
Psychepedia psychepedia.arabpsychology.com

Second-Generation Antipsychotics:
Attitudes & Usage

Authored by

mohammed looti

November 30, 2025

RECOMMENDED CITATION

mohammed looti (2025). Second-Generation Antipsychotics: Attitudes & Usage.

Psychepedia. Retrieved from https://psychepedia.arabpsychology.com/?p=27333

ARABPSYCHOLOGY.C
OM

https://psychepedia.arabpsychology.com/?p=27333
https://psychepedia.arabpsychology.com/?p=27333
https://psychepedia.arabpsychology.com/?p=27333
https://psychepedia.arabpsychology.com
https://psychepedia.arabpsychology.com


Second-Generation Antipsychotics: Attitudes & Usage 2

Psychepedia psychepedia.arabpsychology.com

Introduction to Second-Generation Antipsychotics (SGAs)

The introduction of Second-Generation Antipsychotics (SGAs), often referred to as atypical

antipsychotics, marked a significant paradigm shift in the pharmacological management of severe

mental illnesses, primarily schizophrenia, bipolar disorder, and treatment-resistant depression.

Unlike their predecessors, the First-Generation Antipsychotics (FGAs), SGAs were initially

heralded for their reduced propensity to induce extrapyramidal symptoms (EPS), a debilitating set

of movement disorders that severely compromised patient quality of life and adherence. This

perceived advantage immediately shaped initial clinical attitudes, positioning SGAs as the

preferred first-line treatment option across many international guidelines. However, the subsequent

decades of clinical experience and rigorous comparative trials have revealed a complex profile,

leading to a nuanced and sometimes polarized set of attitudes among clinicians, patients,

caregivers, and health policymakers regarding their overall utility and superiority compared to

FGAs.

Attitudes toward SGAs are not monolithic but rather multifaceted, influenced by a confluence of

clinical trial data, real-world effectiveness studies, individual patient response variability, and

evolving understanding of long-term safety profiles. Early enthusiasm was rooted in the hypothesis

that SGAs offered superior efficacy, particularly for negative symptoms of schizophrenia, alongside

their favorable EPS profile. While this hypothesis held true for some agents within the class,

subsequent large-scale studies, notably the Clinical Antipsychotic Trials of Intervention

Effectiveness (CATIE), challenged the notion of universal clinical superiority over older agents,

forcing a recalibration of prescribing attitudes. Therefore, contemporary attitudes reflect an ongoing

negotiation between managing acute psychotic symptoms effectively and mitigating the profound

risks associated with metabolic dysregulation, a complex side effect profile characteristic of many

SGAs.

Understanding attitudes requires an examination of the various stakeholders involved in the

treatment ecosystem. For the prescribing physician, attitudes are shaped by clinical guidelines,

pharmaceutical marketing, peer consensus, and direct experience with patient outcomes, often

prioritizing symptom control and relapse prevention. For the patient, attitudes are intrinsically linked

to experienced side effects, perceived efficacy in improving daily functioning, and the level of

autonomy afforded in treatment decisions. Policy makers, conversely, frame their attitudes through

the lens of cost-effectiveness and population health outcomes, particularly given the high

expenditure associated with patented SGA medications. These divergent perspectives create

inherent tension, necessitating a highly individualized and continuous assessment of the risk-

benefit ratio when initiating or maintaining SGA therapy.
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Clinical Perceptions of Efficacy and Superiority

A core determinant of professional attitudes toward SGAs rests on the perception of their clinical

efficacy relative to FGAs. Initial studies suggested that SGAs exhibited a broader spectrum of

action due to their unique receptor binding profiles, combining dopamine D2 antagonism with

potent serotonin 5-HT2A antagonism. This mechanism was theorized to confer advantages in

treating negative symptoms (such as apathy and emotional withdrawal) and cognitive deficits,

areas where FGAs often proved inadequate. Consequently, many clinicians adopted the attitude

that SGAs represented a pharmacological advancement, inherently superior for achieving holistic

recovery rather than mere symptom suppression. This perception drove rapid adoption across

psychiatric practice settings globally, establishing SGAs as the standard of care throughout the

late 1990s and 2000s.

However, the initial consensus regarding widespread superiority was significantly moderated by

rigorous, independent research. The CATIE trial, a landmark study designed to compare the

effectiveness of multiple antipsychotics, revealed that many SGAs did not demonstrate a

statistically significant advantage in overall effectiveness--defined by time until treatment

discontinuation for any cause--when compared directly against older agents like perphenazine.

