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Predicting Diagnostic Change
Among Patients Diagnosed With
First-Episode DSM-IV-TR Major
Depressive Disorder With
Psychotic Features
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ABSTRACT

Objective: Longitudinal studies beginning from onset of major depressive
disorder (MDD) with psychotic features in young adults are rare; therefore,
in this study, subjects across a wide age range were included. Since
psychotic MDD may be unstable diagnostically, we systematically
evaluated such patients prospectively from first episode to ascertain
predictors of later diagnostic change.

Method: In this prospective naturalistic study, we recruited patients
with DSM-IV-TR psychotic MDD from 1989 through 2003 at psychiatric
inpatient units in Massachusetts and Italy and followed them from first
hospitalization to compare demographic, antecedent, and first-episode
clinical characteristics for associations with later changes of diagnosis
based on interviews using the Structured Clinical Interview for DSM-/II-R,
Patient Version.

Results: Within a mean (SD) of 4.0 (2.7) years, diagnoses among 107
subjects aged 34.6 (16.2) years (range, 10-82 years) who were experiencing
a first lifetime DSM-IV-TR psychotic MDD episode changed in 29.9% to
DSM-IV-TR bipolar disorder (18.7%) or schizoaffective disorder (11.2%).
Factors associated with stable diagnoses of psychotic MDD included
ontological anguish (x?=13.8, P<.0001), nihilistic delusions (x>=4.47,
P=.034), and weight loss (x*=4.69, P=030) at initial syndromal
presentation. Factors preceding diagnoses of bipolar disorder included
antecedent impulsivity (x’=9.10, P=.003), ICD-10 mixed states at intake
(x*=19.4, P<.0001), and previous hypomanic symptoms (x’=13.7,
P=.002). Factors predicting later schizoaffective diagnoses included
mood-incongruent delusions (x*=9.17, P=.002) and somatosensory
hallucinations (x>=9.53, P=.033) at intake, previous functional decline
(x*=8.13, P=.008), initial Schneiderian first-rank symptoms (x*=10.6,
P=.005), and meeting criteria for ICD-10 schizoaffective disorder at intake
(x2=24.9, P<.0001).

Conclusions: Among patients who initially met DSM-IV-TR criteria for first-
episode psychotic MDD, early indications of features typically associated
with bipolar disorder or with nonaffective psychoses, respectively, strongly
predicted later diagnostic change to bipolar disorder or schizoaffective
disorders. The findings support the value of psychopathological details

in improving diagnostic and prognostic criteria for complex illnesses.
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Psychotic depression, or major depressive disorder
(MDD) with psychotic features, may constitute a
distinct syndrome, despite presenting variable clinical and
psychobiological features, treatment responses, longitudinal
course, and outcomes.!"!? Support for this disorder as a
distinct phenotype requires at least longitudinal diagnostic
stability. However, 25%-35% of diagnoses of patients
initially considered to have psychotic MDD by standard
diagnostic criteria are reported to change during long-
term follow-up, most often to a bipolar or schizoaffective
disorder.”!*-16 Although it would be helpful to identify early
characteristics that might either predict stability of initial
psychotic MDD diagnoses or anticipate likely changes,
studies of early predictors of later outcomes of illnesses
presenting as psychotic MDD remain rare, particularly
among young adults in first lifetime episodes.'®"'® Such
studies should be useful for improving prognosis and
planning appropriate long-term clinical management
and treatment. Specific potential benefits might include
limiting risks of excessive antidepressant treatment without
an accompanying antipsychotic, which may induce mania
or behavioral destabilization, particularly among patients
later considered to have bipolar disorder, or worsening of
psychosis in patients with schizoaffective disorders.!*-%!

Given a striking lack of information about predicting
diagnostic stability or change during follow-up of patients
who present in an initial episode of apparent psychotic
MDD, we studied patient-subjects diagnosed with a first
lifetime episode of psychotic MDD and evaluated them
prospectively in the McLean-Harvard International
First-Episode Project to ascertain predictive factors of long-
term diagnostic outcomes on the basis of specific clinical
features of the presentingillness episode or itsantecedents.”!*2!
We hypothesized that stable diagnoses would be predicted by
psychopathological features including ontological anguish,
or the excruciating experience of impending catastrophe to
one’s very existence, a proposed core characteristic of severe
or melancholic unipolar MDD.??-2> We also hypothesized
that early mild hypomania-like features would predict later
diagnoses of bipolar disorder and that initial psychotic
phenomena typically associated with schizophrenia would
suggest later diagnoses of schizoaffective or other primary
psychotic disorders.

