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Abstrak 

Skizofrenia tipe paranoid merupakan tipe skizofrenia yang stabil dan 

paling sering terjadi, dengan gejala waham atau halusinasi dan 

penurunan fungsi kognitif dan afektif yang relatif ringan. Waham yang 

terjadi biasanya adalah waham dikejar orang lain, waham kebesaran, 

waham kecemburuan, waham keagamaan, dan lain-lain. Tinjauan 

artikel ini dibuat untuk mempelajari pola pengobatan antipsikotika 

pada pasien skizofrenia paranoid. Sumber literatur mencakup PubMed 

dan Google Scholar selama 10 tahun terakhir. Prosedur penyaringan 

PICO menghasilkan 6 publikasi yang digunakan sebagai data utama. 

Berdasarkan tinjauan artikel ini didapatkan bahwa tujuan utama 

pengobatan antipsikotika pada pasien skizofrenia paranoid adalah 

untuk mencapai fase remisi dengan cepat dan meminimalisir terjadinya 

kekambuhan. Antipsikotika terdiri dari tipikal dan atipikal. Terapi 

antipsikotika dapat diberikan dengan pola monoterapi ataupun 

kombinasi. Penerapan terapi kombinasi antipsikotika bergantung pada 

tingkat keparahan gejala skizofrenia. Pola terapi kombinasi antara 

tipikal-tipikal bertujuan memperkuat terapi antipsikotika untuk 

mengatasi efek sedatif dan gejala positif, dengan cara mengantagonis 

reseptor D2 dan D3. Sedangkan terapi kombinasi tipikal-atipikal dan 

atipikal-atipikal, bertujuan untuk memperbaiki kualitas hidup pasien. 

Interaksi agen antipsikotika atipikal dengan reseptor serotonin dan 

dopamin dapat meningkatkan efektivitas dalam mengatasi gejala 

positif dan negatif serta menurunkan risiko ekstrapiramidal. Pada hasil 

kajian literatur ini dihasilkan bahwa pasien skizofrenia paranoid dapat 

mencapai fase remisi dengan segera menggunakan monoterapi 

atipikal, kombinasi tipikal dan atipikal, kombinasi atipikal dan atipikal 

antipsikotika dengan penilaian gejala menggunakan PANSS dan GAF. 

 

Abstract 

Paranoid schizophrenia is the most common subtype of schizophrenia, 

characterized by the occurrence of delusions or hallucinations, along 

with a relatively small loss in cognitive and emotional functions. The 

common delusions include persecutory delusions, delusions of 

grandeur, delusions of jealousy, and religious delusions, among others. 

This article review examines the patterns of antipsychotic treatment in 

individuals diagnosed with paranoid schizophrenia. The literature 

sources comprise PubMed and Google Scholar from the last decade. 

The PICO screening process yielded 6 papers utilized as primary data. 

The review of this article indicates that the primary objective of 

antipsychotic treatment in individuals with paranoid schizophrenia is to 

reach early remission while minimizing the possibility of relapse. 

Antipsychotics are categorized into typical and atypical types. 
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Antipsychotic therapy may be taken as monotherapy or in combination. 

The application of antipsychotic combination therapy is contingent upon 

the severity of schizophrenia symptoms. Taking regular antipsychotics 

together is meant to make treatment more effective by lowering the 

sedative effects and boosting positive symptoms by blocking D2 and D3 

receptors. The combined therapy of typical-atypical and atypical-atypical 

seeks to enhance patients' quality of life. Atypical antipsychotic drugs 

that bind to serotonin and dopamine receptors can help manage both 

positive and negative symptoms better while lowering the risk of side 

effects outside of the brain. This review shows that people with paranoid 

schizophrenia can get better with atypical monotherapy, combination of 

typical-atypical or a combination of atypical-atypical antipsychotics 

while their symptoms are monitored using the PANSS and GAF.   

INTRODUCTION
Schizophrenia is a serious mental illness 

that affects how a person communicates and 
perceives reality, leading to experiences like 
hearing or seeing things that aren't there, trouble 
thinking clearly, lack of motivation and interest in 
life, and feeling tired, which makes it hard to do 
everyday tasks (Kemenkes RI, 2021; Tanjung, 
Neherta, & Sarfika, 2022). According to 2018 data 
from the National Institute of Mental Health 
(NIMH), there are over 51 million individuals with 
schizophrenia worldwide, with around 1.1% of the 
patient population being above 8 years of age. 
WHO data indicates that, in 2016, the global 
prevalence of schizophrenia was 450 million 
individuals. According to data from the Indonesian 
Ministry of Health in 2019, Indonesia has a 
prevalence of 1,000 schizophrenia patients (Tiara 
et al., 2020). Paranoid schizophrenia is the most 
stable and prevalent variant. Treatment-
responsive paranoid schizophrenia has a better 
prognosis than other forms. The symptoms are 
quite consistent, and the patient may or may not 
behave in accordance with their delusions. The 
main sign of paranoid schizophrenia is having 
strong delusions or auditory hallucinations, even 
though the person's emotions and thoughts are 
usually fine. Delusions typically manifest as 
persecutory or grandiose, while other thematic 
delusions, like those of jealousy, religious 
significance, or physical concerns, may also occur. 
Additional traits encompass worry, hostility, 
avoidance, argumentative behavior, aggression, 
and infrequent displays of chaotic behavior (Kakar 
et al., 2023). 