This empirical evidence introduced a necessary skepticism into clinical attitudes, shifting the focus

from class superiority to individual drug efficacy and tolerability within the SGA group. Clinicians

began to recognize that efficacy varied substantially among individual agents (e.g., clozapine

consistently demonstrating superior efficacy for treatment-resistant cases, while others offered only

modest advantages over FGAs), necessitating a more discriminating approach to selection.

The prevailing attitude among evidence-based practitioners today is one of pragmatic selectivity.

While the promise of superior efficacy across the board has been tempered, the differential efficacy

for specific symptom clusters remains a crucial consideration. For instance, specific SGAs continue

to be favored for their demonstrated effectiveness in managing acute mania or severe aggression,

or for patients requiring treatment with long-acting injectable formulations, which significantly

impact adherence attitudes. Furthermore, attitudes are highly influenced by the concept of

“response heterogeneity”; clinicians recognize that a patient who fails to respond to one SGA may

respond robustly to another, reinforcing an iterative trial-and-error approach guided by continuous

clinical monitoring rather than adherence to a rigid hierarchy of perceived efficacy.

The perception of cognitive benefits also shapes attitudes. Some SGAs are believed to offer

modest improvements in cognitive domains, such as processing speed and working memory,

which are critical determinants of functional recovery. This potential cognitive enhancement, even if

small, positively influences prescriber attitudes when treating patients striving for vocational or

academic success. However, this perceived advantage must be constantly weighed against the

risk of sedation and other side effects that can negatively impact concentration, creating a complex
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clinical calculus that requires nuanced judgment rather than broad generalization about the

superiority of the class.

The Burden of Metabolic and Cardiovascular Side Effects

Perhaps the most significant challenge altering favorable attitudes toward SGAs is the profound

and often life-threatening burden imposed by their metabolic and cardiovascular side effects.

While SGAs successfully mitigated the neurological risks associated with EPS, they introduced

severe new risks, including significant weight gain, dyslipidemia, insulin resistance, and an

increased risk of Type 2 diabetes mellitus. These side effects are not merely cosmetic or

inconvenient; they contribute substantially to the reduced life expectancy observed in patient

populations with severe mental illness. The recognition of this trade-off--less neurological

impairment but greater systemic health risk--has dramatically shifted prescribing attitudes,

particularly in primary care settings and among psychiatrists focused on long-term health

maintenance.

Attitudes toward risk management have evolved considerably over the past two decades. Initially,

the focus was solely on psychiatric stabilization. Now, contemporary clinical attitudes mandate

proactive screening and aggressive management of metabolic parameters. Prescribers now

approach SGA selection with an awareness of the differential metabolic risk inherent to specific

agents (e.g., olanzapine and clozapine carry higher risk compared to aripiprazole or ziprasidone).

This awareness translates into a heightened sense of responsibility, often requiring psychiatrists to

collaborate closely with primary care physicians or endocrinologists to mitigate side effects. Failure

to address these metabolic risks not only compromises the patient's physical health but also

severely erodes patient trust and adherence, thereby negatively shaping patient attitudes toward

the medication itself.

The long-term health implications associated with these side effects necessitate a continuous re-

evaluation of treatment goals. Clinical attitudes must balance the acute need for psychiatric

stability against the long-term goal of reducing cardiovascular mortality. This balancing act is

particularly acute when treating younger patients, where decades of exposure to high-risk SGAs

can lead to premature onset of severe chronic diseases. The prevailing attitude is that SGAs are

powerful tools, but they require vigilance; their use must be justified not only by psychiatric

symptom reduction but also by a comprehensive plan for metabolic surveillance and intervention.

The ethical imperative to “do no harm” is heavily scrutinized when considering agents known to

induce significant weight gain and metabolic syndrome.

Prescriber Attitudes: Balancing Risk, Benefit, and Patient Preference

Prescriber attitudes are complex, reflecting a dynamic interplay between clinical evidence,

ARABPSYCHOLOGY.C
OM

https://psychepedia.arabpsychology.com/?p=27333
https://psychepedia.arabpsychology.com
https://psychepedia.arabpsychology.com


Second-Generation Antipsychotics: Attitudes & Usage 5

Psychepedia psychepedia.arabpsychology.com

individual patient needs, and institutional pressures. Many psychiatrists maintain a generally

positive attitude toward SGAs due to their efficacy in managing acute psychosis and their reduced

risk of EPS, which can be highly distressing for patients. However, this positive disposition is

tempered by the necessity of obtaining rigorous informed consent regarding metabolic risks. The

modern prescriber attitude emphasizes shared decision-making, where the psychiatrist presents a

comprehensive overview of potential benefits and risks, allowing the patient to weigh these factors

based on their personal priorities, lifestyle, and previous experiences with medication.

