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10 years ago, at ISCTM we were discussing

PROCEEDINGS
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Series of Experiments
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Lessons
learned
MmGLuUR2/3
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.



Greatest threats to Clinician Rated Outcome measure integrity:
* scales that focus on symptoms behaviors that vary across cultures
* item misunderstanding
* item content that is not discussed openly in that culture

Three most important reasons for selecting a measure: Use in other trials for
indication, psychometric properties, validation in other languages/cultures

CRO translation difficulties recognized only after the trial is complete, and
contributes to the recruitment of inappropriate subjects
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Hidden stressors from global trials that nobody
dared to tell you , My high enrolling

investigators are
asking for budget

| increase due to
rampant inflation in
their country.

There is a hurricane

in that area, the site
had to be

evacuated.

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.

MURPHY'S LAW

ANYTHING THAT CAN GO WRONG,
WILL GO WRONG.

The local EC just Their

rejected my regulatory
recruitment strategy agency

responded
with a single
question and

Our clinical trial tablets are stuck in a package no details.
somewhere in the customs
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Table 1. Novel Psychiatric Drugs Approved by the US Food and Drug Administration (FDA), 2013-2024

Table 1. Novel Psychiatric Drugs Approved by the US

Positive
wing  smoges e poss OO @and Drug Administration (FDA), 2013-2024
Year Special FDA duration (IND  submitted, pivotal primary end ’
Drug name, by indication approved  Mechanism of action designation to NDA), y No. (%) trials, No.*  point®
MDD
Levomilnacipran 2013 Inhibition of serotonin/NE ~ None 36 46 (67) 3 MADRS
reuptake Between 2013 and 2024, the FDA approved 16 novel
Vortioxetine 2013 Inhibition of serotonin None 5.4 6410 (50} 3 MADRS; . . .
ptae HAND- 24 drugs to treat psychiatric diseases.
Gepirone 2023 E-HT,, agonist None 17.7 2/12(17) 2 HAMD-17
Treatment.resisant depression Of 73 clinical trials, of which the FDA judged 45 (62%)
Esketamine 2019 NMDA antagonist Fast track; 6.3 3/5 (60) 2 MADRS; time to b .« .
riority review; relapsa usin
Ereaktﬁmugh MAI%IJRS, or : to e p 0S Itlve °
hospitalization . . .
Posipartam dopressicn The mechanism of action for these drugs involved a
Brexanolona 2019 GABA, modulator Breakthrough; 3.8 3/3 (100} 3 HAMD H H . H .
' prority review combination of serotonin, norepinephrine, and/or
Zuranolone 2023 GABA, modulator Breakthrough; 6.2 242 (100) 2 HAMD-17 .
peiority roview; dopamine systems (11 drugs), N-methyl-D-aspartate
Adjunctive therapy for MDD ( ) _ M M M ( ) _ M (
Brexpiprazole 2015 Partial 5-HTy,, D; agonist;  Mone 6.3 1/4(25) 1 MADRS 1 drug ’ Y amInObUtyrIC aCId 2 ’ a 2 adrenerglc 1
5-HT;, antagonist « . .
— drug), and muscarinic acetylcholine receptors (1
Brexpiprazole 2015 Partial 5-HT,,, D; 2agonist;  None 6.3 2/3 (67) 2 PAMNSS
5-HT24 antaégniszt d r U g) .
Aripiprazole lauroxil 2015 Partial 5-HT,,, D; 2agonist  None 39 1/1 (100} 1 PAMNSS
Lumateperang 2019 5-HT;, and D2 antagonist  Fast track 108 2/3 (67) 2 PAMNSS
Olanzapine/samidorphan® 2021 Dopamine and 5-HT; None 12 3/3(100) 2 PANSS;
antagonism; opioid percentage
receptor antagonism change in body
weight
¥anomeline tartrate and trospium chloride 2024 Muscarinic agonist; None B.2 3/3 (100} 2 PANSS
muscarinic antagonist
Cariprazine 2015 Partial 5-HT,,, D; 2agonist;  None 7.4 3/4(75) 3 PAMNSS
5-HT,, antagonist
Bipolar disorder®
Cariprazine 2015 Partial 5-HT,, D; 2gonist;  Mone 7.4 3/3(100) 3 YMRS
5-HT;, antagonist
ADHD
Serdexmethylphenidatedexmethylphenidate 2021 Inhibition of NE/dopamine  None 35 1/1 (100} 1 SKAMP-C
reuptake
Viloxazine 2021 Inhibition of NE reuptake None 10.4 3/4(75) 3 ADHD-RS-5
Parkinson disease psychosis
Pimavanserin 2016 5-HT,, antagonist Priority review; 11.8 1/4(25) 1 SAPS-PD
breakthrough
Acute agitation associated with schizophrenia
or bipolar disorder Ahn-Horst, MD, MPH et al.
Dexmedetomidine 2022 Alpha-2 adrenergic agonist  Fast track 2.3 2/2 (100) 2 PEC 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
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WE DO THIS NOT BEGAIISE I'I' 1S EASY

A n""

BUT BECAUSEWE
"THOUGHT IT WOULD BE EASY.
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