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Blinded, site-independent (remote) ratings from audio-digital recordings of site-based Positive and Negative
Syndrome Scale (PANSS) interviews were obtained in a 5-week, randomized, double-blinded study assessing the
safety, tolerability, and efficacy of KarXT (a fixed combination of xanomeline and trospium chloride) in hospi-
talized adults with schizophrenia experiencing an acute exacerbation of psychosis (EMERGENT-1; ClinicalTrials.
gov identifier: NCT3697252). The blinded site-independent raters had no knowledge of site location, study visit,
drug vs. placebo assignment, or any treatment emergent adverse events (TEAEs). Concordance analyses of 561
paired site-based and site-independent PANSS ratings across all visits revealed a high correlation (ICC = 0.775).
Paired scoring differences were positively correlated with the PANSS total score (Spearman’s rho = 0.37, p <
0.0001). Paired PANSS scores were available from 148 subjects at both the baseline and end of study visits
(KarXT = 72, Placebo = 76). Site-based PANSS total scores (primary aim) revealed a significantly greater
improvement from baseline in the KarXT group compared to the placebo group (p < 0.0001). The blinded site-
independent PANSS total scores derived from listening to and scoring the recorded site-based PANSS interviews
replicated this finding (p < 0.001) and yielded an overall predictive value of 85.1% for matching the site-based
response/non-response outcomes. TEAE’s have the potential to “unblind” site-based ratings. In this study, the
site-independent raters were blinded to TEAEs, affirmed the site-based PANSS ratings, and mitigated concerns
about possible functional unblinding of site-based raters. This method of blinded assessment via audio-digital
recordings may have utility for other studies concerned with ratings precision and/or functional unblinding.

site-based rater interviews during a clinical trial of hospitalized adults
with schizophrenia (the EMERGENT-1 trial).

1. Introduction

The use of blinded, site-independent raters to review interview
quality and score audio-digitally recorded site-based subject interviews
(“paired” ratings) is a quality assurance (QA) surveillance strategy that
has been effectively used to monitor and assess ratings reliability in
clinical trials (Targum et al., 2014, 2015, 2019, 2021; Targum and
Catania, 2019). Site-independent raters have access to the recorded in-
formation and digital notes obtained during the interview, but are
blinded to the study site location, study visit, and drug assignment.
Consequently, site-independent raters are essentially blinded to any
treatment-emergent adverse events (TEAEs) that may occur during the
study and their data can be used to independently assess site-based
ratings without concerns about functional unblinding. We applied this
blinded assessment method to compare the data obtained from paired
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The Positive and Negative Syndrome Scale (PANSS) has been the
standard instrument used to assess symptomatic change in clinical
studies of schizophrenia (Kay et al., 1987). Reliable administration of
the PANSS requires competent, well trained and consistent interviewers,
reliable informant information, and a cooperative subject from visit to
visit. The use of multiple raters at multiple trial sites introduces variance
that can reduce inter-rater reliability, impact data quality, and adversely
affect trial outcome (Muller and Szegedi, 2002; Berendsen et al., 2020).
It has been shown that the use of audio-recording of site-based clinical
interviews with site-independent review can improve ratings precision
(Targum et al., 2014, 2015, 2021; Targum and Catania, 2019).

We conducted a paired ratings analysis of the PANSS during a 5-
week, phase 2, randomized, double-blinded trial that assessed the
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efficacy, safety, and tolerability of KarXT (a fixed combination of
xanomeline and trospium) in hospitalized adults with schizophrenia
experiencing an acute exacerbation of psychosis ((EMERGENT-1;
ClinicalTrials.gov identifier: NCT3697252). Xanomeline tartrate, an
M1/M4-preferring agonist of muscarinic acetylcholine receptors, was
initially developed during the 1990s to treat Alzheimer’s disease, and
showed dose-dependent improvement in psychotic symptoms (Bodick
et al., 1997). However, its development for this disorder was curtailed
due mostly to gastrointestinal side effects such as vomiting, diarrhea,
and orthostasis attributed to muscarinic receptor agonism (Shannon
et al., 1994; Bodick et al., 1997; Messer, 2002). Subsequently, a small
double-blind, placebo-controlled study in 20 participants with schizo-
phrenia showed a marked improvement in psychotic symptoms
following xanomeline treatment that has compelled further investiga-
tion of this compound (Shekhar et al., 2008). Trospium chloride is a
peripheral anticholinergic that is marketed for the treatment of over-
active bladder that does not cross the blood-brain barrier (Pak et al.,
2003). The addition of trospium to xanomeline reduced the
pro-cholinergic adverse effects associated with xanomeline by about
50% in a Phase 1 trial (Kavoussi et al., 2017; Brannan et al., 2018). The
EMERGENT-1 study sought to ameliorate the TEAEs associated with
xanomeline by blocking the activation of peripheral muscarinic re-
ceptors with trospium in the treatment of acutely psychotic subjects with
schizophrenia.

