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Abstract

Background:  Long-acting injectable antipsychotics (LAIs) have been shown to improve adherence and relapse in the treatment of schizophrenia and psychotic disorders, though longitudinal data on treatment outcomes are limited. 
Objectives: To establish the long-term acceptability and effectiveness of Paliperidone Palimitate once-monthly (PP1M)
Methods: This independent 10-year mirror image study was carried out in a large urban mental health provider. The study evaluated the retention and hospitalization rates five years following initiation of PP1M in a naturalistic patient cohort of all adult patients who were newly initiated on PP1M between 2011-2015. Electronic records were used to compare the frequency and length of hospital admissions in the five years before and after introduction of PP1M. Switching and discontinuation rates and reasons were also recorded with a separate analysis of patients who continued and discontinued PP1M during the study period.
Results: A total of 167 patients were included in the study (70% with schizophrenia, 30% with other diagnoses). Discontinuation rates were 24%, 15%, 17%, 5% and 8% in years 1 to 5; poor tolerability was the most common cause for stopping PP1M. Demographic and clinical factors such as age, sex, diagnosis and care setting did not discriminate between continuers and discontinuers. The group that completed 5 years on PP1M (46%) showed an overall reduction of 72% in the mean number and 68% in the mean length of admissions compared to the 5-year period before initiation, with more than half of the patients requiring no admission at all during this period of time (median=0). On the contrary, discontinuers demonstrated worse outcomes in overall bed occupancy than continuers. Findings were overall similar across the total cohort and schizophrenia only group. 
Conclusions: Our study has one of the longest duration of follow up of a patient population treated with LAIs confirming sustained improvements for patients who continued treatment for up to five years with implicit implications for cost effectiveness. Study findings may facilitate shared decision making in this area overcoming some of the common barriers for use.

Key Points:



This 10-year mirror-image observational study reassures the long-term acceptability and effectiveness of Paliperidone Palmitate once-monthly (PP1M) with almost half of the patient population continuing treatment at five years. 

Persistence with PP1M was associated with a significant reduction in both number and length of hospital admissions in the five years after compared to the five years before PP1M initiation. 

Conversely, patients who discontinued treatment demonstrated considerably worse hospitalisation rates indicating that treatment adherence effectively improves disease burden.













1.0 Introduction

Schizophrenia is a chronic and severe mental disorder affecting 1% of the population [1]. It typically develops in early life [2] and is associated with substantially increased healthcare and wider societal costs [3,4] and if left untreated relapse is often inevitable [5].

Antipsychotics are the mainstay in the pharmacologic treatment of schizophrenia and psychotic disorders [6] providing symptomatic relief and relapse prevention [7]. However, non-adherence with treatment is common and strongly associated with an increased risk of relapse, hospitalization and suicide attempts [8,9]. Long-acting injectable antipsychotics (LAIs) have long been a viable alternative to oral medication [10] and have been shown to improve adherence [11,12] and reduce health costs [13] as well as relapse risk and mortality [14,15].

The newer atypical LAIs have offered additional benefits of improved tolerability and practical advantages pertaining to dosing, frequency and site of administration; they may, for example, better mitigate against partial adherence with the use of longer acting formulations [16]. In fact, emerging evidence supports the notion that less frequent administration of LAIs may improve patient outcomes by improving the actual level of adherence and avoiding treatment gaps [17]. Apart from the evidence deriving from Randomised Control Trials (RCTs), a number of naturalistic mirror image and cohort studies have also demonstrated ‘real world’ effectiveness of LAIs given that the pragmatic management of schizophrenia is far more complex in routine clinical settings, often including patients with dual diagnosis, other psychiatric and physical comorbidities and/or issues with polypharmacy, limited insight, lack of capacity or poor engagement [18].

However, LAIs are often used as continuous - and often lifelong - maintenance treatment and gathering information about the long-term effects remains important but is presently limited. Therefore, the main aim of this study was to establish the long-term clinical outcomes such as hospitalisation rates and treatment discontinuation of Paliperidone Palmitate once-monthly (PP1M), one of the most commonly used second-generation LAI [19,20].

