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10 years ago, at ISCTM we were discussing



Lessons 
learned 

mGLuR2/3 
agonist 

schizophrenia 
program

Early onset patients with schizophrenia may 
have been more appropriate as a potential 
hyperglutamatergic mediated disease state 
may have yielded a greater response to 
pomaglumetad

Chronic use of neuroleptics may have led to 
subsensitivity of mGlu2R and prior exposure 
to 5-HT2 receptor blockade could produce 
less sensitivity to mGlu2R agonists and lack of 
treatment response

Picking the right patient. Individuals with 
schizophrenia that have the minor allele of the 
5-HT2A receptor may be more apt to respond 
to pomaglumetad.



Complexities of cross-cultural research



My high enrolling 
investigators are 
asking for budget 
increase due to 

rampant inflation in 
their country.

The local EC just 
rejected my 
recruitment strategy

Our clinical trial tablets are stuck in a package 
somewhere in the customs  

There is a hurricane 
in  that area, the site 

had to be 
evacuated.

Their 
regulatory 

agency 
responded 

with a single 
question and 

no details.

Hidden stressors from global trials that nobody 
dared to tell you

There was a big fire, half of 
the old hospital with 2 sites is 

destroyed. All study 
materials, records and 

equipment are destroyed 
nothing was salvageable.



Table 1.  Novel Psychiatric Drugs Approved by the US 
Food and Drug Administration (FDA), 2013-2024

Between 2013 and 2024, the FDA approved 16 novel 
drugs to treat psychiatric diseases. 
Of 73 clinical trials, of which the FDA judged 45 (62%) 
to be positive.
The mechanism of action for these drugs involved a 
combination of serotonin, norepinephrine, and/or 
dopamine systems (11 drugs), N-methyl-D-aspartate 
(1 drug), γ-aminobutyric acid (2), α-2 adrenergic (1 
drug), and muscarinic acetylcholine receptors (1 
drug).

Ahn-Horst, MD, MPH et al. 
doi:10.1001/jamanetworkopen.2024.56588202
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Session 3 Topics
Sharing the knowledge: Unpacking critical lessons from completed trials
Assessing regional and temporal  differences in multinational clinical 
trials
Considerations for risk-based data monitoring and eligibility review in 
global trials
Lessons which have NOT been learned in schizophrenia drug trials
The Investigator's perspective: Essential lessons from the frontlines
Regulatory and all speaker panel/audience discussion




	Slide 1: Uncovering hidden lessons in CNS global clinical trials
	Slide 2: Disclosures
	Slide 3: Speakers
	Slide 4: 10 years ago, at ISCTM we were discussing
	Slide 5: Lessons learned mGLuR2/3 agonist schizophrenia program
	Slide 6: Complexities of cross-cultural research
	Slide 7: Hidden stressors from global trials that nobody dared to tell you
	Slide 8
	Slide 9: Session 3 Topics
	Slide 10

