
by the Ministry of Health (MOH) Drug Advisory Committee (DAC)
in Singapore. In 2021 ACE introduced the company-led submission
(CLS) process for cancer medicines, which allows pharmaceutical
companies to request evaluations alongside regulatory reviews. This
review reports key findings from the first year of its implementation.
Methods: A total of 10 CLS topics from the first year of implemen-
tation were included. We reviewed the status and outcomes of the
DAC recommendations.We also used descriptive statistical methods
to evaluate the time from HTA submission to first HTA recommen-
dation and from regulatory approval to first HTA recommendation.
The timelines were further analyzed by whether submissions were
parallel submissions (i.e., HTA submission in tandemwith regulatory
review) or sequential submissions (i.e., HTA submission after regu-
latory approval). These statistics were compared with overseas ref-
erence jurisdictions (Australia, Canada, and the UK).
Results: At the time of review, three topics were pending discussion.
Of the remaining seven topics, three (43%) received positive recom-
mendations for inclusion on the MOH Cancer Drug List and three
(43%) received negative recommendations. The DAC was unable to
make a recommendation on one topic. The median time from HTA
submission or regulatory approval to first HTA recommendation was
172 days (range 169 to 263 days) and 279 days (range 53 to 374 days),
respectively. Notably, parallel submissions (75 days; n=2) had con-
siderably shorter timelines from regulatory approval to first HTA
recommendation than sequential submissions (328 days; n=4). These
timelines were within the range of the overseas reference countries.
Conclusions: Parallel CLS allows HTA processes to be conducted in
tandem with regulatory reviews, moving HTA recommendations
upstream and expediting patient access to clinically effective and
cost-effective medicines. Efforts will be made to further evolve the
CLS process to achieve timely reimbursement reviews from regula-
tory approval and to expand this process to noncancer medicines.
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Introduction: Long COVID, which encompasses a range of pro-
longed and persistent symptoms that occur after the acute SARS-
CoV-2 infection period, can have substantial negative physical, men-
tal, social, and economic effects. This systematic review aimed to
assess the effectiveness and safety of interventions to improve long
COVID symptoms to inform updates to the interim long COVID
model of care in Ireland.
Methods: Studies were identified in the MEDLINE, Embase, and
CENTRAL databases through February 2023. Inclusion criteria

were: (i) participants with long COVID, as defined by the study
authors; (ii) random assignment to either an intervention or a
comparison group; and (iii) quantitative assessment of the severity
or frequency of long COVID symptoms. Exclusion criteria were:
(i) signs or symptoms not reasonably attributable to prior SARS-
CoV-2 infection; (ii) interventions not intended to treat long
COVID; and (iii) not a randomized controlled trial. Two reviewers
independently screened studies, extracted data, and assessed study
quality using the Cochrane risk-of-bias tool for randomized trials.
The results were synthesized narratively.
Results: Fifty-seven studies were included, and 283 potentially rele-
vant ongoing trials were identified. Twenty-four trials investigated
pharmaceutical and other medical interventions, most of which were
examined in single studies. Thirty-three trials investigated non-
pharmaceutical interventions. Risk of bias was high in 41 of the
57 (72%) studies. Interventions targeted a diverse range of long
COVID symptoms. Studies generally had small sample sizes and
short follow-up periods and did not adequately examine intervention
safety. Evidence for the effectiveness of pharmaceutical and other
medical interventions was limited. Potential short-term improve-
ments were seen for some people following personalized exercise
and physiotherapy and rehabilitation programs. However, long-term
outcomes were not assessed.
Conclusions: Effective interventions to improve the symptoms of
long COVID remain elusive and those included in this review do not
yet have sufficient evidence to support them. In the absence of strong
evidence for specific interventions, a holistic approach should be used
to support people with long COVID.
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Introduction: Despite medical advancements, endocarditis still
results in high mortality rates. Surgery, while often essential, elevates
the risk of hyperinflammation, sepsis, and cytokine release. The use of
a cytokine filter to prevent this remains controversial. This study
reviewed existing literature to assess the efficacy of cytokine filters
and to support its integration into supplementary health services.