Antipsychotic treatment is required for 
nearly all instances of acute psychosis in 
individuals with schizophrenia. Antipsychotics are 
classified into two categories: typical 
antipsychotics (FGA) and atypical antipsychotics 
(SGA). There are several reasons why atypical 
antipsychotics are better than typical 
antipsychotics. These include fewer side effects, the 
ability to treat both positive and negative 
symptoms, and a strong interaction between the 
dopaminergic and serotonergic systems. Serotonin 

regulates dopamine activity and is presently 
preferred due to its relative safety (Surbakti, 
Sinaga, & Sianipar, 2022). Schizophrenia 
treatment includes two types: monotherapy and 
combination therapy. The goal of combination 
therapy is to make antipsychotics work better and 
help people who don't respond well to medication. 
It also aims to change the receptor profile of 
antipsychotics to make them work better and lower 
the risk of side effects in some cases. Monotherapy 
enables clinicians to monitor treatment response, 
assist patients in remembering their response to 
each treatment, reduce the risk of adverse effects, 
and facilitate the regulation of symptoms. The 
ineffectiveness of monotherapy in managing 
schizophrenia has led to the use of combination 
antipsychotic medication (Jusuf et al., 2024). 

Azizah (2025) research finds that the most 
common type of antipsychotic usage is combined 
antipsychotic therapy, accounting for 63.19% 
(Azizah, 2025). The main combination of 
antipsychotics is atypical-atypical, with 60.55% of 
usage, due to the minimal side effects and 
effectiveness in treating both positive and negative 
symptoms (Fadilla & Puspitasari, 2016). Atypical-
atypical combinations are the most commonly 
prescribed antipsychotics, totaling 60.55% of 
usage, because they have minimal side effects and 
efficacy in treating both positive and negative 
symptoms (Saputri, Sulistyawati, & Untari, 2018). 
In the research conducted by Tiihonen et al (2019), 
which analyzed 62,250 inpatients with 
schizophrenia through a retrospective 
observational cohort study from 1996 to 2015, it 
was reported that combination antipsychotic 
therapy reduces the rehospitalization risk by 7% 
compared with monotherapy antipsychotics 
(Tiihonen et al., 2019). Nevertheless, these 
findings are contradicted by the research of Kadra 
et al. (2018), which presents a sample size of 5,523 
in an observational cohort study conducted from 
2007 to 2014 on hospitalized schizophrenia 
patients. The study indicated that patients getting 
combination antipsychotic therapy presented a 
greater risk of rehospitalization within the first six 
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months post-discharge compared with patients 
receiving monotherapy with antipsychotics (Kadra 
et al., 2018). Several studies indicate variability in 
the efficacy of combination antipsychotic 
medication, requiring further research of 
remission rates and relapse occurrences. 
Multiple studies indicate variability in the efficacy 
of combination antipsychotic medication, 
requiring further research of remission rates and 
relapse incidence. 

The patient will reach the remission phase 
when the symptoms of schizophrenia improve and, 
therefore, no longer severely disrupt behavior. We 
can conduct the assessment using PANSS and GAF. 
If the PANSS score of the patient consistently 
decreases from the commencement to the 
conclusion of the treatment, the therapy may be 
deemed successful. Additionally, if the GAF score 
consistently increases from the start to the end of 
the treatment, we consider the therapy successful. 
The residual symptoms should exhibit modest 
severity, remaining beneath the threshold, with a 
GAF score exceeding 61-100 and a PANSS score of 
less than 7 for each item (Rissa & Darmawan, 
2021). Therapeutically, treatment can be 
considered effective if the whole PANSS score 

decreases by a minimum of 19%–28% (Azizah, 
2025). 

This scoping review aims to provide 
information about options for therapy that may 
accelerate patient remission and reduce recurrence 
incidence. This publication will serve as a starting 
point for assessment and contributions towards 
improving therapy for individuals with paranoid 
schizophrenia in the inpatient unit of a psychiatric 
hospital. The findings of this investigation could 
serve as a benchmark for subsequent research, 
especially in the domain of health. 
 
