforrile .
during the third week of hospitalization, following a psychotroplc-drug-free:mte;vaﬁot
at least 14 days and entrainment to ward schedule. Sleep onset was de.ﬁned by :1 :-; IS

' minute of stage 2 sleep followed by at least 10 min of stage 2 sleep, mtgrfupte y no
more than 2 min of awake or stage 1; REM latency cor;esponded to.the t1m§ between |
sleep onset and first REM period (3 min) minus any intervening wal;;, tm;e. l;atlebnlts :{le;z

ith ei itriptyline (n = iptyline (n = 19) under double-
treated with either amitriptyline (» = 73) or nortrp = 19) bune
iti iptyli -half that of amitriptyline. For a period o
conditions; the dosage of nortriptyline was one tyline. ]
i i i i i 200 mg of amitriptyline and

days, patients received, in stepwise fashion, 50 . . and .
12n3 :ty noftriptyline. The Hamilton Rating Scale for Depression, Brief Psychiatric Rz;:mgt
S(ille (BPRS), Raskin Rating Scale, and Beck Rating Scale were used \fveekl'y throillg{ ou_ ;
the study. Patients were defined as (1) treatment responders (n = 57). if their f.ilna ame
ilton score (two-rated sum) was 19 or less and their decrease 1n baslelme Hami to;l ;((:)o(r) °

= if their final Hamilton score wa

s at least 40%; (2) nonresponders (n 251 - . t
'z/iagher and their decrease in Hamilton score was 50% or less; and (3) .mdeterm.lna:;
responders (n = 10) in any other case. This last subgroup was not included in the

tistical analysis of this item. . -
Sta'i‘she“study ?ncluded 31 male and 61 female patients, ranging in age from 18 t12D6(93
years (mean: 36.5 + 12.6). The characteristics of the samplg according to the

subtypes are displayed in Table 2.

Data Analysis S » .
Change in RL across the first two recording nights was calculateq as ar; 1ndc<l:x2 C?rr;?;
sponding to night 1 RL — night 2 RL X 100 -+ mea.n«RL for mghts1 fan ” .effect
‘ coefficient, referred to hereafter as the adaptation coefﬁcu:n\t(AC), controls for the
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of RL durat19n on intemight variability. The relationship between AC and clinical
raitmetershavmg continuous distribution was assessed by'the Pearson correlation ¢ I;g-
Ic)laeir_lt. ;I‘he. ts;llrrlllple was then stratified into three equal subgroups according to AC: (?; 31-
ients wi the most negative AC (< —21), i.e., the most “ ical” .k
30 patients with .inteljrnediate AC (from —21to +17); angt(3§)2r?1(::i1:$é'Sv‘;?liuttliznt;i(zz
Rosmve (?17), {.e.';the most “expected” evolution. Clinical characteristics havin i
~t1n.uou.s dlstnbutl'on and severity ratings were compared among the three groupsgu(;?rzl .
gmvanate analysis of variance (ANOVA). To test for differences in the hand-scored sleeg
ata among the three groups, a two-factor analysis of variance (using group and night .
factor§) v.wth repeated measures (the four recording nights) was run for ea(I:)h vari bgl T:
posteriori nonorthogpnal contrasts were then made using the Newman—Keuls éoma ar?;o
procedure. The AC in subgroups defined by gender or RDC Subtypes was compargd witg
~ the AC _of the r<.ama1nder of the sample using univariate ANOVA. When subgrou i
ances differed significantly, the ANOVA was adjusted by the BrOWh—Forsythge stfl)ti‘s,:lilck:1 .

Results

Number of Subjects

 Evolution of RL

-In this. sa.lmple of 92. depressive inpatients, the mean (SD) RLs on ﬁighté'l‘and 2 were

very snmlar: 48..1 min (24.9) on night 1 (range: 2-123 min; median: 50.5 min); and 50.7

m?n»(32.1) on night 2 (range: 3—167 min; median: 50 min). g e .
Among the 92 patients, 42 (45.7%) exhibited a shortening of RL on night 2 as compared

“with night 1 (expected evolution), 48 patients (52.2%) exhibited the opposite evolution

18

14

12

10

| (pa:ia}doxi_cal evolutiox.l), ’.and"two patients (2.2%) showed identical values for both re-
cording nights. The distribution of RL changes between nights 1 and 2, as expressed by

the AC (Figure 1), was gaussian, with the AC i
) A ranging fi -
(SD): —1.2 (67.3); median: —4.4]. i g s 176:3 to 1714 fmean