The choice of SGA is often guided by a hierarchical attitude based on tolerability profiles. If a

patient has a history of poor adherence due to sedation or weight gain, the prescriber will typically

favor agents with lower liability for those specific side effects, even if it means sacrificing a

potentially higher level of efficacy. Conversely, for patients with severe, refractory symptoms, the

attitude shifts toward maximizing efficacy (often utilizing high-risk agents like clozapine or

olanzapine), provided intensive metabolic monitoring is implemented. This pragmatic approach

recognizes that the “best” antipsychotic is the one the patient is willing and able to take

consistently, prioritizing real-world effectiveness over theoretical efficacy metrics.

Furthermore, prescriber attitudes are heavily influenced by the availability of long-acting injectable

(LAI) formulations of several SGAs. The ability to administer medication reliably, bypassing the

daily challenge of oral adherence, is viewed extremely favorably, particularly for patients with a

history of recurrent relapse due to non-adherence or poor insight. The attitude toward LAIs is that

they significantly improve prognostic indicators and reduce the burden on caregivers, thereby

justifying their often higher initial cost. The introduction of these formulations has reinforced the

positive attitude toward SGAs as agents that facilitate recovery and reduce hospitalization rates,

emphasizing their role in promoting stability and continuity of care.

Patient Experiences and the Challenge of Adherence

Patient attitudes towards SGAs are perhaps the most crucial determinant of treatment success, as

adherence rates directly correlate with reduced relapse and improved functional outcomes.

Patients often approach SGA treatment with apprehension, fueled by past negative experiences

with medication side effects, societal stigma, and a reluctance to accept a chronic illness

diagnosis. A significantly negative attitude is often precipitated by the immediate onset of

uncomfortable side effects, such as profound sedation, sexual dysfunction, or rapid, uncontrollable

weight gain. When these side effects significantly impair quality of life or body image, the patient's

immediate attitude shifts toward discontinuation, regardless of the drug's efficacy in controlling

primary psychotic symptoms.

The challenge of adherence is deeply rooted in the patient's subjective experience of medication

effects. While clinicians focus on objective symptom reduction, patients prioritize subjective well-
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being and functional capacity. If an SGA causes emotional blunting or cognitive fog, the patient

may feel that the medication is hindering, rather than helping, their ability to engage with work,

education, or social relationships. This negative subjective experience fosters an attitude of

resistance and leads to covert non-adherence, where the patient reduces dosage or skips doses

without informing the treatment team. Educating the patient about expected side effects and

providing strategies for mitigation (e.g., dietary modification, exercise) is essential for maintaining a

positive attitude toward compliance, requiring open and continuous dialogue.

Positive patient attitudes, conversely, are strongly correlated with effective communication and

perceived control over the treatment process. When patients feel heard, and their concerns

regarding side effects are promptly addressed, they are more likely to accept the treatment

regimen. Factors contributing to positive attitudes include noticeable improvements in functional

status, reduced severity of distressing symptoms, and a minimal impact on lifestyle. Therapeutic

alliance is paramount; a patient who trusts their prescriber to adjust the regimen based on

feedback is far more likely to maintain a long-term positive attitude toward their SGA, viewing it as

a necessary tool for stability rather than a coercive mechanism of control or a source of distress.

Economic and Formulatory Influences on Prescribing Attitudes

Economic factors play a substantial, though often unspoken, role in shaping prescribing attitudes

toward SGAs, particularly within publicly funded healthcare systems or managed care

environments. When SGAs were first introduced, they were exclusively patented, high-cost

medications. This high cost created an initial barrier, leading to cautious prescribing attitudes and

often requiring justification for use over cheaper, generic FGAs. This dynamic established a

preference hierarchy driven by fiscal constraints. Over time, as many key SGAs lost patent

protection and became available as generics, this economic attitude shifted dramatically, making

SGAs more accessible and reinforcing their status as first-line agents due to a favorable cost-

benefit ratio compared to the newer, still-patented molecules.

However, economic considerations continue to influence attitudes regarding newer or specialized

SGA formulations. For instance, the high cost of certain long-acting injectable SGAs, while

clinically advantageous for adherence, still necessitates formulary restrictions in many jurisdictions.