2.0 Methods 

This independent, naturalistic, mirror image study is part of the wider West London LAI project and took place between 2011-2021 in West London National Health Service (NHS) Trust; a large, urban mental health provider. It was approved by the department for audit and naturalistic research (project number 1295); as such ethics approval and individual written informed patient consent were not required. 

This study has a five year pre-PP1M initiation and a five year post-PP1M initiation observation period. The study cohort was formed of all eligible consecutive patients who were initiated on PP1M between 2011-2015 allowing for 5-year post initiation follow up of all patients. Eligibility criteria were as follows: 1) adult patients (>18 years) 2) with any diagnoses 3) newly commenced on PP1M in this time period and 4) full hospitalisation records covering the study period.   PP1M initiation was subject to independent clinical prescribing decision and standard of care was unaffected. Exclusion criteria included: 1) patients who were initiated during a forensic or rehabilitation admission as they have typically longer admissions 2) in the event of death and 3) patients with incomplete data during the study period either because they had not been  registered as being treated in our trust five years prior to starting PP1M, or because they had moved out of the area and/or were transferred from the trust in the five years following PP1M initiation (‘lost to follow up’), as we were unable to establish continuation of treatment and collect their full hospitalisation data. 
 
The electronic clinical records system provided demographical and clinical information, on primary diagnosis (using International Classification of Diseases 10th revision coding), concurrent substance misuse, number and length of hospital admissions, antipsychotic used immediately prior to PP1M, reason for switching medication as well as discontinuation rates and reasons. For those patients who completed a minimum of 5 years of PP1M treatment (continuers) and for those who discontinued during this period of time (discontinuers), the number of hospital admissions and bed days before and after initiation of PP1M were compared using a mirror image design over a 10-year period, as also previously described [21].





2.1 Statistical Analysis 

Descriptive statistics were used to summarize demographical, diagnostic and other clinical information. Means and standard deviations (SD) or ranges were calculated for continuous data and frequencies and percentages were calculated for categorical data. Hospital stay length was calculated using an online date difference calculator. Number and length of inpatient admissions were compared in a within-patient-analysis. Shapiro–Wilks W test revealed that this data was not normally distributed, thus Wilcoxon signed-rank test for paired data was used to compare for admission rates and bed days before and after PP1M initiation. The data were analysed using the Statistical Package for Social Sciences (SPSS) for Windows and p values of less than 0.05 were used to determine statistical significance. In addition to the total cohort, the subgroup with a diagnosis of schizophrenia was also analysed and presented separately as this is the formally licenced diagnosis for treatment with PP1M in the United Kingdom although, in real world clinical practice, off licence prescribing is common. In addition, we wanted to allow for comparisons with other relevant studies where they commonly report on patients with schizophrenia.
3.0 Results 

A total of 197 patients were registered for treatment with PP1M during the study period, of these 167 patients met eligibility criteria and were included in the study.  A total of 117 (70%) had a primary diagnosis of schizophrenia and the remaining 50 (30%) had schizoaffective disorder, bipolar affective disorder or other diagnosis. The demographic and clinical characteristics of the total cohort and the schizophrenia only group are summarised in Table 1.

3.1 Discontinuation rates and reasons

[bookmark: _Hlk82769477]Of the total patient cohort, 24% (40/167) discontinued in the first year, 15% (19/127) in second, 17.6% (19/108) in the third, 5.6% (5/89) the fourth and 8.3% (7/84) in year 5 and the continuation rates were 76%, 64.7%, 53.3%, 50.3% and 46.1% respectively (table 2). In the schizophrenia group (n=117), the discontinuation rates over the 5 years were 21% (24/117), 14% (13/93) and 19% (15/80), 6% (4/65) and 7% (4/61) respectively. Thus, 79.5% continued for 1 year, 68.4% for 2 years, 55.6% for 3 years, 52.1% for 4 years and 48.7% for the full 5 years (table 2). In total, 77 patients completed 5 years on PP1M; of these, 57 patients had a primary diagnosis of schizophrenia (Table 2).