L [ 1]

-180 -160-140 -120 -
160-140 =120 -100 -80 -60 -40 -20 © ©0 20 40 60 80 100 120 140 160 180

Night 1-2 Changes in RL (Adaption Coefficient):

Figure 1. Distribution of night 1-2 changes i east
I : on 0 - ges in REM latency, measured by thi i i
in 92 major depressive inpatients. AC = night 1 RL — night 2 RL X lyOO ?d;g?r:wRI},cg)erfgicglirtlst

p S1 (5] A It P
l and 2. A 0S1t1V C € [
pIeS nts a expected evolutlon and a negatlve AC a a!adoxn’:al
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Clinical and Polysomnographic Correlates

With regard to clinical characteristics and severity ratings, the AC showed a significant

 correlation with age of onset of depressive illness (- = 0.21; p < 0.05), indicating that
the extent of increase in RL from first to second night (i.e., the extent of “paradoxical”
evolution) correlated inversely with age of onset: thus the greater the increase, the earlier

- the age of onset. Inverse relationships were found between AC and duration of current
episode (p < 0.05), as well as with final scores on the Hamilton Depression (p < 0.05),
Raskin (p < 0.001), and Brief Psychiatric Rating Scales (p < 0.01) (Table 1). In other
words, the extent of increase in RL from first to second night (i.e., extent of “paradoxical”
evolution) showed a significant correlation with increasing duration of current episode
and poorer symptomatic improvement after 'phannacoldgical treatment. In no instance,

_ however, was a significant correlation found between a baseline severity rating (Hamilton,
Raskin, BPRS, or Beck) and the adaptation coefficient (see Table 1).

With respect to clinical response to tricyclic antidepressants, treatment responders were
characterized by a positive mean AC (i.e., an “expected” evolution) and nonresponders
by a negative mean AC (i.e., a “paradoxical” evolution), which differed significantly
(p < 0.05). Discriminant analysis using a jackknife classification showed that an AC
cutoff value of —7 correctly classified 61% of responders and 64% of nonresponders
(kappa: 0.22; p < 0.05). With regard to gender and RDC subtypes, the retarded subtype
was associated with a significantly more negative AC (i.e., with a more “paradoxical”
evolution) than the remainder of the sample (p < 0.05). By contrast, _the»situational

s

Table 1. Relationéhip Between REM Latency Adaptationy Coefficient and Clinical Characteristics
or Severity Ratings®™ -

- Parameter

Clinical characteristic

Age . 0.19
Age at first onset ) 0.21¢
Illness duration —-0.02
Number of episodes —0.08
Duration of current episode -0.24¢
'Severity ratings

Baseline Hamilton 0.16
Final Hamilton -0.214
Baseline Raskin 0.04
Final Raskin —0.34°
Baseline BPRS 0.09
Final BPRS -0.27
Baseline Beck -0.03
Final Beck -0.15

4AC, adaptation coefficient; BPRS, Brief Psychiatric Rating Scale; RL, REM latency.
bAC = night 1 RL — night 2 RL X 100 + mean RL for nights 1 and 2.
Pearson correlation coefficient. -

4p < 0.0S.

p < 0.001. k “—
p < 0.01.
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subtype had a significantly more positive AC (i.e., a'more “expected” .
(see Table 2). ‘ pected” evolution) (p < 0.05)

Comparison of the three subgroups, defined élcéording té AC, with respeci to clinical

~ characteristics (see Table 3) showed higher final Raskin (p < 0.05) and BPRS ( p < 0.05)

scores.in the patients with the'largest increase in RL from first to second night. This
analysis was consistent with the previous finding.of a positive AC among treatment
responders, but a negative AC among nonresponders. ' : ;

F9r the same three subgroups, comparison of sleep characteristics from the four re-
cording nights (see Table 4) indicated that the subgroup with the largest increase in RL
from first to second night had the longest sleep latencies (p < 0.01). By contrast, the

subgroup with the largest decrease in RL had higher REM activity (p < 0.01) and RE

. density (p < 0.05) than did the other two subgroups. ey *

Discussion o be : : ;- '