METHOD 

This research is a scoping review with the 

following processes: formulating the research 

topic, finding relevant studies, selecting studies, 

mapping data, organizing, summarizing, and 

presenting the findings. Scoping review uses the 

Preferred Reporting Item for Systematic Review 

and Meta-Analyses (PRISMA), which is used to 

provide an overview related to the research topic. 

Literature search using PubMed and Google 

Scholar. The keywords used for each database are 

listed in Table 1.

Table 1. Search strategy 

Databases Syntax Article 

Pubmed prognosis AND schizophrenia paranoid 48 

antipsychotics AND paranoid schizophrenia 156 

paranoid schizopherenia AND remission phase 8 

paranoid schizophrenia AND antipsychotic and PANSS scale 26 

Google Scholar skizofrenia paranoid AND antipsikotika AND remisi AND PANSS scale 34 

 
The search for articles in this scoping 

review was conducted from February 17 to 21, 
2025, with article publications from 2015 to 2025, 
accompanied by the establishment of inclusion and 
exclusion criteria using PICO. The search strategy 
was carried out by determining the inclusion 
criteria, namely patients with paranoid 
schizophrenia who underwent inpatient therapy 
and received antipsychotic therapy to achieve the 

remission phase with score GAF and PANSS scale. 
The exclusion criteria are unclear research subjects 
and studies, as well as non-accredited articles. The 
primary data used includes original text, case 
studies, and observational data, and secondary 
data is also used to support the search for journals 
in this research discussion. The articles used in this 
study must be accredited and published in English 
or Indonesian.

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Identification through the database: Pubmed, Google 
Scholar (n: 272) 

 

Remaining research after removing duplicates: (49) 
Basis data: Pubmed, Google Scholar 

(n: 223) 
 

Filtered research (n: 15)  

Research is assessed for suitability (n: 6) 
 

Identification 
 

Filtering 

Appropriateness 

Figure 1. Diagram PRISMA 
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RESULT AND DISCUSSION 

Table 2 presents ten publications examining 
the patterns of antipsychotic medication utilized in 
individuals with schizophrenia to attain the 
remission phase. The studies were conducted from 

2015 to 2025. The utilized antipsychotics vary, 
encompassing both typical (first generation) and 
atypical (second generation) agents, administered 
as monotherapy or in combination.  

Table 2. Literature review results 

Author Sources Therapy Score PANSS / GAF 

Lubis (2023) Prima Medical 
Journal (Primer) 

Risperidone PO 2x1 mg/day for 3 
days 

PANSS 
Pre: unknown 
Post: 70 (has already had a 
decrease exceeding 50%) 
 
GAF 
Pre: 20-11 
Post: 80-71 

Akramah & 
Harahap 
(2025) 

Vitalitas medis: 
Jurnal Kesehatan 
dan Kedokteran 

Haloperidole 5 mg/mL, 
Risperiodone 2x2 mg 

GAF 
Pre: 70-61 
Post: Unknown 

Utami & 
Septa (2017) 

Majority Risperidone 2x1 mg, after 5 days, 
the dosage increased to 2x2 mg 

GAF 
Pre: 70-61 
Post: 50-41 

Tsou & 
Huang 
(2016) 

Bulletin of Royal 
Australian and 
New Zealand 

College of 
Psychiatrists 

Quetiapine 200 mg/day 
(extended release), after 1 year of 
therapy, switched to Olanzapine 

at a dosage of 10 mg/day 

PANSS 
Pre: 53 
Post: 47 

Chen et al 
(2020) 

Brain and 
Behavior 

Risperidone for 8 weeks, started 
from an initial dose of 1 mg daily 
and gradually increasing to 4-6 

mg daily in 6-7 days. 

PANSS 
Pre: 66,9 ± 9,4  
(52 of patient) 
Post: 49,9 ± 8,4 (47 of patient) 

Azizah 
(2025) 

Indonesian 
Journal of Global 
Health Research 

Monotherapy Atypical 
(Risperidone, Aripiprazole, 

Olanzapine, Quetiapine, 
Clozapine), combination of 

atypical and atypical 
antipsychotic, combination of 

typical and atypical antipsychotic 
with the length of hospitalization 

was 11 to 20 days. 

The mean percentage decrease 
in PANSS-EC scores is 48%. 

 
The antipsychotic regimen for individuals 

with paranoid schizophrenia involves the 
administration of both standard and atypical 
antipsychotic medications, which may be utilized 
as monotherapy or in combination. Table 2 
indicates that the primary antipsychotic treatment 
strategy for patients with paranoid schizophrenia 
involves a combination antipsychotic therapy 
(Azizah, 2025; Akramah & Harahap, 2025). The 
application of antipsychotic combinations results 
in different and increased receptor targets, 
potentially increasing the efficacy of antipsychotics 
through additive D2 dopaminergic receptor 
antagonism, while also anticipated reducing the 
adverse effects related to the dosages of each 
medication (Saputri, Sulistyawati, & Untari, 2018). 
According to the study by Saharuddin, Ikawati, & 
Kristanto (2021) on the “Comparison of the 

Effectiveness of Antipsychotic Therapy Regimens 
for Schizophrenia Patients at dr. Ernaldi Bahar 
Mental Hospital in Palembang”, Haloperidol is the 
most commonly administered typical antipsychotic 
(Saharuddin, Ikawati, & Kristanto, 2021).  

