
Volume 6   Issue 48  Journal for Clinical Studies

Watch Pages

Improving Treatment Options in Schizophrenia: 
Considering the Whole Patient
New schizophrenia medications are currently in clinical 
trials, with the potential to provide increasingly 
comprehensive treatment options to patients with 
this debilitating disorder. Half of the 24 million people 
around the globe affected by schizophrenia do not 
receive appropriate treatments1. This severe psychiatric 
disorder is twice as prevalent as Alzheimer’s Disease and 
five times as prevalent as Multiple Sclerosis2. Despite 
available treatments, schizophrenia is still a chronic, 
disabling illness3 with symptoms that remain untreated 
by marketed medications. However, among psychiatric 
disorders, the therapeutic indication of schizophrenia 
has the most medicines currently in development, 
many of which target formulation improvements, novel 
mechanisms of action, and unmet patient needs4. Newer 
treatments in schizophrenia may eventually address the 
whole patient, with the objective of recovery5, not just 
periods of remission, to give this population a chance at 
a life previous generations did not experience.  

Medication Non-adherence
Patients with schizophrenia have high medication non-
adherence rates, ranging from 30-65%4, 6. Due to the 
nature of the disorder, patients commonly have poor 
insight into their illness and often discontinue their 
medications prematurely. Treatment non-compliance 
not only exposes the patient to increased symptoms, it 
can significantly interfere with future clinical care and 
can be associated with higher suicide risk7. Long-acting 
injectable (LAI) medications have been a solution for this 
non-compliance. 

The available LAIs on the market for schizophrenia 
are injectable formulations of both first- and second-
generation antipsychotics. Despite consensus among 
physicians that LAIs are effective at managing treatment 
non-compliance, LAI prescription rates have declined 
and are lower than expected, with only a small fraction 
of patients being prescribed these medications6. Among 
the reasons LAIs are not used more frequently are 
physicians’ beliefs that patients prefer oral medications, 
patients’ concerns about injection pain, clinicians’ 
lack of appreciation of the higher relapse rates among 
patients non-compliant with oral medications, and 
prescriber misconceptions about the effectiveness of 
LAIs during early schizophrenia6. Nonetheless, once 
patients are prescribed these longer-acting medications, 
both healthcare staff’s and patient’s attitudes towards 
LAIs improve6.  

Both recently approved LAIs, and those currently in 
clinical trials, are enhanced formulations to address 
common clinical concerns. Improvements include: 
needle-free delivery8, subcutaneous delivery9, additional 
dose strengths10, less frequent injections9-11, controlled 

formulations to prevent bursts or dose-dumping12; 
and easier reconstitution and preparation9, 13. These 
improvements in LAIs are timely, with recent research 
suggesting that earlier and more regular use of LAIs 
can be neuroprotective, shaping the course of the illness 
long-range6. 

Cognitive Impairment and Negative Symptoms
Cognitive impairment associated with schizophrenia 
(CIAS), and predominant or persistent negative symptoms 
in schizophrenia (NSS), remain two unmet areas of need. 
Cognitive dysfunction is a core feature in schizophrenia 
that is associated with poor quality of life and functional 
impairments, and affects nearly all patients. NSS affects 
a quarter of the schizophrenia population, responds 
poorly to medications, and causes significant disability.

Newer investigational drugs that address CIAS and NSS 
head on are primarily adjunctive new molecular entities 
(NMEs) targeting specific neurobiological systems novel 
to schizophrenia treatment. While CIAS and NSS are 
distinct symptom sets, both indications have had similar 
challenges in clinical trials. Neither CIAS nor NSS have 
made it past Phase III investigation. The primary outcome 
measures used in CIAS and NSS have not yet been 
associated with positive outcomes in Phase III studies 
and they require extensive rater training. Both CIAS and 
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NSS are subject to the industry burden of bringing CNS 
NMEs to market, which costs up to $1.2 billion over a 15-
year time investment from the time of early discovery, 
and experiences a less than 10% success rate14. Still, with 
an open seat waiting in the market for a CIAS patient 
share of 33-50% worldwide15, there are new candidates 
currently in Phase II and III clinical trials, publically 
listed, such as alpha-7 nicotinic receptor agonists, PDE-10 
inhibitors and selective estrogen receptor molecules. In 
NSS, recent studies evaluating alpha-7 nicotinic receptor 
agonism and glycine transporter type 1 (GlyT1) inhibition 
have failed in Phase II and III trials; a small number of 
investigational trials are currently ongoing.

In summary, clinical studies of LAIs seek to address 
limited clinical use with formulation improvements. While 
there remain no approved medications for CIAS or NSS 
to date, clinical trials in both indications demonstrate an 
expansion of research into areas of unmet needs. These 
advancements in schizophrenia trials give hope of a 
promising future for this population, in which outcomes 
may be improved by treating the whole patient. 
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