The results of the EMERGENT-1 study revealed that subjects assigned
to KarXT did significantly better than placebo-assigned subjects on the
total PANSS scores, the positive and negative syndrome scales, and the
Marder factors (Brannan et al., 2021). In the analyses reported here, we
compared the total PANSS score at baseline and week 5 (or early
termination visit) obtained by the site-based raters with the paired
scores of the blinded, site-independent raters to affirm the primary
site-based PANSS outcomes and to mitigate concerns about possible
functional unblinding.

2. Methods

Data derived for this paired ratings analysis came from the
EMERGENT-1 clinical trial. The primary objective of the study was to
assess the efficacy of KarXT versus placebo in reducing PANSS total
scores (primary aim) in adult inpatients with a diagnosis of schizo-
phrenia. The study was sponsored by Karuna Therapeutics Inc. and was
conducted between September 2018 and September 2019 at 12 study
centers in the United States. The study was conducted in accordance
with the Declaration of Helsinki (1964) and Good Clinical Practices as
outlined by the International Conference on Harmonisation (1997). All
subjects consented to study participation and to audio recording of key
interviews (described below). The full results of this study have been
reported previously (Brannan et al., 2021).

2.1. Study eligibility and design

Eligible subjects were men or women between the ages of 18 and 60
(inclusive) who met DSMS5 criteria for schizophrenia confirmed by the
Mini-International Neuropsychiatric Interview (M.I.N.I.) and presented
with an acute exacerbation of psychosis or a relapse of symptoms with
an onset less than 2 months before the screening visit (Sheehan et al.,
1998; APA, 2013; Brannan et al., 2021). The inclusion criteria required a
PANSS total score between 80 and 120 (inclusive), an item score >4 on
at least 2 of 4 key positive symptom items (delusions, conceptual
disorganization, hallucinatory behavior, suspiciousness), and a Clinical
Global Impression of severity (CGI-S) score >4 at the screen and baseline
visits (Haro et al., 2003). Additional full details of the study design and
subject eligibility requirements have been described -elsewhere
(Brannan et al., 2021).

Safety and tolerability were assessed based on spontaneously re-
ported adverse events and by measuring vital signs, clinical laboratory
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evaluations, ECG parameters, and suicidal ideation with the Columbia
Suicide Severity Rating Scale (Posner et al., 2011). Treatment-emergent
adverse events (TEAEs) were rated for severity and summarized by
treatment group. An adverse event was defined as any untoward medical
occurrence in a clinical study subject and could therefore be any unfa-
vorable and unintended sign, symptom, or disease temporally associated
with the use of the investigational product (KarXT) or placebo whether
or not it was related to the investigational product.

Enrolled subjects were randomized to either oral KarXT or placebo in
a 1:1 ratio for a treatment period of 5 weeks. KarXT was titrated to a
maximum dose of xanomeline 125 mg/trospium 30 mg BID. Flexible
dosing was employed to maximize therapeutic benefit while avoiding
intolerable adverse events. Dosing began with a lead-in dose of xano-
meline 50 mg with trospium 20 mg BID for the first 2 days followed by
xanomeline 100 mg/trospium 20 mg BID for the remainder of Week 1
(Days 3-7), and titrated upwards on Day 8 to xanomeline 125 mg/
trospium 30 mg BID unless the subject was continuing to experience
adverse events from the previous dose increase.

Signant Health was contracted to conduct a quality assurance (QA)-
monitoring program of site-based PANSS ratings at all visits. The QA
program assessed interview quality and scoring concordance between
paired site-based and site-independent PANSS ratings to assess ratings
reliability of the primary measure and identify ratings “outliers” with
discordant scores that required remediation during the study. Rater
remediation involved a 1:1 discussion with the identified rater about
interview administration and/or scoring conventions as needed
(Targum et al., 2014, 2015).