Figure 2 indicates the "consensus on the 
management of schizophrenia disorders" created 
by the "Indonesian Psychiatric Specialist 
Association" in 2011, the goal of therapy in the 
acute phase is to prevent schizophrenia patients 
from harming themselves or others, to control 
destructive behavior, and to reduce the severity of 
psychotic symptoms and other related symptoms, 
such as agitation, aggression, and restlessness. 
Typical antipsychotic injections are often used to 
manage acute agitation in schizophrenia. The 
action of this drug is very fast. However, there are 
several side effects often associated with typical 



 J PHARM SCI & PRACT, 2025, 12(2): 55 - 65 

 

JOURNAL OF PHARMACY SCIENCE AND PRACTICE I VOLUME 9 I NUMBER 2 I OCTOBER 2022                                                                                          122 

antipsychotic injections, such as acute dystonia 
and QTc prolongation. These side effects can lead 
to non-compliance with treatment. 
Atypical antipsychotics, both oral and injectable, 
are beneficial in controlling agitation during the 
acute phase of schizophrenia. In addition, their 
tolerability and safety are better compared to 
typical antipsychotics. Research shows that short-

term injectable atypical antipsychotics like 
olanzapine, aripiprazole, and ziprasidone work 
well to manage agitation in the early stages of 
schizophrenia (Perhimpunan Dokter Spesialis 
Kedokteran Jiwa Indonesia, 2011). Both the 2019 
Korean Medication Algorithm for Schizophrenia in 
Figure 3 and this one allow atypical antipsychotics 
as first-line therapy (Lee et al., 2020).

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Figure 2. Indonesian Medication Algorithm for Schizophrenia 2011 (Perhimpunan 
Dokter Spesialis Kedokteran Jiwa Indonesia, 2011). 

Figure 3. Korean Medication Algorithm for Schizophrenia 2019 (Lee et al., 2019). 
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This literature review found types of 
therapy that can bring patients into the remission 
phase. As for the findings of researcher Lubis 
(2023) on the use of risperidone, during the first-
week follow-up on August 31, 2020, the patient's 
symptoms had decreased, but delusions and 
auditory hallucinations were still present, and 
there were no complaints of extrapyramidal 
symptoms. Then, when looking at the PANSS 
score, there was a slight improvement but still less 
than 20%, so the Risperidone dose was increased 
to 4 mg per day in divided doses. During the 
second-week follow-up on September 7, 2020, the 
presence of delusions and auditory hallucinations 
persisted, albeit with a reduction in their intensity. 
Although the PANSS score had decreased from the 
initial score, it remained below 50%. The dose of 
Risperidone was increased to 4 mg per day. In the 
third week's follow-up, on September 14, 2020, the 
patient became cooperative and felt much calmer. 
The patient no longer suspects their family and 
siblings. The PANSS score has also decreased from 
the initial score, indicating that the therapy being 
used has shown progress, with a reduction in the 
score on the PANSS scale of over 50% (Lubis, 
2023). 

Based on the research by Akramah & 
Harahap (2025), the therapeutic management in 
this case includes the administration of 
psychopharmacological therapy with lodomer 5 
mg/ml extra, risperidone 2x2mg, diazepam 1x2mg, 
and also supportive psychotherapy such as 
ventilation, counseling about the illness, and 
sociotherapy. Thus, the patient achieved a Global 
Assessment of Functioning (GAF) Scale score of 
70-61, indicating mild and persistent symptoms, 
mild functional impairment, and overall good 
health (Akramah & Harahap, 2025). In the study 
by Utami & Septa (2017), the therapy used was 
risperidone at a dose of 2 times 1 mg per day. The 
dose of risperidone was increased to 2x2 mg per 
day after 5 days. The patient's GAF during the 
treatment period (current GAF) is 50-41, while the 
highest GAF in the past year is 70-61 (Utami & 
Septa, 2017). The use of risperidone was also 
applied in the study by Chen et al (2020), in this 
study Risperidone for 8 weeks, starting from an 
initial dose of 1 mg daily and gradually increasing 
to 4-6 mg daily in 6-7 days.the initial PANSS score 
of 66.9 ± 9.4 became 49.9 ± 8.4 (Chen et al., 2020). 
The study by Tsou & Huang (2016) revealed that 
after a year of therapy, patients using quetiapine 
200 mg/day (extended release) switched to 
olanzapine at a dosage of 10 mg/day, resulting in a 
decrease in PANSS scores from 53 to 47. In Azizah 
(2025) research results, it includes the use of 
atypical antipsychotic monotherapy, a 
combination of atypical-typical antipsychotics, and 
a combination of atypical-atypical antipsychotics, 

which can result in a mean percentage decrease in 
PANSS-EC scores of 48% (Azizah, 2025). 

