
Results. A total of 450 articles were found (319 post-
deduplication), of which seven met criteria (samidorphan = 4,
naltrexone = 3, naloxone = 0) including n = 1,416 patients. On
meta-analysis, change in body weight (kg) for CORAs as a class
was statistically significant (RE = 1.37 kg; 95% CI: 0.51, 2.24).
However, change in BMI was not statistically significant (RE =
0.61kg/m2; 95% CI: −0.56, 1.78). Remaining analysis was only
available for samidorphan, which showed statistically significant
improvement in change in body weight (%) (RE = 1.81%; 95%
CI: 1.07, 2.55), absolute risk of weight gain ≥7% (RE = 12.41%;
95% CI: 6.55, 18.27), absolute risk of weight gain ≥10% (RE =
10.83%; 95% CI: 5.46, 16.21), and change in waist circumference
(RE = 1.50 cm; 95% CI: 0.32, 2.67).
Conclusion. Evidence is strongest for samidorphan, though
CORAs as a class remains poorly researched and the benefits
are modest. Additionally, samidorphan is currently only available
in the combination medication olanzapine-samidorphan and the
literature reflects this. Further research is needed to examine its
efficacy in AIWG from other antipsychotics.
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Aims. Patients with opioid dependence seek treatment for the dis-
comforting withdrawal symptoms. Accurate clinical assessment is
essential as medications are optimized based on these withdrawal
symptoms. However, subjective reporting can present challenges.
Heart rate variability (HRV) can enhance clinical assessment and
has taxonomic and therapeutic implications. This study aimed to
explore the correlation between HRV and subjective withdrawal in
patients with opioid dependence and to compare the HRV para-
meters in patients undergoing detoxification to those maintained
on opioid agonist treatment and healthy controls.
Methods. 3 groups of adult male participants were included.
Group 1 included 40 patients with opioid dependence undergoing
inpatient detoxification. Group 2 included 40 patients with opioid
dependence receiving stable doses of buprenorphine on outpatient
basis. Group 3 included 49 healthy controls. The Subjective Opiate
Withdrawal Scale (SOWS) was used for withdrawal symptoms. For
Group 1 and Group 2, HRV was assessed twice – before adminis-
tration of morning dose of buprenorphine, and then 2 hours post
administration. For Group 3 HRV was assessed once.
Results. At baseline, resting heart rate differed significantly
between the 3 groups (p < 0.001), it was highest for Group 2
(92.4) and lowest for Group 3 (79.4). In time domain parameters
of HRV, the beat-to-beat variability was highest for Group 1 with
standard deviation of all normal RR intervals (SDNN) = 134.8,
root mean square of successive differences between normal

heartbeats (RMSSD) = 181.7 and RR tri index = 8.9 (p < 0.005).
In frequency domain parameters of HRV, total power was highest
for Group 1 (98334.1, p < 0.001) while relative power did not dif-
fer significantly among the groups. The SOWS had a weak nega-
tive correlation with RMSSD in Group 2 (r = -0.312, p < 0.05) but
did not have any correlation with HRV parameters in Group
1. Post administration of morning buprenorphine, the HRV para-
meters did not show a significant change in either of the groups
(except reduction in very low frequency percentage in Group 1
from 12.013 to 7.196, p < 0.05).
Conclusion. A higher degree of subjective withdrawal is associated
with lower beat-to-beat variability in patients on stable doses of
buprenorphine. However, this exploratory study did not find a
robust relationship between HRV and subjective withdrawal symp-
toms. Higher RMSSD (representative of higher vagal tone) in
patients undergoing detoxification may suggest greater physio-
logical adaptation to withdrawal symptoms. This study provides
additional insights into HRV in patients with opioid dependence.
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Aims. The aim of this study is to investigate incident and total
benzodiazepine prescribing in the Netherlands during the
COVID-19 pandemic, including the impact of lockdown periods.
Methods. A national Dutch pharmacological registry was used,
investigating extramural psychiatric drug prescriptions, between
March 2020 and March 2022. Data included incident and total
prescriptions as well as daily defined doses (DDDs) of benzodia-
zepines. The data covered 96% out of a total Dutch population of
17.5 million people. This was compared with the previous calen-
dar year as a reference expressed as a monthly risk ratio (RR) and
was corrected for population growth. Changes over time will be
discussed if the RR was above 1.1 or below 0.9.
Results. A total of 13.4 million prescriptions over a period of
three years were included of which 5.8% were incident prescrip-
tions. Three lockdown periods were identified during pandemic.

When analysing the total benzodiazepine prescription group,
prescriptions and DDDs remained mostly stable throughout the
pandemic. A brief relative increase in prescription DDD amounts
was found during the second lockdown (RR: 1.11). When viewing
the incident benzodiazepine prescriptions, there was a short per-
iod between the first and second lockdown when both prescrip-
tion numbers and DDDs decreased (RR: 0.86 and RR: 0.83
respectively). The DDDs of incident prescriptions increased
sharply during the second and third lockdown period and
remained elevated between both, with an average RR of 1.13.
Conclusion. Total monthly benzodiazepine prescriptions and
DDDs remained mostly stable during the COVID-19 pandemic
in the Netherlands. COVID-19 related lockdowns seem to have
mainly influenced incident benzodiazepine DDDs dispensed dur-
ing the second and third lockdown. Increased incident DDDs, but
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