METHOD

Subjects and Assessments

Research methods employed were detailed previ-
ously.>1321:26.27 Briefly, specially trained master’s level
evaluators with more than 5 years of experience recruited and
assessed patient-subjects from psychiatric inpatient units at
McLean Hospital, Belmont, Massachusetts, and the University
of Parma Medical Center, Parma, Italy, within 72 hours of
first lifetime psychiatric hospitalization for a first episode of
any major psychiatric illness with psychotic features from
1989 through 2003. Subject recruitment occurred after initial
and annual approval of study protocols by the Human Studies
Review Committee of each institution, and participants
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Diagnostic Change in Psychotic Depression

® Psychotic major depressive disorder (MDD) occurs across a
broad age range and is not limited to geriatric patients.

® /(D-10 diagnostic criteria were more effective in identifying
first-episode patients diagnosed by DSM-/V-TR criteria
as having psychotic depression who later met
DSM-IV-TR criteria for other disorders.

= Change of DSM-IV-TR diagnosis from psychotic MDD to
bipolar disorder was predicted by affective features, and
change from psychotic MDD to schizoaffective diagnoses
was predicted by features associated with nonaffective
psychotic disorders such as schizophrenia. Stable diagnoses
of psychotic MDD were associated with initial existential
anquish, nihilistic delusions, and weight loss.

provided written informed consent for study participation and
for anonymous and aggregate reporting of clinical findings.
All subjects underwent prospective, structured reassessments
approximately weekly during the first hospitalization, at
6 and 12 months, and yearly thereafter for several years after
initial hospitalization. Clinical, diagnostic, and research
protocols were identical at both study sites. Diagnostic
assessments included the Structured Clinical Interview for
DSM-III-R, Patient Version (SCID-P)?® at intake and at
2 years, followed by best-estimate diagnostic procedures based
on the consensus of several clinically expert investigators
(PS., H-M.K.K, C.D., G.E, M.T.), as well as consideration
of all available information, with diagnoses updated to meet
DSM-1V-TR criteria since 2000 and compared with ICD-10
criteria.!*212%-3! Long-term diagnostic stability was assessed
with blinding to initial SCID-P-based and best-estimate,
investigator-consensus diagnoses.”!>2¢

Exclusion criteria were (1) current intoxication, substance
withdrawal, or delirium at intake; (2) documented Wechsler
Adult Intelligence Scale intelligence quotient of <70; (3)
previous psychiatric hospitalization, unless for detoxification;
(4) ill continuously for > 12 months at any time before intake
or for =6 months in the index episode; or (5) treatment
ever with electroconvulsive therapy, or treatment with an
antidepressant, mood stabilizer, or antipsychotic for a total
of 3 months or more. Treatment was determined clinically by
physicians not involved in the study or influenced by study
protocol requirements.

Assessments of Antecedent
and Index Episode Psychopathology

The first author (P.S.) carried out a comprehensive,
retrospective review of all available clinical documents
for each subject (2 SCID-P assessments, medical records,
clinical narratives from interviews of family members and
primary treating clinicians), aimed at describing and dating
antecedents and first-episode psychotic psychopathology
and identifying detailed clinical phenomena. For this
purpose, information on primary diagnosis and type of first
psychotic episode was removed from the material reviewed,
and all 107 psychotic MDD study subjects were assessed,
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randomly, among a total of over 500 subjects with a range
of first-episode affective and nonaffective psychoses. These
circumstances, based on a decade-long accumulation of
subjects and records and on analyses carried out over 3
years (2010-2012), assured effective blinding with respect
to first psychotic episode diagnoses. We also applied ICD-10
diagnostic criteria to initial assessments of all 500 subjects
with a first psychotic episode, again in random order and
under blinded conditions.!* Psychopathological details of
index episodes and antecedents included affective, perceptual,
psychomotor, cognitive, social, and behavioral dimensions.
These assessments were guided by consideration of the
100-item Manual for the Assessment and Documentation of
Psychopathology (AMDP system)*? and the 66-item Bonn
Scale for the Assessment of Basic Symptoms (BSABS)*-%
to record clinical phenomena and develop comprehensive
and systematic symptom inventories.?”

Information concerning psychopathological features
of antecedents and index episodes and their approximate
timing was abstracted from all available sources and
reported in a semistructured summary for each subject by
the same expert rater (P.S.) under conditions of blindedness
to diagnosis and without preconceptions about the nature
or timing of premorbid phenomena in relation to type of
presenting episode or final diagnoses after 2 years or more
of prospective, structured follow-up. Identified features
were ordered by approximate age at initial appearance,
clinically assessed severity (mild, moderate, severe), and
approximate duration prior to the index first lifetime
psychiatric hospitalization. In addition, the prodromes
of first psychotic episodes were rated as being acute (<1
month), subacute (1-6 months), or gradual (> 6 months) in
evolving from symptoms to syndrome. This information was
used to produce a comprehensive research summary for each
subject.””