The majority of typical antipsychotic 
medications function as dopamine antagonists 
(DA). First-generation antipsychotics primarily 
function by antagonizing dopamine at the 
postsynaptic receptors of neurons in the brain, 
especially within the limbic and extrapyramidal 
systems (dopamine D2 receptor antagonists). FGA 
exhibits a strong affinity for D2 receptors, and 
antipsychotics can function efficiently when 
dopamine D2 receptors in the brain are 
suppressed. First-generation antipsychotics may 
reduce the positive symptoms of schizophrenia, but 
typically do not enhance the negative symptoms 
(Yulianty, Cahaya, & Srikartika, 2017). 
Antipsychotics induce additional synaptic actions 
that contribute to a wide variety of adverse effects. 
Consequently, the choice of medication is dictated 
by the type and intensity of the adverse effects that 
manifest. Chlorpromazine can mitigate the risk of 
extrapyramidal symptoms, while haloperidol may 
reduce postural hypotension (Stahl, 2021). These 
antipsychotic medications are generally effective in 
addressing positive symptoms but less successful 
in managing negative symptoms relative to atypical 
agents. Conventional antipsychotics are also 
mostly ineffective in addressing mood disorder 
symptoms and cognitive deficits, which are 
additional manifestations of schizophrenia. 
Conventional antipsychotics exhibit adverse effects 
include extrapyramidal symptoms and tardive 
dyskinesia, frequently resulting in client non-
compliance with the prescribed treatment regimen 
(Stuart & Keliat, 2016; Hafifah, Puspitasari, & 
Sinuraya, 2018; Sagita, Hasni, & Haiga, 2020). A 
further adverse effect of conventional 
antipsychotics is neuroleptic malignant syndrome 
(Stuart & Keliat, 2016; Wijdicks & Ropper, 2024). 

Table 2 of the article review indicates that 
risperidone is the most frequently given single 
atypical antipsychotic for individuals with 
paranoid schizophrenia. Risperidone is the 
primary treatment for schizophrenia. Risperidone 
is an atypical antipsychotic with a strong affinity 
for serotonin 5-HT2 receptors and limited efficacy 
against dopamine D2 receptors. Risperidone not 
only antagonizes dopamine D2 receptors but also 
mitigates positive feelings and stabilizes affective 
symptoms by inhibiting serotonin 2A receptors, 
resulting in enhanced dopamine release in specific 
brain regions, hence diminishing motor side 
effects. Risperidone has been suggested for 
decreasing negative symptoms in schizophrenia, 
decreasing the incidence of psychotic relapses, and 
enhancing cognitive function. This medicine is 
efficacious for the treatment of children, 
adolescents, adults, and the elderly. Multiple 
research indicate that Risperidone is more likely to 
enhance scores on the Positive and Negative 

http://phase.as/
http://doses.in/
http://day.in/
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Syndrome Scale (PANSS) (Azizah, 2025). The use 
of second-generation antipsychotics in 
combination can enhance the management of both 
positive and negative symptoms of schizophrenia 
and is particularly effective for treatment-resistant 
patients; thus, combination antipsychotic therapy 
is advised for schizophrenia treatment when 
monotherapy proves ineffective (Maylani, 
Fadraersada, & Ramadhan, 2018). 

Risperidone not only antagonizes 
dopamine D2 receptors but also mitigates positive 
symptoms and stabilizes affective symptoms. It 
functions by inhibiting serotonin 2A receptors, 
resulting in enhanced dopamine release in specific 
brain regions, therefore diminishing motor adverse 
effects. The antagonistic action on serotonin and 
dopamine maintains dopamine output, thereby 
diminishing extrapyramidal symptoms (Rissa, 
Darmawan, & Siwinarni, 2020). In the research 
conducted by Akramah and Harahap (2025), the 
patients involved were administered a 
combination of haloperidol and risperidone 
(Akramah & Harahap, 2025). The combination of 
typical-atypical can enhance the quality of life. 
Atypical antipsychotic drugs exhibit a high affinity 
for serotonin/5HT3 receptors and a low affinity for 
dopamine receptors. The inhibition of serotonin 
and adrenergic receptor 1 leads to mood 
stabilization and antidepressant effects. Serotonin 
transmission anomalies are thought to induce 
negative symptoms in schizophrenia patients, 
including decreased affect, alogia, apathy, 
anhedonia, and impaired concentration. The 
engagement of atypical antipsychotic medications 
with serotonin and dopamine receptors improves 
efficacy in managing both positive and negative 
symptoms while diminishing the likelihood of 
extrapyramidal side effects (Vicario & Hernandez, 
2013). 

