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Abstract

Fungal sepsis is increasing in neonatal intensive care units. Traditionally used drugs like
Amphotericin B is often associated with serious side effects. Liposomal Amphotericin B was
proved to be a safe alternative in adults but there exists only limited data regarding its use
in newborns. We analysed the data from our tertiary level neonatal intensive care unit dur-
ing the period of November 2011 to October 2012. Only babies with clinical features of sep-
sisand positive fungal cultureswere included in this study. Thirty five babies received lipo-
somal Amphotericin B at a dose of 5 mg/kg once daily during this period. Serial blood cul-
tures, blood counts, septic screening, renal and liver function tests were done before and af-
ter starting the treatment for all these babies. Candida albicans was the predominant organ-
ism isolated in these babies (55%).Candida glabrata and Candida parapsiliosis were the
next. Treatment with liposomal Amphotericin B resulted in survival of 89% of septic babies
affected with albicans and 83% of non-albicans. Mean duration of treatment was
18.6+/_1.2days for albicans and 19.1+/-1.2days for non albicans. Mean duration for culture
negativity was 11.6+/ 2.2 daysfor albicans and 12.0+/-2days for non albicans. No significant

side effectswere noted.
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I ntroduction

Fungal sepsis is increasing in neonatal intensizee c
units. This is attributed to increased survivalpoéterm
babies, use of broad spectrum antibiotics, parahtetri-
tion and invasive procedures [1-3]. Mortality ratteneo-
natal fungal sepsis varies from 30 to 50 percent5]4
.This may be increased if other co-morbidities &xis
recent years there has been an increased incidésep-
ticaemia due to non- albicans Candida species(éh-
ventional Amphotericin B was traditionally usedtteat
this condition but with significant side effectdardmbo-
phlebitis and significant metabolic abnormalitie®eres
often noted as side effects of this drug. Nephiiottyx
and hepatotoxicity were other significant side eSd6].
Moreover exposure to light often reduces the efficaf
this drug [6]. Strict storage conditions and diffty in
infusion also restricted the use of this drug iomatal
intensive care units for fungal sepsis. Liposomaipho-
tericin B was proved to be a safe alternative batd ex-
ists only limited data regarding its use in newlsorwe
report our experience with newborns who receivpd-li
somal Amphotericin B for the treatment of provendal
sepsis.
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Material and Methods

We analysed the data from babies who got admitted t
neonatal intensive care unit from Nov 2011 to Oetob

2012. Only babies with clinical features of sepsixl
positive fungal cultures were included in this studp-
noea, shock, bradycardia, hypoglycaemia, respiratis-
tress, temperature instability, skin colour charegel
thrombocytopenia were considered as clinical st
gestive of fungal sepsis. During this period 3168orn
babies were admitted in this tertiary care neonatah-
sive care unit. Thirty five babies whose blood wrgt
grown fungus were included in this study. Out afsih 5
were term babies. All babies were investigated wittro
ESR, C reactive protein, blood counts, lumbar punect
serial blood culture, renal function test, livenétion test,
chest X-ray and ultrasound cranium. Blood cultwese
performed using BACTEC method. All these babies re-
ceived liposomal Amphotericin B (LAMBIN) in a dosé
5mg/kg once daily as IV infusion over 30 minutesri&
blood cultures, blood counts, septic screeningalrand
liver function tests were done before and aftetistathe
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treatment for all these babies. Cessation of sympto Candida albicans was the predominant organismtésbla

with negative culture was considered as the endt fusi
treatment. Any side effects related to drug adrizi®n
were noted. Data was expressed in mean +SD.