The results 9f Fhis study show that the sleep of méjof depressive inpatients is characterized
by a very similar mean RL during the first two recording nights. This finding confirms

 previous reports (Mendels and Hawkins 1967; Kupfer et al. 1974; Reynolds et al. 1982)

of a lack of first-night effect on RL in major depression. However, the present study does
not §upport the conclusion reached by Coble et al. (1976) and Akiskal et al. (1982) of
a stnk}ng difference between primary and secondary depressives with regard to their RL
evolution, with primary depressives showing no evidence of a ﬁrst-nighf effect and
sccqndary depressives presenting adaptational changes similar to those made by normal
subJects.. The present study shows similar stability of RL in both subgroups. A possible
exp.lanatlor.l for this discrepancy is that the studies conducted by Coble and Akiskal and
tpelr associates involved outpatients, instead of inpatier‘lts' as in the present study. This
difference could be a confounding factor, as suggested by the data of Réynolds .et al

(1982), which indicated that outpatients with primary depression are more sensitive t(;

Table 2. Rélationship Between REM Latenc ion ; -
y Adaptation Coefficient and Gend
Response, and RDC Subtype in Major Depressives®? ender, Clinical

Variable Number Comparison of AC F 4
Male/Female T 3116 —~3.2 (82.9) —0.1
Re:sponders/Nonresponders‘ 57125 9.2 264.4;/—23.(15 E’SIZEZ; g(l) <Igs()5
gnmary/Secondary 68.24 ~3.2(68.1) 2.5(63.1) O:l N‘S
P:c:};et?t 57; 0.1 (70.7)/ j#3.3 (62.4) 0.1 NS
[n:'a aCi::aﬁn 6.1 —8.7 (42.8)/ —0.7 (68.9) 0.1 NS
" itzted vg 824 0.2 (68.7)/—12.4 (56.9) 0.3 NS
Regtarded 45.1 10.4 (68.9)/—12.2 (64.6) 2.6 NS
poiarded 464 —15.9 (74.2) 13.5 (56.7) 4.6 <0.05
S 54.1 11.5 (56.8)/—19.3 (77.2) 4.9 <0.05
sl 48d 1.6 (64.1) —4.2 (71.3) - 0.2 NS
Bl 834 —0.5.(69.4)/ —8.2 (43.0) 0.1 NS
ol 4 —-25.2 (9.2)/ —0.1 (68.6) 0.5 NS
ipolar I 54 12.2 (51.4)/ —-2.0 (68.3) 0.2 NS

:AC, adal.)tation coefficient; RDC, research diagnostic criteria; RL, REM latency. )
AC = night 1 RL — night 2 RL X 100 + mean RL for nights 1 and 2.

A third group were indeterminate responders, consisting of 10 patients.

“Compared with the remainder of the sample. ?

M. Ansseau et al.
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Table 3. Selected Clinical Characteristics Among Three Subgroups of Major Depressives

'Defined According to REM Latency Adaptation Coefficient™” , L

ke ﬁcéative Intgrmediate ' Positive
Parameter . AC* - AC? AC® F p

Clinical characteristics

Age ‘ : 33.5(12.8)  38.0(13.5) 37.9 (11.3) 1.3 NS
Age at first onset . 25.4 (11.8) '28.2 (14:3) 28.7(12.5) - 0.6 NS
Number of episodes ST 2623 . 2922 2.52.4 02 NS
Duration of current episode (weeks) 71.3 (718.9) 59.4 (80.7) 439 @45.0) .. 1.8 - NS
Séverity ratings
Baseline Hamilton g 34.2 (9.6) 32.2.(9.9) 36.8 (11.5) 1.5 NS
Final Hamilton 18.9 (9.6) 14.4 (12.2) ~15.3(10.1) . L5 NS
Baseline Raskin' - : 10.2 (1.8) ©9.3(1.9) 10.1 (2.2) 2.1 NS
Final Raskin 7.8 (1.5) 6.7 (2.3) 6.6 (2.5) 4.0 <0.05
Baseline BPRS 1122 (5.0 11.2 4.4) 12.3 (4.5) 0.5 NS
Final BPRS oE 10.4 (5.8) 7.6 5.4) 7.4 (4.9) 2.9 <0.05
Baseline Beck . 18.18.1) 162(73) - 181(7.9 06 . NS
Final Beck e 13.5(7.5) © 10.0(8.1) 11.4(7.6). . 15 NS

eAC, adaptation coefficient; BPRS, Brief Psychiatric Rating Scale; RL, REM latency.
’AC = night 1 RL — night 2 RL X 100 + mean RL for nights 1 and 2. !
¢< —21 (n = 31), the most paradoxical evolution. N

4-21to0 +17 (n = 30).

e>17 (n = 31), the most expected evolution.

the first-night effect than inpatients. Moreover, the differences in sleep architecture noted