The main reasons for discontinuation (Table 3) included poor tolerability, ineffectiveness of the medication and poor medication adherence. Notably, PP1M was discontinued due to ineffectiveness in 17% (20/117) of patients with schizophrenia, but in only 8% (4/50) in patients with other diagnoses. Poor tolerability led to discontinuation in 17% (20/117) of patients with schizophrenia, but in the other diagnoses group this figure reached 26% (13/50). Tolerability was only recorded if it caused discontinuation. Out of the 33 patients who discontinued due to tolerability issues 4/33 (12%) were due to extra-pyramidal side effects, 1/33 (3%) weight gain, 3/33 (9%) hyperprolactinaemia, 3/33 (9%) sedation, 1/33 (3%) sexual dysfunction, 17/33 (52%) were in the “other” category when there was a combination of side effects, and in 4/33 (12%) the tolerability issue was unknown or not clearly recorded.

A multivariate logistic analysis was used to calculate whether there were significant differences in demographic and clinical characteristics between the group of patients who continued on PP1M for 5 years versus those who discontinued as outlined in table 4 and post hoc corrections were completed accordingly; the main predictor of continuation was switching from an oral or depot formulation of risperidone. Oral paliperidone is rarely prescribed in the UK, initially due to the favourable costs of Risperidone [21] which continued to be preferred, thus it was not used in our patient population.

3.2 Hospitalisation rates

In the patients who continued with PP1M for 5 years (n=77), the mean number of admissions decreased from 1.84 (SD 2.3) per patient in the 5 years prior to PP1M initiation to 0.51 (SD 1.2) in the 5 years after initiation (Figures 1 & 2) and the median number of admissions fell from 1 to 0 (P<0.000, Wilcoxon signed-rank test). Similarly, the mean length of admission fell from 102.3 (SD 145.7) days in the 5 years pre-PP1M initiation to 32.7 (SD 77.4) days in the 5 years post-PP1M initiation (Figures 3&4) while the median length of admission fell from 49 days to 0 days in the same period (P<0.000, Wilcoxon signed-rank test).

The schizophrenia patient group who completed 5 years of PPM1 (n=57) also demonstrated statistically significant reductions in number (Figures 1&2) and length (Figures 3&4) of admissions. In the 5 years pre-PP1M initiation to the 5 years post-treatment, the mean number of admissions decreased from 1.72 (Standard Deviation [SD] 2.3) to 0.61 (SD, 1.2) (P<0.001, Wilcoxon signed-rank test) while the mean length decreased from 103.04 days (SD 156.7)  to 28.61 (SD 63.0) days (P<0.001, Wilcoxon signed-rank test). 

There was no significant improvement in hospitalisation rates in the group of discontinuers (n=90) as shown in figures 2&4 both for the total cohort and for the patients with schizophrenia. There was only a modest reduction in the mean number of admissions; 2.04 (SD 1.8) to 1.47 (SD 1.8) in the all patient group and 1.71 (SD 1.5)  to 1.41 (SD 1.7) in the schizophrenia patient group. In terms of the mean length of admissions there was increase in duration of hospital stay in the five years after compared to the five years pre-PPM1 initiation; 97.16 (SD 113.1) to 131.31 (SD 127.9) days in the all patient group and 82.59 (89.9) to 112.46 (113.9) in the schizophrenia patient group. 

[bookmark: _Hlk83038028]4.0 Discussion

Our study has one of the longest duration of follow up of a naturalistic cohort treated with a LAI antipsychotic medication. The introduction of PP1M was associated with high continuation and low hospitalisation rates, which were sustained into the fifth year of treatment: almost half of patients were still continuing on PP1M at 5 years after initiation and more than half had no hospital admission during follow-up. This was not the case for the group of discontinuers who performed worse than the continuers.   
4.1 Bed Usage

This 10-year mirror-image study demonstrated a considerable reduction in both duration and frequency of hospital admissions; this change was sustained over a 5-year period following the initiation of PP1M (figures 1 & 3). Patients who continued treatment for 5 years (n=77) demonstrated an overall reduction of 72.3% in the mean number of admissions and 68% in the mean length of admissions compared to the 5-year period before initiation while more than half of the patients did have no admission during this period of time.