Outcome Assessments

Following intake at the index hospitalization, follow-up
information was gathered prospectively and systematically
over 2 years or more by specially trained master’s level
evaluators with more than 5 years of experience who were
blinded to baseline information and initial diagnoses.
Diagnostic outcomes were based on SCID-P examinations at
24 months after initial hospitalization or on final follow-up
assessments based on semistructured clinical evaluations—
again assessed by the first author (P.S.), who was blinded
to initial and 2-year SCID-P-based and best-estimate
investigator-consensus diagnoses. The primary study
outcome was the DSM-IV-TR primary consensus diagnosis
at the final follow-up assessment.

Statistical Analyses

We analyzed associations of final DSM-IV-TR diagnoses
with a range of independently ascertained demographic,
antecedent, and first-episode clinical characteristics and
compared subjects with stable MDD diagnoses versus those
with changed diagnoses. Categorical variables were assessed
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with contingency tables (x?, with degrees of freedom [df] =1,
unless stated otherwise), and continuous variables were
assessed with ANOVA methods (F statistic). Associations of
factors with final diagnoses also were analyzed by Bayesian
methods to estimate sensitivity (true positive cases of all
patients in a diagnostic category), specificity (true negative
cases of all persons not in a diagnostic category), and
positive predictive value (true cases of all positive results),
for which “true” indicated association with a diagnostic
group (unchanged or changed), to evaluate the potential
prognostic value of specific factors.’® Measures with at
least suggestive differences (P<.10) in initial bivariate
comparisons were entered stepwise into logistic, multivariate
regression modeling to identify factors independently
associated with diagnostic change, with reporting of odds
ratios (ORs) with their 95% confidence intervals (Cls).
Data are presented as means (standard deviations [SDs])
unless stated otherwise. Statistical analyses were performed
using Stata software (StataCorp; College Station, Texas) and
StatView software (SAS Institute Inc; Cary, North Carolina)
for microcomputer.

RESULTS

Diagnostic Outcomes

The 107 subjects included 57 women and 50 men with a
mean (SD) age of 34.6 (16.2) years at intake (median age =29
years; interquartile range, 22-43 years; range, 10-82 years).
Estimated mean age at first antecedent morbidity was 19.8
(15.7) years, or approximately 15 years prior to first lifetime
psychiatric hospitalization. Initial DSM-IV-TR diagnoses
of psychotic MDD were sustained in 75 of 107 subjects
(70.1%), and diagnoses for 32 of 107 subjects (29.9%)
changed to other disorders over a mean of 4.0 (2.7) years
of follow-up. Changed diagnoses were entirely accounted
for by bipolar disorder in 18.7% of all subjects (20 of 107),
based on later emergence of DSM-IV-TR mania or mixed
states (20 cases of 32 changed diagnoses, including 10 to
bipolar I and 10 to bipolar not otherwise specified), or by a
schizoaffective disorder in 11.2% of all subjects (12 of 107),
due to the presence of sustained nonaffective psychotic
phases (12 cases of 32 changed diagnoses, including
depressive types [10 of 12] and bipolar types [2 of 12]).
Neither sex (percentage of women: bipolar disorder, 70.0%;
MDD, 52.0%; schizoaffective disorder, 33.3%) nor intake
age (bipolar disorder, 33.4 [13.1] years; MDD, 36.2 [17.6]
years; schizoaffective disorder, 27.0 [8.45] years) differed
significantly among final diagnoses. Follow-up duration was
somewhat longer with schizoaffective than with bipolar or
MDD final diagnoses (5.52 [2.31] years >3.74 [1.20] years
>3.41 [2.08] years, respectively; t=2.34, overall P=.004;
Bonferroni-adjusted post hoc tests: schizoaffective disorder
>Dbipolar disorder, P=.04; schizoaffective disorder > MDD,
P=.002).