. by Coble et al. (1976) and Akiskal et al. (1982) between primary and secondary de-

pressives may reflect an epiphenomenon of sample differences in age, severity, or per-
centage of patients with endogenous depression, as no EEG sleep abnormalities were
_found to differentiate age- and severity-matched primary and secondary inpatients (Thase
et al. in press). A S ' nr n
In fact, the stable mean RL for this whole sample of depressives from first to second
recording nights conceals considerable within-subject variability in RL evolution, with
 about half the patients exhibiting longer RL on night 1 than on night 2 and the other half

~ the opposite pattern. Unexpectedly, we observed a normal distribution in the ratio pa-

rameter of RL evolution (expressed as AC) from night 1 to night 2—a distribution more
similar to the typically gaussian distribution of nonratio EEG sleep parameters in depres-
sion (e.g., time spent asleep or REM activity units) than to the nonnormal distribution
of ratio parameters (e.g., sleep efficiency or REM density). Further, “paradoxical” short-
ening of RL on the first recording night compared with the following night is associated
with a younger age of onset of depressive illness, a longer duration of the current depressive
episode, and a worse response to tricyclic antidepressant therapy, as evidenced by the
more negative ACs in the treatment nonresponder subgroup and by the inverse relationship
between AC and final rating scale scores (i.e., highest final severity ratings in the group
with the most negative AC). Previous studies of EEG sleep as predictor of treatment
response in depression showed prolonged REM latency and reduced sleep latency fol-
lowing a pharmacological challenge with amitriptyline to_be the main sleep variables
differentiating responders.from nonresponders (Kupfer et al> 1976, 1980, 1981). In a
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Table 4. -Selected Sleep Characteristics' Am > Sub i ives
by REM Latency Adapaation, Coctaeies 1ong Three Sabgroups of Major Depressives Defined

REM Latency in Major Depression

Negative " Int di iti
Sleep characteristic - AC en:(e: e Pozl(‘;"e F
; . . . p
Sleep continuity
Sleep latency (min) 44.5(21.8) 31, k
. i . . 31.7 (24.6) 34.1 (18.8
Time spen% asleep (min) 341.4 (45.0) °336.0 (47.1) 3444 245 0; : (‘;g N
Sleep efﬁgency“ (%) 84.1 (9.6) - '83.0 (11.9) 84.1 (9.5) 0'2 ‘ o
Sleep maintenance® (%) 94.4 - (1.8) 90.2 (11.3)° -~ 91.8 (9‘3) 2.2 ‘ gg
Sleep architecture
Stage 2 (%) 62.7 (8.7) ' o
; J 65.5 (8.6) 61.9 (7.8
::ages;EaMnd 4 (%) 3.0 (5.2 2.5 4.8) 1.7 E3.l; (2)3 II:II:
age (%) 24.8 (7.0) 24.5 (6.1) 26.5 (6.3) 1:3 NS
. . ) REM measures . '
ggﬁ lattanf:y (mla) 49.7 (31.9) 53.0 (24.6) 46.4 (26 .. 0 6 NS
oy (a; ;:1:)); (units) 107.4 (57.6) 98.5 (42.49) 137.0 (62.7) v 5‘9 <0.01
M densi 1.25 (0.49) 1.19 (0.42) 1.49 0.51) : <.
) . i i .51
Number of REM periods 3.6 (0.8) 3.5 (0.8) 3.6 ((0 7; g§ <£1£5

:AC, ada;.)tation coefficients; RL, REM laténcy; SD, standard deviation.
'AC = night 1 RL — night 2 RL X 100 + mean RL for nights 1 and 2. =
‘Mean of four consecutive nights = SD: ' ‘ .

“Time spent asleep + total recording period.

Time spent asleep + total recording period — sleep latency.
/REM activity + REM time.

o)
3

zs;rlxlatlrll sanll.ple, a mean cu'tbff level of 10% REM reduction during the first two nights of
thel ad}:jti);i:)ne a;imlglgt;j[atllon (150-200 mg) correctly: classified 82% of the patients and
n.of a atency change of greater than 100 min i
identification to 88% (Kupfer et al. 1976). Even i T epe oot of
tifica . . - Even if the treatment response prediction of
28 in th}s study is somewhat lovsler (62%), it must be emphasized that the I<):ollection of
requires only two baseline night sleep recordings; moreover, AC may increase the
performanca of an eventual amitriptyline challenge.
( W.e previously reported a signiﬁcant inverse correlation between baseline REM latency
aa;vejrgag;& over two_ or more nights of sleep) and Hamilton severity ratings (Reynolds et
Sh.o rtenin;, s;lgggslanlg that greater symptomatic severity of depression is correlated with
of atency. In the present study, however, we found igni
. . cgs . ’ ? ok ﬁ
;oxrlilatlons between AC and baseline clinical ratings (Table 1) on the Hamilton glgas;?:t
: fe;:h , ;md BPRS scales, w.hlle at follow-up, AC was significantly correlated vs;ith threé
° e c()iur measures (Hamilton, Raskin, and BPRS). Apparently, in contrast to baseline
veraged REM latency data, ’the measure of within-subject REM latency variability used