Atypical antipsychotics exhibit a minimal 
propensity to induce akathisia due to their 
decreased affinity for dopamine D2 receptors, 
leading to less severe adverse effects. In the typical-
atypical combination group, the predominant 
administration of typical or atypical antipsychotics 
occurred in conjunction with the anticholinergic 
agent trihexyphenidyl. The use of medications such 
as trihexyphenidyl, lorazepam, benztropine 
mesylate, amantadine, propranolol, and 
diphenhydramine alongside antipsychotics has a 
comparatively diminished risk of inducing adverse 
effects, including extrapyramidal symptoms. The 
metabolism of haloperidol, chlorpromazine, and 
trihexyphenidyl occurs via the cytochrome 
P4503A4 (CYP3A4) enzyme in the liver, producing 
an inactive metabolite. Trihexyphenidyl serves as 
an efficient inducer of the cytochrome P4503A4 
enzyme. This leads to a higher concentration of 
haloperidol in its inactive state, thereby 

diminishing the therapeutic efficacy of haloperidol 
(Hendra, 2020). 

The chi-square statistical study conducted 
by Chung et al (2004) indicates a correlation 
between quality of life and the utilization of a 
combination of antipsychotic drugs.  Atypical 
antipsychotic medications improve quality of life 
across all domains and exhibit fewer adverse 
effects compared to typical antipsychotics, thereby 
augmenting patient adherence, elevating 
subjective satisfaction, diminishing relapse risk, 
and improving overall quality of life (Chung et al., 
2004).  First-generation antipsychotic medications 
exacerbate extrapyramidal symptoms, while 
second-generation antipsychotic medications 
contribute to weight gain but exhibit a reduced 
occurrence of extrapyramidal side effects (Patel et 
al., 2014). 

Risperidone exhibits a strong affinity for 5-
HT2 receptors and moderate action towards D2, 
α1, and α2-adrenergic receptors, resulting in 
hypersalivation. Risperidone induces a more 
significant hypersalivation effect than other 
atypical antipsychotics, including clozapine. This is 
presumably the reason patients develop 
hypersalivation when using risperidone-
haloperidol (Jesić et al., 2012). A further 
combination of conventional and atypical 
antipsychotics is chlorpromazine-risperidone. 
Chlorpromazine is an antipsychotic that inhibits 
the CYP2D6 enzyme, potentially slowing the 
elimination of other antipsychotics metabolized by 
this enzyme, including risperidone. Impaired 
clearance of risperidone results in elevated plasma 
concentrations, with prevalent adverse effects 
comprising hepatotoxicity and allergic responses. 
Numerous studies indicate that second-generation 
antipsychotics induce hepatotoxic effects, 
evidenced by increased liver biochemical markers 
(Telles-Correia et al., 2017). Clozapine is a second-
generation antipsychotic classified within the 
dibenzodiazepine category. It functions by binding 
to D2 receptors with approximately 38% to 47% 
efficacy. The combination of chlorpromazine and 
risperidone is efficacious, as risperidone binds to 
D2 receptors (63% to 89%), thus the addition of 
risperidone is anticipated to augment the response 
to chlorpromazine (Maylani, Fadraersada, & 
Ramadhan, 2018). Experts typically prescribe 
trihexyphenidyl to schizophrenia patients as a 
prophylactic intervention to avert side effects 
associated with conventional antipsychotic 
medications, including Parkinsonian symptoms, 
hypersalivation, and limb rigidity, collectively 
known as extrapyramidal syndrome (Telles-
Correia et al., 2017). 

Besides the typical-atypical antipsychotic 
combination, a another regimen for individuals 
with paranoid schizophrenia is the atypical-
atypical antipsychotic combination (Azizah, 2025). 
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The most commonly given combination therapy of 
atypical antipsychotics is risperidone and 
clozapine, supplemented by trihexyphenidyl (an 
anticholinergic). The combination of risperidone 
and clozapine (atypical-atypical) can significantly 
decrease positive symptoms in schizophrenia 
patients relative to those undergoing monotherapy 
with clozapine. The combination of risperidone 
and clozapine is efficacious for resistant patients, 
as clozapine occupies D2 receptors (16% to 68%) 
but risperidone occupies them more completely 
(63% to 89%). Thus, the inclusion of risperidone is 
anticipated to enhance the patient's response to 
clozapine. The adverse effects resulting from the 
combination of risperidone and clozapine are 
insignificant (Yulianty, Cahaya, & Srikartika, 
2017). 