Previous naturalistic studies recorded a similar trend regarding hospitalisation rates though the majority had relatively short follow up periods of one year [23-25] and only two other studies reporting on two and three years’ treatment outcomes [26,27]. Overall, results compared more favourably in this study and are well sustained into the 4th and 5th year with minimal need for hospital use in this patient population. A large Scandinavian population-based cohort study and a follow up period of 20 years demonstrated that clozapine and LAIs and particularly PP1M carried the lowest risk of psychiatric re-hospitalization compared to oral antipsychotics. [27]

The majority of the past naturalistic studies did not report separately according to diagnosis but here the schizophrenia patient group showed similar improvements to the whole group. It is noteworthy, that both number and length of admissions were increasing and greatest in the year immediately prior to PP1M initiation in both the whole and schizophrenia group (figures 1 & 3). This observation is consistent with other studies examining the usage of PP1M [21,26] as well as Aripiprazole LAI [29], which is another commonly used, second-generation antipsychotic. Similarly, another study comparing the effects of first- and second-generation LAIs on hospitalisation rates showed that PP1M was prescribed more regularly in patients with longer and more frequent hospital admissions in the year directly preceding initiation than other LAIs [30]. This pattern of use indicates that LAIs are often being initiated after prolonged clinical deterioration despite recent evidence of the benefits of early LAI use [31] and that many barriers to their use remain, including stigma and perceived coercion [32-35].
Whether RCTs or naturalistic in design, studies rarely tend to follow up the group of patients after they drop out or discontinue an intervention. Nevertheless, in their four-year mirror image study, Taylor et al [26] showed that patients that discontinued PP1M did significantly worse regarding both number and length of hospitalisations than the patients that continued treatment which is akin to our own findings providing further evidence of the benefits of continued treatment with PP1M.   

Evidently, the above findings have significant implications with regards to the economic burden of hospitalisations on health services while providing further support for the potential role of PP1M in particular and LAIs in general to enhance stability and recovery.

4.2 Treatment Continuation 

Treatment continuation provide a marker of effectiveness, tolerability and patient preference [21]. Retention rates compared favourably in this study at 76%, 64.7%, 53.3%, 50.3% and 46.1% for years 1 to 5 respectively indicating a trend for stabilisation with patients less likely to discontinue treatment with PP1M after the third year (Table 3).

As mentioned above, , this is the only study to report on 5-year follow-up continuation data in a naturalistic cohort treated with LAIs, so comparable data in similar cohorts is only available in studies with a shorter follow up.  Two mirror-image studies with relatively long observation periods, involving the first 225 and the second 98 patients, demonstrated PP1M retention figures of 65% at 1 year and 38% at 2 years [26], and 85%, 60% and 47% over 3 years respectively [27]. In contrast, a prospective cohort study that included 211 patients on Risperidone LAI showed that less than 25% completed 2 years and only 16% 3 years of treatment [36]. Another mirror-image study of 84 inpatients commenced on Haloperidol reported that only a third of patients remained on treatment at one year [37]. In comparison, newer LAIs appear to perform better possibly due to less frequent administration, alternative injections sites and improved tolerability. In a recent pre-post intervention study of 140 patients Pantall et al. [38] described continuation rates of 70% for PP1M and 62% for Aripiprazole LAI in the first year of treatment; these rates were 66% and 63% respectively at two years in the mirror image study of 109 patients on by Mason et al. including 109 patients treated with Aripiprazole LAI and 173 with PP1M [29]. 