Factors Associated With Any Diagnostic Change

Characteristics associated with any diagnostic change
ranked as follows: (1) initially meeting ICD-10 criteria
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Table 1. Factors Associated With Diagnostic Change Versus Stability in Patients Initially Diagnosed With
First-Episode DSM-IV-TR Major Depressive Disorder With Psychotic Features (N=107)

Diagnosis (%) Relative Bayesian Characteristics (%)%
Factor Changed Stable Risk® y?or F® PValue® Sensitivity Specificity PPV
New diagnosis: bipolar disorder®
ICD-10 mixed-state diagnosis at intake 50.0 9.20 5.43 19.4 <.0001 50.0 90.8 55.6
Antecedent hypomanic symptoms 25.0 2.30 10.9 13.7 .002 25.0 97.7 71.4
Antecedent impulsivity 70.0 33.3 2.10 9.10 .003 70.0 33.3 32.6
Hypomanic symptoms at onset 55.0 26.4 2.08 6.12 .013 55.0 73.6 32.4
Lack of ontological anguish at onset 50.0 26.4 1.90 4.23 .040 50.0 73.6 30.3
Affective-psychomotor instability at onset 75.0 51.7 1.45 3.58 .05 75.0 48.3 25.0
New diagnosis: schizoaffective disorder®
ICD-10 schizoaffective diagnosis at intake 33.3 1.05 31.7 24.9 <.0001 333 98.9 80.0
Mood-incongruent psychosis at onset 91.7 45.3 2.02 9.17 .002 91.7 54.7 20.4
FRS of thought passivity at onset 50.0 12.6 3.97 10.6 .005 50.0 87.4 33.3
Antecedent functional decline 66.7 26.3 2.51 8.13 .008 66.7 73.7 242
Lack of ontological anguish at onset 66.7 26.3 2.51 8.13 .008 66.7 73.7 242
Somatic delusions at onset 50.0 20.0 2.50 5.36 .031 50.0 80.0 24.0
Somatosensory hallucinations at onset 16.7 1.05 15.9 9.53 .033 16.7 98.9 66.7
Antecedent DSM-IV-TR PTSD 41.7 14.7 2.84 5.29 .037 41.7 73.7 24.2
FRS of delusional perception at onset 58.3 28.4 2.05 4.40 .049 58.3 71.6 20.6
Any new diagnosis during follow-up®
Ontological anguish at onset 43.7 80.0 0.55 13.8 <.0001 56.3 80.0 54.5
Antecedent impulsivity 65.6 29.3 2.24 12.3 <.0001 65.6 70.7 48.8
ICD-10 mixed-state diagnosis at intake 34.4 9.33 3.69 10.1 .003 344 90.6 61.1
Mood-incongruent psychosis at onset 71.9 413 1.74 8.37 .004 71.9 58.7 42.6
FRS of thought passivity at onset 313 10.7 2.93 6.79 .021 31.3 89.3 55.6
Age in years at initial antecedent morbidity® 14.5+7.98 22.0+17.6 0.66 5.36 .023 NA NA NA
Antecedent hypomanic symptoms 15.6 2.67 5.84 6.16 .024 15.6 97.3 71.4
ICD-10 schizoaffective diagnosis at intake 12.5 1.33 9.40 6.28 .027 12.5 98.7 80.0
FRS of delusional perception at onset 46.9 253 1.85 4.80 .028 46.9 74.7 44.1
Weight loss at onset 21.9 44.0 0.50 4.69 .030 78.1 44.0 37.3
Nihilistic delusions at onset 9.38 28.0 0.34 4.47 .034 90.6 28.0 34.9

*Ratio of prevalence of each factor with a new diagnosis present or absent (bivariate analysis). ®Subjects whose diagnoses changed to
bipolar disorder (n=20) or schizoaffective disorder (n=12) or both combined (n=32) are compared to all others (n=87, n=95, or n=75,
respectively); subjects with a sustained MDD diagnosis (n="75) are compared to those with any diagnostic change (n=32). ‘Data are
ranked by between-diagnosis P value within diagnostic groups. Bayesian analyses of sensitivity, specificity, and positive predictive value
are for associations of each factor with an indicated new or stable diagnosis. “Ages are shown as mean +SD.

Abbreviations: FRS = Schneiderian first-rank symptom, NA = not applicable, PPV = positive predictive value, PTSD = posttraumatic stress

disorder.

for a schizoaffective disorder; (2) antecedent hypomanic
symptoms; (3) initially meeting ICD-10 criteria for a mixed
episode; (4) initial Schneiderian first-rank symptoms of
thought passivity and alienation, including thought insertion,
withdrawal, diffusion, or broadcasting, and any other form of
thought interference; (5) lack of initial ontological anguish;
(6) evidence of antecedent impulsive behavior; (7) initial
first-rank symptoms of delusional perception or abnormal
attribution of meaning; (8) initial mood-incongruent
psychotic features; (9) lack of initial weight loss; (10) lack of
initial nihilistic delusions; and (11) relatively young age at
first antecedent psychopathological symptoms in childhood
or early adolescence.