2.2. Audio-digital recording method of site-independent PANSS
assessment

The site-based PANSS interviews were administered using the SCI-
PANSS (Structured Clinical Interview for the assessment of Positive
and Negative Syndrome Scale, Multi-Health Systems, Inc). All 27 site-
based and 3 site-independent raters were physicians and participated
in a comprehensive rater training and certification program that
included didactic presentations, observation of expert PANSS video in-
terviews, and demonstration of PANSS scoring competency via inter-
rater reliability (IRR) assessments of the PANSS video interviews.

The site-independent PANSS ratings were derived from audio re-
cordings of the site-based PANSS interviews, with accompanying digital
notes containing corroborative informant information completed by the
site-based raters. Some PANSS items require direct observation of sub-
ject behavior during the interview and cannot be adequately assessed by
listening to a recorded interview even with digital notes. In this study,
ratings for items N1 (blunted affect), G4 (tension), G5 (mannerisms and
posturing), and G7 (motor retardation) were carried over from the site-
based score. The concordance analysis algorithm for calculation of the
total independent PANSS score accepted the site-based score for 4 of the
30 items.

Every PANSS interview at every study visit was audio-digitally
recorded and electronically transmitted to Signant Health for QA (sur-
veillance) review. Upon receipt and preliminary review of audio quality,
a pre-determined percentage of interviews across all study visits were
sent to one of the 3 blinded PANSS reviewers for independent scoring
based upon the audio recording and available digital notes. The digital
notes contained corroborative information as written by the site-based
raters during the interviews, but no other information about other
scales or possible adverse events. The surveillance program planned to
review all of the PANSS interviews that were conducted at the baseline
and endpoint visits. In this way, it was possible to compare the site-
independent results with the primary site-based rater’s results.

2.3. Statistical analyses

Data for this report used recorded site-based PANSS interviews
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paired with site-independent PANSS reviewer scores where the trans-
mission of the audio-digital recording afforded a complete PANSS
interview for satisfactory site-independent review. The primary
endpoint of the EMERGENT-1 trial was the least-squares mean change
from baseline on the PANSS total score at week 5. The modified intent to
treat (mITT) population was used for all efficacy analyses and included
all subjects who were randomized, received at least one dose of study
medication, had a baseline and at least one postbaseline PANSS assess-
ment. The majority of PANSS interviews at the baseline and endpoint/
early termination visits were recorded and independently scored.
Therefore, the analysis in this report included nearly all of the mITT
population that had available pairs of PANSS assessments at baseline
and endpoint/early termination visits. No data points were imputed in
these analyses. Statistical evaluation of the data included analysis of
covariance (ANCOVA), paired t tests, and chi square analyses using SAS
v9.4 software (SAS Institute Inc, 2013).

This comparative analysis focused on the baseline and endpoint/
early termination visits. We used ANCOVA to examine the change from
baseline for the total PANSS, positive and negative symptom subscales
and the 4 key positive symptoms that were part of the inclusion criteria
(delusions, conceptual disorganization, hallucinatory behavior, suspi-
ciousness). We used >30% PANSS total score improvement from base-
line to endpoint as the criterion for treatment response and subtracted
30 points from the baseline PANSS score due to PANSS scaling from 1 to
7 for each of the 30 items as opposed to 0-6 (Leucht et al., 2007, 2010;
Obermeyer et al., 2010; Correll et al., 2011).

3. Results

There were 170 enrolled subjects who received at least one dose of
study medication and had at least one postbaseline PANSS assessment
(modified ITT). Overall, the mean age of the mITT subjects was 42.8 +
10.0 (SD) years, the mean BMI was 29.1 + 5.2, and 131 subjects (77.1%)
were male. There were no meaningful demographic differences between
the subjects assigned to KarXT or placebo.

Concordance analyses between the paired site-based and site-
independent ratings across all visits were conducted on the audio-
recorded interviews with acceptable audio transmission. There were
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561 paired PANSS scores available for analysis across all visits. Within
the mITT population, there were 148 paired PANSS ratings with both
baseline and endpoint (or early termination) visits available for treat-
ment outcome analysis and comparison between the site-based and site-
independent ratings. The demographics of the paired ratings group did
not differ from the mITT population: the mean age was 42.3 + 10.2
years, and 112 subjects were male (75.7%). Within this group, 133
subjects completed the study, and 15 subjects withdrew before week 5
but had at least one post-baseline PANSS assessment (an early termi-
nation visit) in which PANSS assessments were obtained.

