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Abstract
[bookmark: _GoBack]Rationale: Invasive candidiasis is a serious condition that occurs more commonly in vulnerable populations, such as in preterm neonates especially those in intensive care units. Antifungal prophylaxis has been suggested to decrease mortality in this vulnerable population, with fluconazole as the drug of choice because of its ability to treat more than 90% of Candida species isolates. 
Objective: To determine the efficacy and safety of fluconazole in preventing invasive candidiasis in preterm infants. 
Methodology: Publications were searched through PubMed, Cochrane, HERDIN plus, Google Scholar, ResearchGate, ClinicalTrials.gov, medRxiv, Epistemonikos, WHO International Clinical Trials Registry and ALIBATA, without language restriction. Randomized controlled trials that compared the effect of prophylactic oral or systemic fluconazole versus placebo in preterm infants, done from January 2000 until present, were included. The methodological quality of the studies were assessed based on the (1) randomization process, (2) deviations from intended interventions, (3) missing outcome data, (4) measurement of the outcome and (5) selection of the reported result and a meta-analysis was conducted using STATA [Figure 1]. 
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Figure 1. PRISMA 2020 flow diagram.
Results: A total of 5 studies were included, with a total of 1084 preterm infants. Prophylactic fluconazole significantly reduced the incidence of invasive candidiasis by 60% (RR=0.40; 95% CI: 0.21, 0.77; p=0.006). The incidence of mortality (RR=0.84; 95% CI: 0.6, 1.2; p=0.324) and necrotizing enterocolitis (RR=0.94; 95% CI: 0.61, 1.44; p=0.770) did not increase among infants give fluconazole prophylaxis as compared to placebo. Fluconazole prophylaxis resulted to a higher mean length of hospital stay versus placebo (SMD=0.16; 95% CI: 0.02, 0.30; p=0.022). Decrease in the incidence of IC also did not depend on the age at first dosage, whether given at 72nd or 120th hour of life (p=0.047, p=0.035), or the dosage used, whether given at 3 mg/kg or 6 mg/kg (p=0.0043, p=0.0002) [Figure 2]. 
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Figure 2. The efficacy of fluconazole vs. placebo on invasive fungal infection.
Conclusion: The use of prophylactic fluconazole decrease invasive fungal infection in preterm infants. While there is no noted increase in mortality and adverse effects, larger clinical trials with longer follow-up periods are still recommended to comprehensively assess the safety profile of fluconazole prophylaxis among preterm infants.
Biography 
Marfel Coleen P. Vergara is a pediatrician from National Children’s Hospital, Philippines. She received a bachelor’s degree in cell and molecular biology from University of the Philippines and finished Doctor of Medicine program at St. Luke’s Medical Center College of Medicine in Metro Manila, Philippines. She is currently in the Department of Health, serving a local hospital to help the needs and improve the health and wellbeing of the poor Filipino children.
image1.png
Identification

J (

Screening

Records idenifd from:
Pubod (n = 22)
Cochrane (n = 15)
HERDIN plus (0= 1)
‘Gaogle Schaar (n = 1200)
GlcalTrals gov
madRxiv (n=0)
WHO ICTRP (n
Epistemonikos (-

Records removed boforo scrooning:
Duplicate records removed
Records marked s inslighble by
automation ools 1= 233)

Records removed for oiher reasons.
0=0)

1)

Records dentifed from:
Websites (n = 0)
From organizatons:

ALIBATA (0
Gitation searching (

Records screened (n = 813)

Records oxcluded"™
Manualy oxcludad:
Irrlevant (n = 336)

Excludod by auomaton (0= 0)

Reports sought or reteval

Raport not etiaved (1

Repors sought forreteval ||

Reports ot retieved (1

et
¥

Reports assessed for elgbilty

=25

Roports excluded.
Wrong study design |
NonRCT (n=14)
Absiract oriy (1= 3)
Wrong population (n = 1)
‘Wrong comparison (n = 1)
Dupiicate (n= 1)

New studies ncluded in eview
=5
Roports of now includod studies

©=19)
v

Roports assessed forelghity | |
et

Roports sxcluded:
Wrong popuation (1= 1)
Virong comparison group (n = 3)
No outcome of nterest (1= 1)
Virong design /

NonRCT (1= 8)
Abstract only (n

b
l

Total sudes included i review
=5

“Consider, iffeasible t do so, reporting the number o records identifed from each database o register saarched (rathr than
the tolal number across il dalabasesiegistrs).
I automaton tools were used, indicats how many records were excludd by a human and how many wer excluded by

automation tools.

From: Page MJ, McKenzie JE, Bossuyt PM, Bouton |, Hoffmann TC, Mulrow CD, ot al. The PRISHA 2020 statement: an
updated guidslne for reporting systematc reviews. BIJ 2021372:n71. doi: 10,136 71, For more informaton, visi:

bito/hwe risma:telement org/




image2.png
Study

Benjamin 2014
Kaufman 2001
Kirpal 2015
Manzoni 2007 (1)
Manzoni 2007 (2)

Parikh 2007

Overall (i-squared = 62.4%, p = 0.021) <>

RR (95% CI)

0.35(0.14,0.86)
0.05(0.00,0.79)
0.49(0.24,1.00)
0.29(0.10, 0.86)
0.20 (0.06, 0.69)
1.07 (0.58, 1.96)
040 (0.21,0.77)

Weight

18.79
462

2185
16.47
14.67
23.60

100.00

T T
001 12

Fluconazole reduces risk Fluconazole increases risk