Furthermore, in two randomised clinical trials of patients with schizophrenia the completion rate in a head-to-head comparison between risperidone LAI and oral antipsychotics over a period of 12 months was 64% in 88 patients [39] in one study and only 40% in 376 patients with first episode of psychosis in the other study [40]. Similarly, two well-known large scale studies the European First Episode Schizophrenia Trial (EUFEST) and Clinical Antipsychotic Trial of Intervention Effectiveness (CATIE) comparing various antipsychotics also reported high discontinuation rates (42% in 498 patients with schizophrenia, schizoaffective or schizophreniform disorder over a period of 12 months and 74% in 1493 chronic schizophrenia patients over 18 months respectively) [41,42].
As also previously observed [43], switching from either oral or long-acting preparations of risperidone were associated with higher levels of continuation (Table 3). There were no other significant differences between continuers and discontinuers at 5 years both in terms of demographic (age, sex, ethnicity) and other clinical factors (comorbid substance misuse, total previous admissions, care setting initiation). Of marginal significance, those who switched to PP1M due to ineffectiveness of previous treatments were more likely to discontinue treatment, while those who switched to PP1M for the convenience of 1-monthly administrations (versus shorter dosing intervals) were more likely to continue for 5 years.

Poor tolerability was the most common reason to cease treatment (19.8%), followed by ineffectiveness (13.8%) and poor adherence (13.2%) (Table 3). Similarly, the above mentioned study by Mace et al [37] recorded as the most frequent discontinuation reasons poor tolerability (25%), patient refusal (20%) and ineffectiveness (18%). Additionally, a study comparing long-acting and oral risperidone in patients with early psychosis found that the discontinuation rate was double due to adverse effects (21 vs. 10%) and also higher due to lack of efficacy for the oral versus the long-acting formulation [31]. 

5.0 Strengths and limitations

This study was designed and conducted independently, without any external funding or support in order to minimise potential bias. The five-year follow up period and ten-year mirror image design and a relatively large initial sample size are the other main strengths of the study with good retention rates further increasing the validity of the results. Furthermore, the schizophrenia group was reported on separately providing additional insights of everyday clinical use and impact of PP1M regarding its main treatment indication.
Whilst a mirror image design is advantageous in examining “real world” clinical outcomes especially in this patient group, the open, observational nature of the study and the lack of a control group comes with implicit limitations. Thus socioeconomic variables, advancing age of patients and time-related factors (e.g. hospitalisation criteria and changes in clinical practice) could not be accounted for. The main reason PP1M was selected for this study is that it is available for a longer period of time thus allowing the collection of data with a longer duration of follow-up. On the downside, the generalisability of findings may be further hampered by the study design. Additionally, the quality of the records may have been variable and disease severity could not be assessed formally with the use of a validated rating scale although, number and length of admissions may act as a proxy measurement as baseline severity of illness has been shown to be one of the correlates of inpatient stay [44]. In this study adverse effects were only reported if they led to discontinuation of the medication and thus will not provide complete information about the frequency of side effects, particularly those which may be more tolerable. Finally, patients were excluded from the study if there were no complete records during the duration of the study; this was usually if they moved out of the area, thus the length of follow up does increase the number of excluded patients. 
6.0 Conclusion

The results of this 10-year naturalistic study suggest that patients have good persistence with PP1M with almost half of all patients continuing with treatment at 5 years. Furthermore, bed usage was reduced by two thirds compared to the 5 years before drug initiation among continuers. This was not the case for discontinuers who showed higher hospitalisation rates. Findings may facilitate the collaborative process and help overcome common barriers, such as negative perceptions and stigma  in the use of long-acting antipsychotic treatments. 
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Table 1 Demographical and clinical characteristics for the all patient group, schizophrenia group and those with other diagnosesa. 
	Characteristics
	All patient group
n= 167 (%)
	Schizophrenia
n= 117 (%)
	Other diagnoses 
n= 50 (%)

	Sex
Male
Female
	
110 (65.9)
57 (34.1)
	
76 (65.0)
41 (35.0)
	
34 (68)
16 (32)

	Age
Mean (SD), range 
	
46.4 (15.9), 21-97
	
46.67 (14.67), 21-75
	
45.7 (18.73), 22-97

	Ethnicity
White 
Black 
Other
	
65 (38.9)
54 (32.3)
48 (28.8)
	
47 (40.2)
41 (35.0)
29 (25.8)
	
18 (36.0)
13 (26.0)
19 (38.0)

	Primary diagnosis
Schizophrenia
Schizoaffective disorder
Bipolar affective disorder
Other
	
117 (70.1)
19 (11.4)
12 (7.1)
19 (11.4)
	
117 (100)
	