3.1. Concordance analyses between site-based and site-independent
PANSS ratings

The mean site-based PANSS total score across all study visits for the
561 paired PANSS scores was 93.0 & 12.8 (SD) and the mean paired site-
independent PANSS scores was 91.9 + 12.1 (t = 3.15; df = 560; p <
0.002). Fig. 1 displays the paired scoring difference distribution between
the site-based and site-independent PANSS scores. The intra-class cor-
relation (ICC) between site-based and paired independent total PANSS
scores was 0.775 (p < 0.0001). Of the 561 paired scores, 308 (54.9%)
differed by < 5 points, 454 (80.9%) differed by < 10 points, and 14 pairs
(2.5%) had >20 points scoring difference.

The QA program identified and remediated ratings “outliers” during
the study. The higher paired scoring discordances were due either to
administrative error (data entry), poor audio quality, lack of detailed
digital notes, or poor interview quality affecting independent replica-
tion. Following efforts at rater remediation, 2 raters were dismissed from
the study, whereas the other raters demonstrated improvement during
the remainder of the study.

3.2. Effect of symptom severity on paired scoring discordance

Paired scoring differences were positively correlated with the total
PANSS score (Spearman’s rho = 0.37, p < 0.0001). There was a bi-
directional pattern of paired scoring differences that was related to the
magnitude of symptom severity. Total site-based PANSS scores >100
generated statistically significant positive mean discordance whereas

8 10 12 14 16 18 20 22 24 26 28 30

Paired PANSS ratings: total score discordance

NOTE: Positive paired scoring discordance indicates that site-based PANSS score was greater than site-
independent score whereas negative discordance indicates the opposite.

Fig. 1. Distribution of Paired PANSS Scoring Discordance

NOTE: Positive paired scoring discordance indicates that site-based PANSS score was greater than site-independent score whereas negative discordance indicates

the opposite.
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site-based PANSS scores <80 generated statistically significant negative
mean scoring discordance. The mean site-based score for PANSS scores
>100 was 105.8 + 5.1 whereas the mean paired site-independent score
was 100.9 £ 9.5 (t = 7.95; df = 172; p < 0.0001). On the other hand, the
mean site-based score for PANSS scores <80 was 67.5 + 10.5 whereas
the mean paired site-independent score was 74.0 + 11.1 (t = —6.69; df
= 64; p < 0.0001).

3.3. Comparison of site-based and site-independent PANSS treatment
outcome

There were 148 subjects with paired site-based and site-independent
PANSS data available from both the baseline and end of study visits.
Subjects who lacked either baseline or endpoint/early termination
PANSS review scores were not included in this comparative analysis. At
the baseline visit, the mean PANSS total score for the 148 paired PANSS
scores was 96.5 + 8.5 (SD) for the site-based scores and 94.9 + 9.3 for
the site-independent scores (t = 2.6; p = 0.01).

As shown in Fig. 2, the 72 subjects assigned to the KarXT treatment
group yielded significantly greater improvement from baseline to
endpoint on the primary site-based PANSS total scores than the 76
subjects assigned to placebo (F = 29.3; p < 0.0001). Similarly, the
blinded site-independent PANSS total scores derived from listening to
and scoring the recorded site-based PANSS interviews also yielded
significantly greater improvement favoring KarXT over placebo (F =
12.5; p < 0.001).

As shown in Table 1, both the site-based and site-independent PANSS
scores achieved statistical significance favoring KarXT assigned subjects
over placebo on the 4 key positive symptom items (p = 0.0001 and p <
0.01 respectively). Further, the KarXT assigned subjects achieved
significantly greater improvement than placebo-assigned subjects on
both the positive and negative symptom sub-scales based upon the pri-
mary site-based PANSS scores (p < 0.0001 and p = 0.0005 respectively).
The site-independent PANSS positive score sub-scale was significant for

Site-based PANSS

-5.3

—
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F=29.3;
p <0.0001

—
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-18.1

Y
S

B KarXT (n=72)
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Table 1
Site-based and site-independent PANSS treatment outcome.