Results

Prematurity, perinatal asphyxia, use of broad spett
antibiotics, parenteral nutrition were the risk ttas
noted. Skin colour change, thrombocytopenia andegn
were the common clinical signs identified in thbabies.
Table 1. Risk factors and clinical signs of fungal sepsis

Risk factors Number (%)
Prematurity 30(85%)
Broad spectrum antibiotics 30(85%)
Asphyxia 10(28%)
Parenteral nutrition 10(28%)
Mechanical ventilation 10(28%)
Central line 8(23%)
Clinical sign
Skin colour change 25(71%)
Thrombocytopenia 18(51%)
Apnea 17(48%)
Temperature change 15(42%)
Bradycardia 15(42%)
Respiratory distress 13(37%)
Hypoglycemia 13(37%)
Shock 10(28%)

Table 2. Type of fungus identified and outcome of treatment

in these babies (55%).Candida glabrata and Candida
parapsiliosis were the next. Out of the 35 positiuiure
reports 19 were albicans and 14 were glabrata aver@
paraspiliosis (Table 2). All the term babies withndida
sepsis had perinatal asphyxia. Maternal genitat talo-
nization was documented in only three babies. Gereb
spinal fluid cultures were positive for Candidathree
babies. Urine culture was negative for all babids baby
had evidence of joint infection. All these babiesaived
liposomal Amphotericin B in a dose of 5 mg/kg once
daily as intravenous infusion over 30 minutes. Nfu-
sion-related side effects were noted in these baBienal
and liver functions did not show significant chasgdter
the treatment. No significant metabolic abnormaditi
were noted. Transient hypokalaemia was noted ieethr
babies and it subsided without any treatment.

Serial blood cultures revealed the efficacy of sipmal
Amphotericin B (Table 2).Treatment with liposomainA
photericin B resulted in survival of 89% of sepbiabies
affected with albicans and 83% of non-albicans. Mea
duration of treatment was 18.6+1.2days for albicand
19.1+/-1.2days for non albicans. Mean duration dolr
ture negativity was 11.6+2.2 days for albicans and
12.0+2days for non albicans. All three babies iithgal
meningitis responded well to liposomal Amphoteri&in
Out of the 31 babies who survived only two babiesev
readmitted in the six weeks follow up. Both thesbibs
showed negative fungal culture during this period.

Species Number Survival-number  Duration of treatment Duration for negative culture
(%) (%) (Days Mean+/-Sp (Days Mean+/SD)
Albicans 19(55%) 17(89%) 18:6.2 11.¢2.2
Non albicans (glabrata+ 16(45%) 14(83%) 1941.2 12.@2.0

parapsiliosis)
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Discussion

This is particularly important in newborns, wheris-d
seminated infection often affects the central nesveys-

Present study of 35 neonates with severe and qgetbn €M also.

fungal sepsis is the largest series reported fiue fdart
of the country on treatment with liposomal Amphugier
B. This study confirms the effectiveness and sabéthis

drug. Among the cases 89% albicans and 83% of hon a

bicans infected babies survived. All three patienith

Candida meningitis also responded with this trea

ment.Seivers et al and Jarlov et al also demoesttae
high penetrance of liposomal Amphotericin B intoical
nervous system [7,8].

Curr Pediatr Res 2013 Volume 17 Issue 2

Initial experience with liposomal Amphotericin B ireo-
natal fungal infections was described by Lacknel @

sociates [9]. He described two babies with Canitk-
{tion. Present study demonstrated high efficacyijd-|
somal Amphotericin B (89%). The study done by Skace
and colleagues described a survival rate of 72%tHay
started the treatment with 1 mg/kg and increaseditize



stepwise to 5 mg/kg [10]. Leibovitz also descriliegh

survival among 40 newborns with fungal sepsis véth

dose of 5 mg/kg [11]. Juster-Reicher described igakv
rate of 92% among 24 babies with fungal sepsis fower
years [12]. This study involved only low birth whigba-
bies. In our infants the mean duration of treatmeas

18.6 days. This is comparable to Sarcelles et a an ; ALDSE , )
12. Juster-Reicher A, Leibovitz E, Linder N. Liposomal

Juster-Reicher (21days) but less than that of Leickhal
(26 days).

No major side effect was noted with this drug. Tisis
comparable with other studies. Al Arishi and Weitha
also described nil toxicity of this drug in the&se series
[13,14]. Sarcella et al described transient hypadw@lia
with this drug. Three of our babies also had hyjekaia
but none of them were clinically significant.

It can be concluded that liposomal AmphotericinsBai
safe and effective drug for neonatal fungal sepsis.
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