Factors Associated With Specific Diagnostic Outcomes
Several features significantly differentiated subgroups
defined by final DSM-IV-TR diagnoses (Table 1). For subjects
finally diagnosed with bipolar disorder, distinctive features
ranked (by statistical significance) as follows: (1) initially
meeting ICD-10 (but not DSM-IV-TR) criteria for a mixed
manic-depressive state; (2) indications of antecedent mild
mood elevations that did not meet DSM-IV-TR criteria for
hypomania, or suggestions of hyperthymia; (3) evidence
of antecedent impulsive behavior; (4) lack of initial

J Clin Psychiatry 74:7, July 2013

ontological anguish characteristic of patients who retained
MDD diagnosis; and (5) younger age at first antecedent
symptoms.

Features differentiating subjects whose diagnosis changed
to a schizoaffective disorder ranked as follows: (1) initially
meeting ICD-10 (but not DSM-IV-TR) diagnostic criteria
for schizoaffective disorder; (2) initial mood-incongruent
psychotic features; (3) initial first-rank symptoms of passivity,
external control, or alienation of thoughts; (4) antecedent
functional decline; (5) lack of initial ontological anguish;
(6) initial somatic delusions; (7) initial somatosensory
hallucinations (including tactile bodily sensations or
gustatory and olfactory phenomena); (8) antecedent
posttraumatic stress disorder; (9) initial first-rank symptom
of delusional perception; and (10) relatively young age at first
antecedent symptoms (see Table 1).

Features that distinguished subjects with sustained
diagnoses of psychotic MDD from those with changed
diagnoses ranked as follows: (1) initial ontological anguish;
(2) lack of antecedent impulsivity; (3) not meeting ICD-10
(or DSM-IV-TR) criteria for a mixed manic-depressive state
at intake; (4) lack of initial mood-incongruent psychotic
features; (5) lack of initial first-rank symptom of thought
passivity; (6) oldest age at first antecedent symptoms;
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(7) lack of antecedent hypomanic symptoms; (8) not
meeting ICD-10 (or DSM-IV-TR) diagnostic criteria for a
schizoaffective disorder at intake; (9) lack of initial first-rank
symptom of delusional perception; (10) initial weight loss;
and (11) initial nihilistic delusions.

Additional factors not associated with diagnostic change
(data not shown) included hypersexuality at onset, antecedent
epileptic seizures, sex, affective or psychomotor instability at
onset, formal thought disorder at onset, motor retardation
at onset, guilty or hypochondriacal delusions at onset,
antecedent eating disorder, antecedent substance abuse,
command as well as commenting auditory hallucinations
or visual hallucinations at onset, catatonic features at onset,
antecedent head trauma, antecedent learning disability,
earlier nonpsychotic depression, suicide attempt at first
episode or earlier, preceding anxiety or panic, or Capgras
syndrome at onset.

Bayesian Analyses

Bayesian analyses of the prognostic value of features just
summarized indicated only moderate sensitivity, specificity,
and predictive value (see Table 1). The highest sensitivity
(70%-75%) in predicting a diagnostic change to bipolar
disorder was associated with antecedent impulsive behavior
as well as initial affective and psychomotor instability in
an episode of DSM-IV-TR psychotic MDD. The highest
specificity (91%-98%) was associated with previous
hypomanic symptoms and with meeting ICD-10 criteria
for diagnosis of a mixed state at intake. The highest positive
predictive value (71%) was associated with previous sub-
syndromal hypomanic symptoms.

For diagnostic change to schizoaffective disorder, the
highest sensitivity (91%) was associated with initial mood-
incongruent psychotic symptoms. The highest specificity
(87%-99%) was associated with initial somatosensory
hallucinations, meeting ICD-10 diagnosis of schizoaffective
disorder at intake, and initial first-rank symptoms of thought
passivity and alienation. The highest positive predictive
value (80%) was associated with meeting ICD-10 diagnostic
criteria for schizoaffective disorder at intake.

Sustained diagnoses of psychotic MDD were predicted by
nihilistic delusions, ontological anguish, and weight loss at
initial syndromal presentation.

Antecedent or presenting features that significantly
distinguished specific diagnostic outcomes are summarized
in Figure 1, which indicates rates for specific features
associated with retaining the diagnosis of psychotic MDD
and with changing to a bipolar or schizoaffective disorder.
Factors most strongly associated with each outcome are
shown.