Score change +SD (baseline to week 5/early termination)

KarXT Placebo
n 72 76
PANSS total score
site-based —18.1 +15.2 -5.3+13.6 F = 29.3; p < 0.0001
site-independent —-15.1 +£11.2 -8.1+12.7 F=12.5; p < 0.001
4 key items”
site-based —4.0 +£3.5 —-1.8+3.2 F = 15.4; p = 0.0001
site-independent —3.7+33 —-24+28 F=6.9;p<0.01
PANSS positive sub-scale
site-based —5.4+ 4.7 —2.0 + 4.7 F = 20.1; p < 0.0001
site-independent —4.8 £ 4.4 —29+42 F=6.8p=0.01
PANSS negative sub-scale
site-based -3.2+ 4.4 —-0.7 £ 4.1 F =12.5; p = 0.0005
site-independent —2.4 + 4.4 —-1.7 £3.7 F=12;p=ns

% 4 key items are derived from the PANSS positive syndrome scale: delusions,
conceptual disorganization, hallucinatory behavior, and suspiciousness.

KarXT over placebo (p = 0.01), but not for the negative symptom sub-
scale.

We used >30% PANSS total score improvement from baseline to
week 5/early termination as the criterion for treatment response. Using
this criterion in this sample of 148 paired ratings, there were 30 KarXT
responders (41.6%) and 8 placebo responders (10.5%) based upon the
site-based PANSS scores (y? = 18.8; df = 1; p < 0.0001). There were 22
KarXT responders (30.6%) and 12 placebo responders (15.8%) based
upon the site-independent PANSS scores (y2 = 4.6; df = 1; p = 0.03). The
site-independent raters matched 25 of the 38 site-based response scores
of >30% total PANSS score improvement (65.8% sensitivity) and 101 of
the 110 non-response scores (91.8% specificity). The overall predictive
value was 85.1% for matching the site-based response/non-response
outcomes.

Site-Independent PANSS

7

-8.1

12.5;
p <0.001

-15.1

™ Placebo (n=76)

Fig. 2. Mean change from baseline of Total PANSS score.
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3.4. Treatment emergent adverse events

The blinded, site-independent scores allowed us to examine the
possibility of inadvertent functional unblinding by the site-based raters.
A full description of TEAEs that occurred in this trial has been reported
elsewhere (Brannan et al., 2021).

TEAEs were reported by 53.9% of subjects assigned to KarXT and
43.3% of subjects assigned to placebo in the safety population (Brannan
et al., 2021). The TEAEs were primarily gastrointestinal symptoms
(nausea, constipation, dry mouth, dyspepsia) and were noted more
frequently in the subjects assigned to KarXT than the subjects receiving
placebo. Only one subject had a serious TEAE. Most of the TEAEs were
transient, mild to moderate symptoms that did not result in study
withdrawal. Only 2 subjects assigned to placebo (2.2% of the safety
population) and 2 subjects assigned to KarXT (2.2%) discontinued the
study because of TEAEs.

4. Discussion

Drug developers rely on ratings accuracy and precision in clinical
trials to properly assess drug efficacy and safety. In the present study, we
examined ratings precision via “paired” ratings using site-based raters
who administered the primary PANSS interviews and blinded site-
independent raters who listened to and scored these audio-digital
recorded interviews. A high correlation was demonstrated between
site-based PANSS raters and site-independent raters on 561 recorded
interviews across all visits (r = 0.775; p < 0.0001) for paired total
PANSS score comparisons). This quality assurance monitoring strategy
identified a few rater “outliers” for remediation during the study that
may have positively impacted ratings precision for the remainder of the
trial.

There were 148 paired PANSS ratings at the baseline and endpoint/
early termination visits available for a comparative analysis of treatment
outcomes. In this sample, subjects assigned to Kar-XT (n = 72) showed
significant improvement from baseline to endpoint compared to subjects
assigned to placebo (n = 76) as assessed by both the site-based PANSS
total scores (p < 0.0001) and site-independent PANSS total scores (p <
0.001). These findings were supported by similar comparisons of the
positive symptom sub-scale and 4 key positive items (Table 1).

TEAEs that occur during clinical trials have the potential to func-
tionally unblind raters and study participants and impact ratings. More
than 50% of KarXT assigned subjects and more than 40% of placebo-
assigned subjects experienced at least one TEAE at some point in this
study. Most reported TEAEs were mild and transient. The site-
independent raters had no direct visual observation of the subject, had
only the audio recorded PANSS interview and digital notes that
addressed specific interview questions and were blinded to any adverse
event information that might inadvertently have contributed to func-
tional unblinding. The affirmation of the significant KarXT findings of
the primary site-based PANSS ratings by the site-independent ratings
mitigates possible concern about functional unblinding of site-based
raters in this study.

