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Methodological Question Being Addressed: Can a one-page, brief Placebo-Control Reminder 

Script read to subjects reviewing causal factors of the placebo and nocebo response help manage 

these effects among participants diagnosed with Schizophrenia or Schizoaffective Disorder, and 

if so, how might such a script be proficiently applied to double-blind clinical trials for these 

psychosis indications? 

 

Introduction: At the ISCTM Annual Meeting in February 2019, data were presented on the 

Placebo-Control Reminder Script (PCRS), a tool specifically designed to manage placebo and 

nocebo responses among clinical trial subjects given its review of key factors known in the 

clinical trial profession to induce these effects or Placebo Response Factors (PRFs – participant 

expectations of benefit, lack of placebo understanding, misconception of expected interactions 

with research site staff, and subject role uncertainty; Alphs et al., 2012). The data indicated that 

subjects with major depression who were read the PCRS had significantly less placebo response 

(p=0.018) than subjects who did not receive the PCRS (Cohen et al., 2019). In the time since that 

poster presentation, we initiated the same study methodology but with Schizophrenia and 

Schizoaffective study subjects. The current study explored if the PCRS might be similarly 

effective for this population. Methods: Across two US sites, Schizophrenia / Schizoaffective 

adult patients experiencing at least moderate depression, per the self-reported Beck Depression 

Inventory-II (BDI-II; Beck et al., 1996) primary efficacy scale, were randomized into two 

groups. The Intervention Group (IG) were read at each of the three study visits the one-page, 

brief (2 minute) PCRS before the BDI-II was administered, whereas the Control Group (CG) 

subjects were not read the PCRS. The current investigation also deepened its assessment of the 

placebo effect by evaluating subjects’ perceptions of improvement regarding their depressive 

symptoms. Depression, and not psychosis, was the dependent variable due to a combination of 

scale psychometric limitations (e.g., the lack of targeted self-report psychosis measures) and 

psychosis assessment length and duration. Adverse Events were collected to examine potential 

nocebo effects. All subjects were informed via the Informed Consent Form there was a 50% 

chance of receiving placebo or active drug designed to improve their depressive symptoms, but 

all subjects received placebo. Given this deception, subjects received a Debriefing Form at the 

end of the study revealing the investigation’s true intent and procedures. Results: As expected, 

IG (n=23) and CG (n=23) subjects did not differ in baseline characteristics, including depression 

(BDI-II: IG M=24.09, SD=2.39 vs. CG M=24.48, SD=3.37; p=.651) and diagnosis of either 



Schizophrenia or Schizoaffective Disorder (all p>.05; note 70% of subjects were required to have 

a Schizophrenia diagnosis). As hypothesized, time-by-group interaction showed that compared to 

the CG, IG subjects reported: significantly (p=0.002) higher BDI-II scores at the endpoint visit 

(IG M=22.00, SD= 5.17 vs. CG M=17.17, SD=5.63), less adverse events (p=.054), and 

perceived themselves as less improved in their sadness/depression (p=.013). Conclusions: 

Results from the 2019 ISCTM poster and data from the current psychosis sample indicate that 

educating subjects throughout their study participation about PRFs is crucial in managing the 

placebo and nocebo effects. The PCRS is an easy to administer, non-time consuming, and 

efficient instrument that can be seamlessly implemented across various indications as evidenced 

by our previous findings in MDD and current findings in Schizophrenia, which may increase 

effect size by minimizing variability and placebo response in clinical trials. Other PRF 

educational tools can be recommended as long as they possess similar attributes. Other 

methodological implications as well as study limitations will be discussed in the poster.      
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