Multivariate Modeling

We analyzed factors associated significantly and inde-
pendently with changed diagnoses using multivariate
logistic regression modeling that controlled for age and sex
to distinguish subjects with a stable long-term diagnosis
of psychotic MDD from those with any longitudinal

727 = PSYCHIATRIST.COM

diagnostic change (Table 2). On the basis of their statistical
significance, 4 factors associated with diagnostic change
ranked as follows: (1) disagreement between DSM-IV-TR
and ICD-10 diagnoses at intake (usually involving a bipolar
or schizoaffective disorder detected by ICD-10 criteria); (2)
evidence of antecedent impulsive behavior; (3) any first-rank
symptom detected at initial, first-episode onset; and (4) lack
of initial ontological anguish, which was strongly associated
with stable diagnoses of DSM-IV-TR psychotic MDD.

DISCUSSION

The present findings are based on 107 patients with a
first lifetime episode of psychotic MDD. Despite substantial
study,'~!? this disorder continues to require investigation
as to its validity as an independent diagnostic entity,
particularly prospectively from onset in broad samples of
subjects across a wide age range who are experiencing both
affective and nonaffective first psychotic episodes, as well
as versus nonpsychotic bipolar and unipolar depressive
illnesses. We found that 70.1% of initial DSM-IV-TR
diagnoses of psychotic MDD remained stable over an
average of 4 years of systematic follow-up and that 29.9%
changed to either a DSM-IV-TR bipolar disorder (18.7%)
or a depressive type or bipolar type of schizoaffective
disorder (11.2%). This heterogeneity of long-term diagnostic
outcomes suggests that DSM-IV-TR psychotic MDD is a
complex nosologic construct that clinically overlaps bipolar
disorder and schizoaffective disorder, although evidently not
schizophrenia. This impression is in accord with a recent
study®” of familial risk factors of psychotic MDD that found
excess parental bipolar disorder but not schizophrenia. The
present findings also support our previous study!'® with a
broad range of first-episode psychotic disorders, which found
that ICD-10 diagnostic criteria were effective in identifying
patients in first psychotic episodes who eventually were
rediagnosed with a bipolar or schizoaffective disorder
on the basis of DSM-IV-TR criteria. Recent proposals for
redefining psychotic MDD in ICD-11 include its definition
as an independent “meta-syndrome” with both bipolar and
unipolar presentations and courses, again emphasizing its
relationship with bipolar and schizoaffective disorders.*
In addition, the DSM-5 Task Force would remove the label
“severe” from the “with psychotic features” subtype.*® These
proposals highlight the probable validity of psychotic MDD
as a distinct syndrome but also recognize its susceptibility to
follow different diagnostic trajectories over time. Previous
studies of psychotic MDD have often emphasized the
association of the disorder with relatively late onset, often in
geriatric samples. It remains to be clarified whether psychotic
MDD that arises in late juvenile or young adult years differs
from seemingly similar syndromes that present in later life.

It is not surprising that suggestions of hypomania-like
features before first major episodes of psychotic MDD
predicted later bipolar diagnoses, as occurs with nonpsychotic
mood disorders initially presenting as depressive.>?
Observed hypomanic features included elevation of
mood or psychomotor activity and behavior not meeting
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Figure 1. Summary of Distribution of Factors (from Table 1) Identified as Preceding Stable Diagnosis of
Major Depressive Disorder (MDD) or Change in Diagnosis to Bipolar Disorder or Schizoaffective Disorder

(N=107)?
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Indicates how each factor was associated with each of the 3 diagnostic outcomes. Data are all percentages (prevalence of
antecedent and onset factors within type of diagnostic outcome) except for age (in years) at first symptoms.

DSM-IV-TR diagnostic criteria for hypomania, or indications
of hyperthymia or impulsivity—all prior to the index major
depressive episode. Such antecedents were found as early as
approximately 15 years (mean age, 19.8 years) prior to the
initial episode of psychotic MDD leading to the first lifetime
psychiatric hospitalization at an average age of 34.6 years.
It is also noteworthy that patients eventually diagnosed with
a DSM-IV-TR bipolar disorder met ICD-10 criteria for a
mixed manic-depressive episode at intake and so would have
been diagnosed with bipolar disorder initially. This finding
agrees with findings of a Danish register-based study®
that pointed to a significant reciprocal association between
psychotic MDD or psychotic mania and mixed manic-
depressive states. In contrast to later rediagnoses of bipolar
disorder, future schizoaffective diagnoses were anticipated
by initial psychotic features considered mood-incongruent
and commonly associated with schizophrenia and other

J Clin Psychiatry 74:7, July 2013

nonaffective psychoses. These included first-rank symptoms
of thought passivity, alienation, abnormal attribution of
meaning, and hallucinations with predominantly tactile or
abnormal bodily sensations and rare olfactory or gustatory
phenomena.