Prescribing attitudes in these contexts become highly strategic; clinicians must weigh the

immediate cost burden against the projected long-term savings resulting from reduced

hospitalization and relapse rates. Attitudes among hospital administrators and insurance providers

often favor generic SGAs unless compelling evidence of therapeutic failure exists with the cheaper

options, creating tension between clinical preference and fiscal responsibility within the

healthcare system.

Furthermore, pharmaceutical industry influence, while strictly regulated, historically played a
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significant role in shaping initial prescribing attitudes. Educational initiatives and promotional

activities highlighting the reduced EPS risk fostered a widely positive attitude toward the entire

class. While evidence now dictates a more balanced view, the initial framing of SGAs as

revolutionary treatments persists in the attitudes of some older practitioners. Contemporary

prescribing attitudes are increasingly scrutinized for independence, favoring evidence derived from

publicly funded trials over industry-sponsored research, thereby ensuring that clinical effectiveness

and patient safety, rather than marketing, drive medication choice and formulary decisions.

Stigma and Sociocultural Attitudes Towards SGA Use

Sociocultural attitudes significantly affect both the initiation and maintenance of SGA treatment.

Despite decades of advocacy, the stigma surrounding mental illness—particularly severe

conditions like schizophrenia—remains pervasive. This stigma translates into negative attitudes

toward any treatment perceived as confirming the diagnosis, including antipsychotic medication.

Patients may resist taking SGAs not only because of side effects but because the act of taking the

medication serves as a public marker of their illness, threatening their social identity, employment

prospects, and relationships. This resistance is a powerful, non-pharmacological barrier to

treatment adherence that clinical interventions alone cannot fully address.

Caregiver attitudes also play a critical role. Family members often hold mixed attitudes: relief that

the medication controls disruptive symptoms, but anxiety regarding the potential long-term side

effects, particularly weight gain and metabolic risks. In some cultures, there may be a strong

negative attitude toward psychiatric medication in general, favoring traditional or non-

pharmacological interventions, viewing medication as a sign of personal or familial failure. These

sociocultural pressures can lead to family conflict regarding treatment plans and influence the

patient's willingness to comply, often resulting in treatment gaps or discontinuation. Addressing

these external attitudes requires culturally sensitive psychoeducation and family therapy aimed

at demystifying the medication process and validating family concerns.

Public attitudes are generally shaped by media portrayals, which often sensationalize mental

illness and its treatment. While SGAs are intended to normalize brain function, they are sometimes

depicted as agents that suppress individuality or create a zombie-like state, contributing to fear and

misunderstanding. This negative public perception contributes to the internalization of stigma by

patients, reinforcing negative attitudes toward treatment. Counteracting this requires systematic

public health campaigns that promote accurate information about the efficacy of SGAs in restoring

function and minimizing disability, shifting the attitude from one of fear and judgment to one of

acceptance and support for recovery and integration into the community.

Future Directions in Attitude Research and Clinical Implementation
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Future research focused on attitudes toward SGAs must move beyond simple satisfaction surveys

to explore the complex cognitive and emotional factors influencing treatment decisions. A critical

area is understanding how genetic polymorphisms impact individual responsiveness and

tolerability, allowing for a personalized medicine approach. If clinicians can predict which patients

will respond favorably with minimal metabolic risk, prescribing attitudes will shift decisively toward

greater confidence and acceptance. This precision approach would fundamentally alter the current

trial-and-error attitude that characterizes much of contemporary prescribing, reducing patient

frustration and improving long-term engagement.

Another key direction involves the development of novel SGAs or adjunctive treatments specifically

designed to mitigate the most impactful side effects, particularly weight gain and metabolic

syndrome. The introduction of SGAs with novel mechanisms (e.g., partial agonism) has already

demonstrated how pharmacological innovation can positively influence prescribing attitudes by

offering safer profiles. Furthermore, research into non-pharmacological interventions, such as

specialized nutritional counseling and exercise programs integrated into psychiatric care, will

reinforce positive attitudes by providing patients with tools to manage side effects proactively,

thereby increasing their sense of control and improving adherence through a holistic approach.

Finally, improving attitudes requires systematic changes in training and policy. Future prescribers

need rigorous education not only in psychopharmacology but also in metabolic medicine and

advanced communication skills necessary for shared decision-making. Policy attitudes must evolve

to prioritize long-term preventative health measures, ensuring that resources are allocated for

comprehensive metabolic monitoring and intervention, not just acute symptom management.

Ultimately, fostering a sustainable, positive attitude toward SGAs depends on the continuous

integration of clinical expertise, patient values, and rigorous scientific evidence, ensuring that these

powerful medications are used judiciously and effectively to promote long-term recovery and

well-being.
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