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Disclosures

• Full time employee and share holder of Signant Health
• Practice Leader for Data Analytics at Signant Health

• Signant Health provides a number of services including data 
analytics, eligibility reviews and rater oversight

• The views and opinions expressed in this presentation are solely 
my own and do not necessarily reflect the official policies or 
positions of Signant Health



What will be covered

• Regional and temporal differences in symptom severity
• Regional and temporal differences in data concerns

• Erratic ratings
• Identical ratings
• Baseline inflation
• Multiple data concerns



Regional differences in PANSS 
scores?



Comparing US vs ROW in Acute Schizophrenia CTs

• 18 CTs in acute schizophrenia 
conducted between 2007 and 
2024
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Temporal differences in PANSS 
scores within a trial



Comparing PANSS within a trial

First 25% vs last 25% subjects 
recruited within a trial compared
Analyses focused on PANSS, 
PANSS subscales and individual 
PANSS items 
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Positive and Negative Subscales
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Individual Items
Item More severe
P3. Hallucinatory Behavior First 25%
P5. Grandiosity First 25%
P6. Suspiciousness/Persecution First 25%
G2. Anxiety First 25%
G3. Guilt Feelings First 25%
G6. Depression First 25%
P2. Conceptual Disorganization Last 25%
N3. Poor Rapport Last 25%
N6. Lack of Spontaneity and Flow of 
Conversation Last 25%

N7. Stereotyped Thinking Last 25%
G5. Mannerisms and Posturing Last 25%
G9. Unusual Thought Content Last 25%
G11. Poor Attention Last 25%
G12. Lack of Judgment and Insight Last 25%
G13. Disturbance of Volition Last 25%



Comparing subjects from first and last 25% of study 
data

P1 P2 P3 P4 P5 P6 P7 N1 N2 N3 N4 N5 N6 N7
First 5 4 4 4 5 5 3 2 1 1 3 4 1 1
Last 4 4 2 2 1 4 1 3 4 4 4 4 4 4

G1 G2 G3 G4 G5 G6 G7 G8 G9 G10 G11 G12 G13 G14 G15 G16
First 4 5 4 4 2 4 2 2 4 2 4 2 4 5 4 5
Last 5 4 1 3 3 3 4 4 4 3 4 4 4 2 4 3



Temporal differences in PANSS 
scores within a site



Comparing PANSS 
within a site

• Comparing first and last 50% 
of subjects randomized at a site

• Sites with at least 6 subjects 
recruited included in the 
analysis



Example of an extreme site with large changes in 
symptoms



Regional differences in endpoint 
data quality



Data Variability



Impact of Aberrant Data Variability on Signal Detection

Kott A, Brannan S, Wang X, Daniel D. The Impact of Aberrant Data Variability on Drug–Placebo Separation and Drug/Placebo Response in 
an Acute Schizophrenia Clinical Trial. Schizophrenia Bulletin Open. 2021;2(1):295. doi:10.1093/schizbullopen/sgab037



PANSS 30/30 identical ratings across consecutive visits 
by region

Pearson х2(3) = 392.9   p < 0.001



PANSS 30/30 identical ratings across consecutive visits 
by country

Pearson х2(24) = 714.8  p < 0.001



PANSS 30/30 identical ratings across consecutive visits 
by period

Pearson х2(3) = 646.9  p < 0.001



PANSS erratic ratings across consecutive visits by region



PANSS erratic ratings across consecutive visits by 
country



PANSS erratic ratings across consecutive visits by 
period



Screening Inflation



MMSE change from screening to baseline



MMSE change from screening to baseline



MMSE below inclusionary thresholds at baseline by 
region

Pearson х2(5) =  12.5   p = 0.029



MMSE below inclusionary thresholds at baseline by 
country in Western Europe

Pearson х2 (15) =  44.4   p < 0.000



MMSE below inclusionary thresholds at baseline by 
period

Pearson х2(3) =  17.5   p = 0.001



Multiple Data Concerns



Differences in Endpoint Data Quality
Schizophrenia



Differences in Endpoint Data Quality
Dementia



Conclusions

• Our analyses indicate the presence of regional and temporal 
differences in both, symptom severity and data quality

• Reasons for different temporal patterns in explored variability 
concerns unclear

• Substantial differences in regional data quality pose risks for clinical 
trials intending to recruit subjects in certain countries
• Implementing extensive support and oversight needs to be considered



Thank you!
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