Bayesian analyses of the prognostic value of features
associated selectively with rediagnoses to bipolar or schizo-
affective disorders indicated moderate sensitivity, specificity,
and predictive power and so may serve to guide future studies.
Diagnostic change to bipolar disorder was most sensitively
predicted by antecedent impulsivity, as well as affective and
psychomotor instability at presentation in a first lifetime
episode of DSM-IV-TR psychotic MDD, with high specificity
associated with meeting initial ICD-10 diagnostic criteria for
a mixed state, and moderate predictive power associated with
previous subsyndromal hypomanic symptoms. Diagnostic
change to schizoaffective disorder was most sensitively
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Table 2. Multivariate Logistic Regression Model for
Factors Associated With Later Change in Diagnosis From
First-Episode Major Depressive Disorder With Psychotic
Features®?

Odds Ratio (95% CI) x> P Value
6.89 (1.95-24.3) 9.00 .003

Factor

ICD-10 diagnosis disagrees at
first psychotic episode

More antecedent impulsivity
before first psychotic episode

Any first-rank symptom at first
psychotic episode

Lack of ontological anguish at
first psychotic episode

4.67 (1.62-13.5) 8.17 .004
5.70 (1.46-22.3) 6.28 .01

3.25(1.07-9.91) 4.29 .03

*The outcome is diagnostic change; factors are ranked by P value.

YFactors not associated with diagnostic change included antecedent
posttraumatic reactions or asocial tendencies with introversion and,
at first psychotic episode, mood-incongruence of delusions, mood
and behavioral instability, formal thought disorder, guilty or nihilistic
delusions, and hypochondriasis.

predicted by mood-incongruent psychotic symptoms at
initial presentation, with high specificity associated with
initial somatosensory hallucinations, meeting ICD-10
diagnosis of schizoaffective disorder at intake, and first-rank
symptoms of thought passivity and alienation. Sustained
diagnoses of unipolar psychotic MDD over several years
of follow-up were predicted best by ontological anguish,
nihilistic delusions, weight loss, not meeting ICD-10 criteria
for a mixed state or a schizoaffective disorder, and lack of
Schneiderian psychotic features at initial presentation as
DSM-IV-TR psychotic MDD. The observed inconsistency
between ICD-10 and DSM-IV-TR diagnoses underscores
continuing differences in their conceptualizations and
criteria for mixed states and schizoaffective disorders. These
differences may hinder development of reliable and valid
definitions of such complex illness constructs.!>*" These
implications are especially relevant in light of the DSM-5
initiative of discarding the diagnosis of mixed episode in
favor of a mixed features specifier. However, ongoing efforts
to redefine mixed affective episodes and their relevant
subtypes for ICD-11 might help preserve mixed states as a
distinct diagnostic entity and encourage further research on
this construct.*’

Anguish and nihilism have been reported repeatedly to be
characteristic of severe, melancholic depression, often with
psychotic features.?2-232-3541 In such forms of depression,
mood often appears not to be sorrowful or anhedonic but
to represent a hard-to-communicate experience of enduring
catastrophic threat to one’s very existence. We propose
that such features can support the presumed validity and
stability of initial diagnoses of psychotic MDD. In addition,
initial weight loss predicted a unipolar depressive course,
perhaps in accord with the concept that bipolar depression is
often characterized by “atypical” somatic features including
hyperphagia, weight gain, hypersomnia, and psychomotor
retardation.**~#

Previous impulsivity, subsyndromal hypomanic excit-
ability, affective psychomotor instability, and meeting
initial ICD-10 criteria for a mixed manic-depressive episode
(rather than more narrowly defined DSM-IV-TR mixed
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state) were selectively associated with change of diagnosis
to bipolar disorder. Change of diagnosis to a schizoaffective
disorder was predicted by initial mood-incongruent psy-
chotic features, early functional decline, initial first-rank
symptoms of delusional perception or thought passivity and
alienation as well as abnormal self-awareness and attribution
of meaning, initial somatic delusions, meeting ICD-10
criteria for a schizoaffective disorder at intake, and initial
somatosensory hallucinations. Taken together, these several
associations support the diagnostic value of traditional
psychopathological concepts.*®