The combination of risperidone and 
clozapine most significantly elevates the risk of side 
effects associated with antipsychotics. Risperidone 
presents a moderate risk of extrapyramidal 
symptoms (EPS). The incidence of extrapyramidal 
symptoms (EPS) and the requirement for 
anticholinergics are diminished by as much as 40% 
in comparison to first-generation antipsychotics. 
Eight case reports document rabbit syndrome 
triggered by risperidone. At the same time, the 
danger for patients administered clozapine 
includes the occurrence of movement problems 
and hypersalivation, involving at least 50% of 
patients (Indriani, Ardiningrum, & Febrianti, 
2020). Side effects may be influenced by various 
factors, including individual tolerance to each 
drug's side effects, the increased likelihood of side 
effects with multiple drug combinations, and the 
side effects arising from the affinity strength at 
each receptor occupied by the combined drugs. 
Additional classes of medications are administered 
concurrently with antipsychotics in the therapeutic 
regimen for schizophrenia, suggesting that the 
observed side effects may be attributable to these 
adjunctive treatments, consequently exacerbating 
the risk of adverse effects (Yulianti, Cahaya, & 
Srikartika, 2017). 

Treatment with other psychoactive drugs 
is usually added to acute phase treatment to 
address the patient's comorbid conditions or other 
related symptoms, such as agitation, aggression, 
and affective symptoms, to alleviate sleep 
disturbances, and to manage side effects due to the 
use of antipsychotics (Indriani, Ardiningrum, & 
Febrianti, 2020). The most frequently prescribed 
supplementary therapy is the antiparkinsonian 
drug trihexyphenidyl (THP). Trihexyphenidyl is an 
anticholinergic medication commonly employed to 
treat extrapyramidal symptoms (Jusuf et al., 
2024). Trihexyphenidyl is a piperidine derivative 
exhibiting anticholinergic properties and central 
effects akin to atropine, albeit less potent, 
functions by diminishing cholinergic activity in the 

caudate and putamen through the blockade of 
acetylcholine receptors (Rahaya & Cahaya, 2016). 

The implementation of combination 
therapy is contingent upon the severity of 
schizophrenia symptoms. The prevalent use of 
combination therapy in schizophrenia treatment 
arises from the diverse affinities of various 
medicines, suggesting they may synergistically 
target different receptors and enhance efficacy in 
managing psychosis compared to monotherapy. 
The utilization of antipsychotic combinations is 
going to produce higher variability in receptor 
targeting, resulting in enhanced antipsychotic 
efficacy. The inadequacy of conventional 
monotherapy in treating schizophrenia has 
resulted in the implementation of combination 
antipsychotics. In combination therapy, 
conventional antipsychotics are utilized due to 
their swift alleviation of positive symptoms, 
including hallucinations and delusions; however, 
they can precipitate relapse upon withdrawal 
(Azizah, 2025). 

Post-hospitalization, the patient will enter 
the remission phase, characterized by an 
improvement in the symptoms of paranoid 
schizophrenia can be assessed by comparing the 
PANSS or GAF scores prior to and after to the 
patient's therapy. The Positive and Negative 
Syndrome Scale (PANSS) is a tool used to assess 
the health condition of psychiatric patients by 
evaluating positive symptoms, negative symptoms, 
overall functional impairment, and general 
psychopathology. The PANSS is a tool that 
completed validation, reliability, and sensitivity 
testing by the Faculty of Medicine, UI in 1994. This 
tool can be utilized in Indonesia to accurately and 
specifically identify pharmacological alterations in 
the positive and negative symptoms of 
schizophrenia. The PANSS is a validated subscale 
of the PANSS that quantifies agitation symptoms 
by evaluating five specific indicators: restlessness, 
aggression, tension, uncooperativeness, and 
impaired impulse control. A greater PANSS-EC 
score indicates a deteriorating patient status (Rissa 
& Darmawan, 2021; Suryani, Mawaddah, & 
Suhartanti, 2024). 

The PANSS is a 30-item assessment scale 
that incorporates 18 items from the Brief 
Psychiatric Rating Scale (BPRS) and 12 items from 
the Psychopathology Rating Schedule. The PANSS 
necessitates a patient interview of 30 to 40 minutes 
to collect data for evaluating the existence and 
severity of psychopathology throughout the 
preceding week. The PANSS instrument offers 
comprehensive descriptions for each topic along 
with specific anchor criteria for the seven rating 
points: 1 = none, 2 = minimal, 3 = mild, 4 = 
moderate, 5 = moderately severe, 6 = severe, 7 = 
extreme. A number of 1 signifies the lack of 
symptoms, whereas a score of 7 indicates extremely 
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severe symptoms. The 30-item scale has seven 
items pertaining to positive symptoms, seven items 
concerning negative symptoms, and sixteen items 
associated with general psychopathology (Figure 
3). The General Psychopathology Scale is seen as 
an enhancement to the evaluation of positive and 
negative syndromes, since it offers a distinct yet 
complementary metric for assessing the severity of 
Schizophrenia, which can act as a benchmark for 
interpreting positive and negative results. A 
composite scale can be derived by subtracting the 
negative score from the positive score. This scale 
indicates the direction and size of the disparity 
between positive and negative symptoms. This 
score may indicate the degree of predominance of 
one syndrome over another, as determined by the 
score (positive or negative) (Suryani, Mawaddah, & 
Suhartanti, 2024). 