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Methods: An exhaustive search of the MEDLINE, Cochrane Library,
Embase, LILACS, and CytoSorbents Corporation databases was con-
ducted to identify relevantmeta-analyses and systematic reviews. The
study focused on randomized controlled trials and case series studies
assessing the efficacy of cytokine filtration. Key variables considered
were the duration of antibiotic treatment, severity of endocarditis,
and surgical treatment rationale. These factors were crucial for
evaluating clinical outcomes and patient survival after surgery.
Results: The systematic reviews yielded mixed outcomes. Two found
no benefits for hemoadsorption, while one found that it reduced
mortality rates and intensive care unit stays based on observational
studies. Randomized controlled trials, however, showed no signifi-
cant impact for cytokine filters on mortality rates or postoperative
hemodynamic parameters. In contrast, case series studies reported
potential benefits, but these results were confounded by biases in
patient allocation and failure to account for critical variables like
antibiotic treatment duration, case severity, and surgical rationale.
These discrepancies highlight the complexity of evaluating the effect-
iveness of cytokine filtration in surgical settings.
Conclusions: Randomized and non-randomized controlled trials on
the role of cytokine filters in cardiac surgery for endocarditis reported
contradictory findings. Only case series studies suggested benefits
from cytokine filters, necessitating further high quality research
before recommending their widespread use. Understanding the
implications of these results is essential, underscoring the need for
more rigorous studies to resolve these inconsistencies.
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Introduction: The genicular artery embolization (GAE) procedure
has been recently adopted for the management of pain secondary to
inflammatory diseases of the locomotor apparatus. The number of
studies assessing its use in patients with knee osteoarthritis (KO) has
been increasing in recent years.
Methods: We included two randomized controlled trials (RCTs)
evaluating the use of GAE in patients with chronic pain secondary
to KO. A cost analysis was also conducted to compare the costs of
GAE and standard treatment from the perspective of the Spanish
National Health System over a time horizon of one year. The poten-
tial improvement in quality-adjusted life-years necessary to consider
GEA as cost effective for this indication was estimated. We also ran
extensive sensitivity analyses.

Results: Estimates for pain showed contradictory results, and no
significant differences were observed between the two treatments
with respect to overall function, health-related quality of life
(HRQoL), and need for pain medication. No serious complications
or major adverse events were observed. The quality of evidence was
assessed by GRADE as moderate to low. The cost analysis showed
that GAE results in an incremental cost of EUR3,432.37 per patient.
Sensitivity analyses revealed a wide range within which the incre-
mental cost can vary.
Conclusions: There are insufficient data to discern any differences
between GAE and standard treatment for patients with KO in terms
of pain, function, HRQoL, need for analgesics, and rates of adverse
events and complications. Larger RCTs are required to evaluate the
effect of GAE in patients with chronic pain secondary to KO and to
determine whether its additional cost is warranted.
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Introduction: Robotic surgery (RS) is a minimally invasive surgical
modality performed with the support of a console and mechanical
arms that enable remote control. The advantages of RS are clear from
the point of view of surgeons but remain unclear in terms of clinical
results. We evaluated the safety, efficacy, and clinical effectiveness of
RS compared with open or laparoscopic surgery.
Methods: A systematic review of randomized controlled trials and
systematic reviews with meta-analyses was conducted to assess RS in
the following surgical procedures: Nissen fundoplication, Heller
myotomy, cholecystectomy, rectopexy, splenectomy, pediatric Kasai
portoenterostomy, and gastric banding. Outcomes of interest were
related to safety (complications, blood loss, and risk of infection) and
efficacy or effectiveness (length of hospital stay, quality of life [QoL],
recovery, patient satisfaction, conversion to another technique, urin-
ary function, and rates of mortality, readmission, reoperation, and
esophageal perforation). The evidence quality was assessed with
version two of the Cochrane risk-of-bias tool for randomized trials,
AMSTAR 2, and GRADE.
Results: Nissen fundoplication RS was similar to laparoscopy in
terms of complication and conversion rates, recovery, and QoL.
Heller myotomy RS reduced the rate of esophageal perforations but
had similar perioperative blood loss and rates of mortality, conver-
sion, and re-admission to laparoscopy. Cholecystectomy RS was
similar to laparoscopy with respect to rates of readmission and
complications, blood loss, and risk of infection. Rectopexy RS was
similar to laparoscopy in terms of conversion, reoperation, and
complications rates, blood loss, recovery, patient satisfaction, and
QoL. Splenectomy RS decreased blood loss but was similar in risk of
infection and rates of complications and conversion to laparoscopy.
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