Also, the finding that diagnoses for more women with
initial psychotic MDD converted to bipolar disorder than
to schizoaffective disorder (70.0% vs 33.3%), although
not statistically significant, may be important. Perhaps
affective instability and manic or mixed episodes preceding
new diagnoses of bipolar disorder are more likely among
women.*® On the other hand, emergence of schizophrenia-
like psychotic phenomena, negative symptoms, and
functional decline preceding new schizoaffective diagnoses
may be more common among male patients.*’

Limitations of this study include ascertainment of
antecedent and initial psychopathological features based
on retrospective reviews of medical records and histories
gathered from the participants and family members over
prolonged periods of follow-up. These assessments also
were carried out by 1 investigator without independent
corroboration, although under conditions of blindedness
with respect to initial and final diagnoses so as to assure
comparable assessments across final diagnoses. Also,
although studies of psychotic MDD have often considered
geriatric samples, this study involved young adult as well
as older subjects, consistent with their first-episode status.
Moreover, the present findings suggest an association
between psychotic MDD and bipolar disorder that may
be more likely among younger patients.*®* It is unclear to
what extent patients considered to have a schizoaffective
disorder may include those with psychotic MDD that has
not been adequately treated, particularly with antipsychotic
medicines.*® If such treatment deficiencies occurred, they
may have been less likely if ICD-10 diagnostic criteria had
supported early recognition of schizoaffective disorders.
Finally, the relatively small numbers of patients with different
outcomes limited statistical power for identifying predictive
factors.

In conclusion, this study supports the value of evaluating
specific and detailed clinical and psychopathological features
early in the evolution of complex disorders like psychotic
MDD. It also underscores the need for continued refine-
ments of standard diagnostic criteria, particularly those of
DSM-IV-TR pertaining to major affective and psychotic
disorders, and the need for further comparisons of cases
of psychotic MDD with relatively young versus older ages
at onset. Earlier and more accurate diagnoses can serve to
guide prognosis and appropriate counseling of patients and
their families and help in planning of treatment and other
aspects of appropriate long-term clinical management.
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1. In this study, patients hospitalized with a DSM-IV-TR
diagnosis of first-episode major depressive disorder
(MDD) with psychotic features were followed for a
mean of 4 years. How stable was the diagnosis?

a. Initial diagnoses of psychotic MDD were sustained in
30% of patients

b. Initial diagnoses of psychotic MDD were changed to
bipolar disorder or schizoaffective disorder in 70%
of patients

c. Initial diagnoses of psychotic MDD were changed to
bipolar disorder or schizoaffective disorder in 30%
of patients

d. Initial diagnoses of psychotic MDD were sustained
in 95% of patients

2. Ms K has been admitted for first-episode MDD with
psychotic features. Her symptom profile met ICD-10
criteria but not DSM-IV-TR criteria for a mixed manic-
depressive state. Which of the following additional
features would suggest that her diagnosis may need
to be changed to bipolar disorder?

a. Initial ontological anguish
b. Lack of evidence of antecedent impulsive behavior

c. Initial first-rank symptom of passivity, external control,
or alienation of thoughts

d. Antecedent mild mood elevations that did not meet
DSM-IV-TR criteria for hypomania
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47.

48.

49.

50.

Aleman A, Kahn RS, Selten JP. Sex differences in the risk of schizophrenia:
evidence from meta-analysis. Arch Gen Psychiatry. 2003;60(6):565-571.
Strober M, Carlson G. Bipolar illness in adolescents with major depression:
clinical, genetic, and psychopharmacologic predictors in a three- to four-year
prospective follow-up investigation. Arch Gen Psychiatry. 1982;39(5):549-555.
Akiskal HS, Walker P, Puzantian VR, et al. Bipolar outcome in the course of
depressive illness: phenomenologic, familial, and pharmacologic predictors.
J Affect Disord. 1983;5(2):115-128.

Andreescu C, Mulsant BH, Peasley-Miklus C, et al; STOP-PD Study Group.
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To obtain credit, go to PSYCHIATRISTCOM (Keyword: July)
to take this Posttest and complete the Evaluation online.

3. Mr L has been admitted for first-episode MDD with

psychotic features. His symptom profile met ICD-10
criteria but not DSM-IV-TR criteria for schizoaffective
disorder. Which of the following features most suggests
that his diagnosis may need to be changed to
schizoaffective disorder?

a. Initial mood-incongruent psychotic features
b. Antecedent functional decline
c. Initial somatic delusions

d. Initial olfactory hallucinations

. Ms M has been admitted for first-episode MDD with

psychotic features. Which of the following features
most suggests that you should not change her
diagnosis?

a. Initial weight loss

b. Initial ontological anguish

c. Initial nihilistic delusions

d. Lack of initial first-rank symptom of delusional perception
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