Community Reforms to Reduce Severity,
Chronicity, and Disability of Psychosis:
Do They Work?

In this issue of the Journal, Hegelstad et al. (1) report the results of the 10-year
follow-up of the early Treatment and Intervention in Psychosis (TIPS) study in Nor-
way and Denmark. The rationale for this study grew out of the observation that
patients with a longer duration of untreated psychosis show a poorer symptomatic
response to treatment, a more chronic course, and a poorer long-term outcome
than those with briefer durations of untreated psychosis (2). The TIPS study was
designed to enhance early detection and intervention of psychosis through a pub-
lic education program that was implemented in two health care regions (referred
to as early-detection sites). Subsequent cases of first-episode psychosis were de-
tected and followed over time in the early-detection sites as well as in two other
health care regions in which the educational program was not implemented (usu-
al-detection sites). Reports on previous follow-ups showed reduced duration of
untreated psychosis and less severe negative, depressive, and cognitive symptoms
in patients from early-detection areas relative to those from usual-detection areas
(3, 4). At the 10-year follow-up, although the groups no longer differed on these
symptom dimensions, a higher percentage

of patients from early-detection areas were . .
characterized as “recovered” based on hav- The central issue here is whether,

ing achieved operationally defined stan- given several particularities related
dards of symptom remission and adequate  fo the quasi-experimental nature
levels of social and role functioning. ofthe design and the statistical

The TIPS project corresponds to a form of hes tak it ‘
quasi-experimental design known as a com- approacnes taken, i is Sdf elo

munity reform. Donald Campbell, a major conclude that the TIPS community
figure in research methodology, is said to  reform produced reliable benefits

have affectionately referred to such designs to patients in the lOI/lg term
as “queasy” experiments, in reference to the

greater uncertainties inherentin a study con-

text in which treatment assignment is not random and in which it is impossible to
control for the myriad variables (dialects, ethnicities, religious affiliations, etc.) that
may differ between the communities with and without reforms (5). Nevertheless,
such designs are necessary to test any broad-based intervention that strives to alter
health outcomes by changing community awareness and practices (6). Given that
patients with psychotic symptoms enter treatment systems on average 1-2 years
after initial onset (7), an intervention study designed to enhance early detection
is precisely what is needed to determine whether reducing duration of untreated
psychosis can affect the course and outcome of psychotic illness. The central is-
sue here is whether, given several particularities related to the quasi-experimental
nature of the design and the statistical approaches taken, it is safe to conclude that
the TIPS community reform produced reliable benefits to patients in the long term.
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Because a single rater interviewed all of the patients in the TIPS project, he could
not be blind to which patients were from early- or usual-detection areas. Rater
nonblindness poses a major problem given that the primary outcome variables
(ratings of symptom severity and functioning) involve some intrinsic subjectivity
and could be subtly influenced by the rater’s knowledge of (and potential belief
in) the study hypotheses. To address this issue, an independent rater evaluated a
sample of videotaped interviews from the early-detection and usual-detection ar-
eas and was observed to be in good to excellent agreement (intraclass correlations
between 0.6 and 0.85) with the original interviewer on the Positive and Negative
Syndrome Scale and the Global Assessment of Functioning Scale. Nevertheless, as
acknowledged by the authors, because of marked differences in dialects among
sites, it was also not possible for the independent rater to be blind to the group
status of the patients. This represents a flaw in the original study design, in that the
experimental and control districts were not matched on factors such as dialect that
could prevent awareness of raters to group assignments. Nevertheless, it is likely
impossible to find two communities that are equivalent on all of the dimensions
that could potentially compete with the intervention in explaining differences be-
tween the experimental and control regions (6).

Attrition is the bane of any longitudinal study, particularly when it may be non-
random with respect to key study endpoints. In the TIPS study, attrition at the 10-
year follow-up was higher in the usual-detection areas than in the early-detection
areas, perhaps because patients in early-detection sites were easier to locate and
access because of reduced barriers to participation in health care. Attrition at the
10-year follow-up was also selective, such that more severely impaired patients
were overrepresented among those lost from the usual-detection group. Because
the loss of more severe cases from usual-detection areas reduces, rather than in-
creases, the likelihood of observing better outcomes among cases from early-de-
tection sites, an attrition artifact cannot explain the finding of higher rates of clini-
cal recovery in cases from early-detection sites, that is, the observed attrition bias
only serves to strengthen, rather than diminish, confidence in the primary finding
of the study. This selective attrition may, however, help to account for the loss of
advantages in favor of early detection on several measures of symptom severity
that had been observed in the 2- and 5-year follow-ups.

Patients from the early-detection group were more likely to have recovered clini-
cally and to be working full time but were also less likely to be living independent-
ly and had higher excitability symptoms than patients from the usual-detection
group. This apparently countervailing pattern raises the possibility that some or
all of the differences may have resulted from chance. (The odds of observing two
effects in the upper extreme are the same as those of observing two effects in the
lower extreme in a random distribution.) Hegelstad et al. (1) note that when a fam-
ily-wise Bonferroni correction of alpha (the threshold for statistical significance)
is applied, the advantage in independent living for usual-detection patients does
not survive while the other effects remain. This family-wise correction approach
results in the use of different statistical thresholds for comparison of the primary
outcome variable (recovery) for which no correction is applied (alpha=0.05), rat-
ings of symptoms and functioning (seven measures, alpha=0.05/7=0.0007), and
measures of work and independent living (three measures, alpha=0.05/3=0.017).
This procedure reserves the greatest statistical power for testing the effectiveness
of the early-detection program on recovery as the primary endpoint, even though
additional secondary endpoints are also evaluated. This procedure is generally ac-

346 ajp.psychiatryonline.org Am | Psychiatry 169:4, April 2012



EDITORIAL

cepted (8); however, one could argue that because the recovery measure is itself de-
rived from seven separate measures of symptoms and functioning, the primary and
secondary tests are nonindependent. If one were to adopt a single threshold that ac-
counts for all of the comparisons conducted (11 measures; alpha=0.05/11=0.0045),
only the higher excitability symptoms among early-detection patients relative to
usual-detection patients would remain, a pattern that would obviously not support
the conclusion that early detection of first-episode psychosis leads to a less severe
form of illness with better long-term outcome.

The TIPS study represents a unique and seminal contribution to the field of psy-
chiatry, and the investigators are to be congratulated for conducting a very difficult
long-term follow-up study. Nevertheless, depending on how you evaluate the im-
pact of rater nonblindness, logical consistency of effects, and models of controlling
for multiple comparisons, the advantages of early-detection programming may or
may not remain.
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