in this study (adaptation coefficient) does not correlate with baseline severity ratings

even though it significantly correlates with final severity ratings and predicts treatment
Tesponse Fo a degree greater than would be expected on the basis of chance alone 'I‘hen
1s’n0 'obvmus explanation for this finding, which requires independent conﬁrmati.on o
" With regard to dlfferentlal_evolution of RL according to clinical subtypes of depress-ion

is .s.tudy confirms the earlier observation made by Kupfer et al. (1974) of compl t’
stability of mean RL in the unipolar subgroup (mean AC: —0.05) and the trendpt: :
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shortening of RL on night 1 in the psychotic (AC = —8.7) and bipolar I (AC = —25.2)
subgroups. However, possibly because of the low number of psychotics and bipolar 1
patients included in this sample, none of those RDC subgroups present a statistically
different evolution compared with the. remainder of the sample. On the other hand, the
retarded subtype is associated with significantly more “paradoxical” RL evolution, whereas
the situational subtype is associated with more “expected” evolution than is the remainder
of the sample. The relationship ‘noted between “paradoxical” evolution and retarded
subtype of depression may explain the association between bipolar depression and “par-
adoxical” RL suggested by Kupfer et-al. (1974) and also observed in the present study.
Indeed, bipolar depressives exhibit symptoms of retardation, anergia, and hypersomnia
more consistently than dO'unipOIar‘depressives (Detre et al. 1972; Kupfer et al. 1972;
Depue and Monroe 1978; Kupfer et al. 1978; Duncan et al. 1979). o
In this study, the subgroup with the more “expected” evolution of RL shows higher
REM activity and REM density than is exhibited by the other subgroups. Many studies
have shown that, compared with normals or patient controls, REM activity and REM
_density are increased in primary or endogenously depressed patients (Coble et al. 1976;
Foster et al. 1976; Kupfer et al.. 1978; Gillin et al..1979; King et al. 1981; Kupfer 1981;
Feinberg et al. 1982) and decreased in many patients with depression secondary to medical
or neurological illness (Foster et al. 1976; Fink et al. 1977; Kupfer et al. 1978; King et
al. 1981). Moreover, REM density may be the sleep parameter. that remains the most
consistently abnormal even after clinical remission of depressive symptoms (Schultz and
Trojan 1979; Kupfer 1982; Gillin et al. 1982) and therefore may represent a potential
trait marker of depression. This hypothesis is supported by a recent study of Coble et al.
(personal communication) showing that despite the similarity between other sleep param-
eters, healthy children with a family history of affective disorder differ from children
with a negative family history by higher REM activity and REM density. Thus, these
data suggest the possibility that the patient with the most “expected” evolution in RL
represent one genetically distinct subgroup, whereas those with the most “paradoxical”
represent another (e.g., bipolars). This hypothesis could be tested by assessing the com-
position of the different subgroups according to the genetic classification of depression
proposed by Winokur et al. (1978). ' o Y ¢
The increased sleep latency in the “paradoxical” RL subgroup may reflect the poorer
clinical response noted in this group. For example, Kupfer et al. (1976) found a slightly
longer sleep latency in the baseline sleep recordings of nonresponders to amitriptyline
than in responders (56.3-vs. 43.1 min), as well as a lower REM activity (126.3 vs.
166.0); these same trends are noted in the present study. However, none of these dif-
ferences were statistically significant. Psychotic depressives also present longer sleep
latency than do nonpsychotic depressives (Kupfer et al. 1978; Ansseau et al. 1984);
however, they differ strongly from the “paradoxical” RL subgroup described in this study
by their associated decrease in other sleep-continuity measures.
In conclusion, this study suggestsv'thatvin major depression, individual RL is not a
static phenomenon. Within-subject changes across consecutive nights should be taken
into account in order to increase the clinical usefulness of RL in diagnostic confirmation

and prediction of treatment response. -
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