19 (38.0)
12 (24.0)
19 (38.0)

	Comorbid substance misuse
Yes
No
	
31 (18.6)
136 (81.4)
	
21 (17.9)
96 (82.1)
	
10 (20.0)
40 (80.0)

	Care Setting
Inpatient 
Outpatient
	
70 (41.9)
97 (58.1)
	
46 (39.3)
71 (60.7)
	
24 (48.0)
26 (52.0)

	No. previous admissions
Mean (SD), range
	
3.81 (4.32) 0-31
	
3.54 (3.7) 0-23
	
4.4 (5.47) 0-31

	Antipsychotic switched from
Oral Risperidone
Oral other
LAI Risperidone
Depot/LAI Other
	
34 (20.4)
48 (28.7)
42 (25.1)
43 (25.8)
	
20 (17.1)
27 (23.1)
33 (28.2)
37 (31.6)
	
14 (28.0)
21 (42.0)
9 (18.0)
6 (12.0)

	Reason for switching from previous medication
Poor adherence 
Poor tolerability 
Ineffectiveness 
Patient preference/choice
Other
	

71 (42.5)
29 (17.4)
21 (13.9)
24 (14.4)
22 (13.2)
	

49 (41.8)
22 (18.8)
16 (13.7)
18 (15.4)
12 (10.3)
	

22 (44.0)
7 (14.0)
5 (10.0)
6 (12.0)
10 (20.0)



LAI Long Acting Injectable, SD Standard Deviation
a. Data is presented as a table showing demographical and clinical characteristics according to diagnosis. 





Table 2 Continuation rates according to diagnostic groupb
	Diagnosis
	Year 1 

	Year 2 

	Year 3 

	Year 4

	Year 5


	All patient group


	76% (127/167)
	65% (108/167)
	53%
(89/167)
	50%
(84/167)
	46%                             
(77/167)

	Schizophrenia group
	80% 
(93/117)
	68%
(80/117)
	56%
(65/117)
	52%
(61/117)
	49%
(57/117)



b. Data is presented as a table showing continuation rates for each year of treatment according to diagnostic group
Table 3 Discontinuation reasons for all patients, schizophrenia patients, patients with other diagnosesc
	Discontinuation Reasons
	All patients 
n= 167 
	Schizophrenia patients n= 117 
	Other diagnoses patients
n= 50 

	Poor tolerability
	33/167 (20%)
	20/117 (17%)
	13/50 (26%)

	Ineffectiveness
	23/167 (14%)
	20/117 (17%)
	4/50 (8%)

	Poor adherence
	22/167 (13%)
	14/117 (12%)
	8/50 (16%)

	Other
	12/167 (7%)
	6/117(5%)
	5/50 (10%)



c. Data is presented as a table showing reasons for discontinuing PP1M according to diagnostic group

Table 4 Demographical and clinical characteristics of patients who continued PP1M for 5 years vs patients who discontinuedd
	Characteristics
	Continued on PP1M 
n= 77 (%)
	Discontinued PP1M
n= 90 (%) 
	X 2 (df)e
	P value

	Sex
Male
Female
	
 53 (68.8)
 24 (21.2)
	
57 (63.3)
33 (36.7)
	
0.56 (1)
	
0.45

	Age 
Mean (SD), range
	
48.5 (14.14), 21-74
	
49.67 (14.3), 25-67
	
	

	Ethnicity
White 
Black 
Other
	
28 (36.4)
26 (33.8)
23 (29.8)
	
37 (41.1)
28 (31.1)
25 (27.8)
	
0.39 (2)
	
0.82

	Primary diagnosis
Schizophrenia
Schizoaffective disorder
Bipolar affective disorder
Other
	
 57 (74.0)
 9 (11.7)
 3 (3.9)
 8 (10.4)
	
60 (66.7)
10 (11.1)
9 (10.0)
11 (12.2)
	
2.61 (3)
	
0.46

	Comorbid substance misuse 
Yes
No
	 

 17 (22.1)
 60 (77.9)
	

 14 (15.6)
 76 (84.4)
	

1.17 (1)
	