The site-independent scores replicated the site-based PANSS findings
but yielded less treatment effect than the site-based ratings in this very
positive study. For instance, the KarXT treatment response rate was
41.6% as scored by the site-based raters in this sample of 148 paired
ratings in contrast to 30.6% by the site-independent raters. This differ-
ence may reflect the inherent difficulty of obtaining remote assessments
for psychiatric symptoms and particularly for negative symptoms in
schizophrenia. Further, the slightly reduced site-independent signal
detection may also be related to the bi-directional effect of symptom
severity on scoring discordance. Site-independent raters tend to under-
score higher severity subjects relative to site-based raters and overscore
lower severity subjects. Thus, the site-based PANSS total scores that
were >100 revealed significantly greater positive mean paired scoring
discordance (site-based PANSS scores > site-independent scores)
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whereas lower site-based PANSS scores (<80) had significantly greater
negative mean scoring discordance. As a result of this bi-directional
scoring effect, site-independent ratings are often lower than site-based
PANSS scores at baseline (when symptom severity is highest) and
slightly higher at the endpoint amongst responders. The narrower
baseline to endpoint range of site-independent PANSS scores can reduce
the amount a score change from baseline compared to the paired site-
based scores. Consequently, the sensitivity of the site-independent
scores to match the site-based treatment response scores (65.8%) was
less robust than the specificity to match non-response scores (91.8%)
because fewer site-independent change scores achieved the >30% total
PANSS improvement threshold for response between the baseline and
endpoint. Nonetheless, the site-independent ratings achieved an overall
predictive value of 85.1% for matching the site-based response/non-
response outcomes.

The bi-directional effect of higher and lower symptom severity on
scoring discordance noted in this study is consistent with an analysis of
MADRS paired ratings conducted across 5 Major Depressive disorder
(MDD) studies (Targum and Catania, 2019). Recently, we reported
similar bi-directional effects of paired ratings for the Brief Psychiatric
Rating Scale in other schizophrenia studies unrelated to the current
report (Targum et al., 2021). Additional surveillance studies that
examine the directional effect of paired ratings are needed in other
clinical trials to explore the possible universality of this finding.

This was the first time we have been able to examine a sufficient
number of paired baseline and endpoint scores in a schizophrenia study.
Although site-based PANSS interviews were recorded and submitted for
review at every visit, only a small number of interim visits between the
baseline and endpoint visits were actually scored by site-independent
raters in this study. Consequently, we could not compare paired scores
at weeks 2 and 4 in this analysis. Therefore, this analysis is limited in
that we could not examine serial change of paired independent scores
from visit to visit.

In this study, we examined the utility of audio-digital recordings of
site-based PANSS ratings for quality assurance purposes and for repli-
cation of site-based findings. Previous studies of audio-recorded MADRS
interviews in MDD and BPRS in schizophrenia have demonstrated that
site-independent ratings can replicate site-based treatment outcome
ratings (Targum et al., 2014, 2019, 2021). A limitation of the
audio-digital recording surveillance method is that the site-independent
raters cannot have direct visual observation of the subject. Conse-
quently, gestures, body posture, movement, and interactions with the
interviewer cannot be adequately assessed. Although this limitation
does not alter the primary QA function of the surveillance strategy, it
was necessary to use the site-based score for 4 of the 30 PANSS items in
the current study.

We used video recordings in a recently completed schizophrenia
study unrelated to the current report that scored all 30 PANSS items; the
ICC between the site-based and video-reviewed site-independent PANSS
scores in that different study was r = 0.839 and consistent with the
audio-digital method used in the current study (Targum, personal
communication).

The high correlation between the site-based and site-independent
PANSS ratings as well as the high predictive value demonstrated by
the paired, blinded site-independent PANSS ratings in the EMERGENT-1
trial assures that the site-based PANSS scores are reliable and mitigates
any concern about possible functional unblinding of site-based raters
due to TEAEs at clinical trial sites. This method of QA assessment has
now been shown to have utility in both MDD and schizophrenia studies
and may have additional value in studies where functional unblinding is
a concern.
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