The principal efficacy outcome variable in 
the acute therapy study is the alteration from 
baseline to week 6 in the total PANSS score. The 
PANSS is a clinician-administered instrument of 
30 items designed to assess schizophrenia 
symptoms, categorized into three subscales: the 

positive subscale, which includes 7 items: 
delusions, conceptual disarray, hallucinatory 
behavior, exhilaration, grandiosity, suspicion/poor 
perception, and anger. Negative subscale (7 items): 
diminished affect, emotional detachment, 
inadequate rapport, passive/apathic social 
disengagement, impaired abstract reasoning, 
absence of spontaneity and conversational fluidity, 
stereotypical thinking. General Psychopathology 
Subscale (16 items): somatic concerns, anxiety, 
feelings of guilt, tension, habits and attitudes, 
depression, motor retardation, uncooperativeness, 
atypical thought content, disorientation, 
diminished attention, impaired judgment and 
insight, volitional disturbance, poor impulse 
control, preoccupation, and active social 
avoidance. The Marder PANSS factor encompasses 
five distinct types of PANSS items: positive 
symptoms (eight items), negative symptoms (seven 
items), disordered thinking (seven items), 
uncontrolled hostility/excitement (four items), 
and anxiety/depression (four items) (Marder, 
Davis, & Chouinard, 1997).

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Meanwhile, the Global Assessment of 
Functioning (GAF) serves as a measurement 
instrument for categorizing persons with 
functional impairments. The GAF can assess the 
functional capabilities of patients diagnosed with 
Schizophrenia. Maslim (2001) posits that GAF 
scores between 20 and 60 indicate individuals with 
functional limitations that range from severe to 
moderate. Individuals within the GAF score range 
of 61-100 are often seen as possessing modest 
limitations while yet being capable of performing 
their functions effectively. This situation can 
facilitate the development of social interaction 
abilities (Maslim, 2001). 

The patient's final symptoms following 
hospitalization are anticipated to reduce, indicated 
by a reduction in the PANSS score in comparison 
to the score recorded at admission. The cumulative 
PANSS score determines the severity of the 
patient's schizophrenia. A lower score indicates a 
reduced number of symptoms experienced by the 

patient. The research findings indicate that all 
patients had a reduction in schizophrenia 
symptoms post-hospitalization, as seen by the 
decline in PANSS scores upon discharge. At Dr. 
Soeharto Heerdjan Psychiatric Hospital, the 
admission standards for inpatients require a 
PANSS score exceeding 10. Patients discharged 
with a PANSS score exceeding 10 may have 
exhibited a reduction in their PANSS score relative 
to their initial score at the time of hospitalization, 
suggesting a reduction of their schizophrenia 
symptoms. Alongside describing the patient's 
symptoms, the percentage decrease in PANSS 
scores can effectively demonstrate the treatment's 
clinical efficacy. A clinically significant reduction in 
PANSS scores occurs when the decrease is at least 
± 19%–28% (Azizah, 2025). 

The implications of this research can serve 
as a reference for future studies in determining 
therapies apart from antipsychotics that can help 
paranoid schizophrenia patients achieve remission 

Figure 4. 30 item PANSS (Kay, Opler, & Lindenmayer, 1988) 
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quickly. The antipsychotic therapy that can help 
paranoid schizophrenia patients achieve remission 
quickly is the use of atypical antipsychotics, with 
the most commonly used being Risperidone. The 
limitation of this study is that it only focuses on 
antipsychotic therapy for hospitalized patients 
with paranoid schizophrenia. 
 
CONCLUSION 
The utilization of antipsychotic medications in 
individuals with paranoid schizophrenia is not 
uniform. These variations may arise due to the 
selection of antipsychotics being influenced by the 
patient's experience, including symptomatic 
response to the medications, side effect profile, and 
the patient's comfort with the treatment. The 

treatment regimens that can be employed to attain 
the remission phase with PANSS and GAF scale 
include atypical antipsychotic monotherapy, a 
combination of typical and atypical antipsychotics, 
and a combination of atypical antipsychotics. 
Based on the 6 articles reviewed by the researchers, 
it was found that the use of the atypical 
antipsychotic therapy, namely risperidone, is the 
most common for the treatment of paranoid 
schizophrenia. 
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