0.28

	Care Setting
Inpatient 
Outpatient
	
32 (41.6)
45 (58.4)
	
38 (42.2)
52 (57.8)
	
0.01 (1)
	
0.93

	No. previous Admissions
Mean, range
	
3.66, 0-23
	
3.49, 0-11
	
	

	Antipsychotic switched from
Oral/LAI Risperidone
Oral/LAI Other
	

43 (55.8)
34 (44.2)
	

33 (46.7)
57 (63.3)
	

6.15 (1)
	

0.01*

	Antipsychotic switched from
Oral risperidone
Oral other
LAI risperidone
Depot/LAI other
	

19 (24.7)
19 (24.7)
24 (31.2)
15 (19.4)
	

15 (16.7)
29 (32.2)
18 (20.0)
28 (31.1)
	

6.37 (3)
	

0.09 

	Oral
Depot/LAI
	38 (49.4)
39 (50.6)
	44 (48.9)
46 (51.1)
	3.4 (1)
	0.06 

	Reasons for switching
Ineffective
Adherence
Tolerability
Convenience 
Other 
	
5 (6.5)
33 (42.9)
11 (14.3)
16 (20.8)
12 (15.5)
	
16 (17.8)
38 (42.2)
18 (20.0)
 8 (8.9)
10 (11.1)
	
9.7 (4)
	
0.05*



LAI Long Acting Injectable, PP1M Paliperidone Palimitate once-monthly, SD Standard Deviation
*denotes statistically significant at p=0.05 level
d. Data is presented as a table showing demographical and clinical characteristics of patients according to those who continued and discontinued
e. Chi Squared calculation with degrees of freedom (df)






Fig 1 Mean number of admissions per year in all patient group (n= 77) and schizophrenia group (n= 57) in the 5 years pre and post PP1M initiation 
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Fig 2 Total mean number admissions in 5 years pre and post PP1M initiation
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Fig 3 Mean length of admissions per year in all patient group (n= 77) and schizophrenia group (n= 57) in the 5 years pre and post PP1M initiation
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Fig 4 Total mean length of admissions in 5 years pre and post PP1M initiation 
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Figure captions
Fig 1 Mean number of admissions per year in all patient group (n= 77) and schizophrenia group (n= 57) in the 5 years pre and post PP1M initiation[footnoteRef:1][footnoteRef:2] [1:  Bar chart representing the mean number of admissions in both the all patient group and the schizophrenia group in each of the five years pre and post administration of PP1M
]  [2: pst=post y=years

eBar chart representing the total mean number of admissions in the five years pre and post initiation of PP1M in the all patient group, and schizophrenia groups, both separated according to those who continued and those who discontinued.
] 

The all patient group are represented in blue and the schizophrenia group in grey. 
Fig 2 Total mean number admissions in 5 years pre and post PP1M initiation in all patient group (n= 77) and schizophrenia group (n= 57)e
The all patient group who continued are represented in blue and those who discontinued are represented in grey. The schizophrenia group who continued are represented in orange, and those who discontinued are represented in yellow.
Fig 3 Mean length of admissions per year in all patient group (n= 77) and schizophrenia group (n= 57) in the 5 years pre and post PP1M initiation[footnoteRef:3][footnoteRef:4] [3:  Bar chart representing the mean length of admissions in both the all patient group and the schizophrenia group in each of the five years pre and post administration of PP1M
]  [4:  pst=post y=years

I Bar chart representing the total mean length of admissions in the five years pre and post initiation of PP1M in the all patient group, and schizophrenia groups, both separated according to those who continued and those who discontinued.] 

The all patient group are represented in blue and the schizophrenia group in grey. 
Fig 4 Total mean length of admissions in 5 years pre and post PP1M initiation in all patient group (n=77) and schizophrenia group (n=57)[footnoteRef:5] [5:  Bar chart representing the total mean number of admissions in the five years pre and post initiation of PP1M in the all patient group, and schizophrenia groups, both separated according to those who continued and those who discontinued.
] 

The all patient group who continued are represented in blue and those who discontinued are represented in grey. The schizophrenia group who continued are represented in orange, and those who discontinued are represented in yellow.
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