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Dear Editor,
Selective digestive tract decontami-
nation (SDD) and selective

oropharyngeal decontamination
(SOD) aim to eliminate potential
pathogenic microorganisms, such as
Gram-negative bacteria and yeasts,
from the oropharynx and digestive
tract of intensive care unit (ICU)
patients [1–3]. Amphotericin B is
mostly used as the antifungal com-
ponent in SOD and SDD, but is
increasingly difficult to acquire due to
scarcity of raw materials and is also
becoming increasingly expensive.
Nystatin is a potential substitute as it
is also effective against a broad range
of fungi and not absorbed from the
digestive tract [4]. However, the
effects of both agents on Candida
colonization and eradication in SDD
have never been compared.

We performed a before–after study
evaluating two subsequent changes in
SDD in a 32-bed medical-surgical
ICU in the Netherlands. All patients
admitted for 48 h or longer (i.e., eli-
gible to receive SDD until discharge
from the ICU) and who did not
receive systemic antifungal therapy
were included in the analysis. The
local ethics committee waived the
need for informed consent.

There were three study periods
(Table S1): period 1 (16 months),
SDD treatment included (q.d.s.)
application of a mouth paste con-
taining 2 % polymyxin E, 2 %
tobramycin and 2 % amphotericin B,
administration (q.d.s) of a suspension
with the same components (100 mg
polymyxin E, 80 mg tobramycin and
500 mg amphotericin B) through the
nasogastric tube, and the systemic
administration (q.d.s.) of cefotaxime
during the first 4 days of ICU
admission (Am/Am); period 2
(17 months), nystatin (2 9 10^6 units
per dose) replaced amphotericin B in
the enteral solution only (Am/Nys);
period 3 (10 months), nystatin
replaced amphotericin B in both the
oropharyngeal paste and enteral
solution (Nys/Nys).

From 1468 patients at least two
rectum surveillance cultures were
available, 1095 (75 %) were not col-
onized at the start of ICU admission
and Candida acquisition in the rectum
was analyzed. Patients’ characteris-
tics are on Table S2. Compared to the
reference period (i.e., Am/Am) and
after adjustment for baseline imbal-
ances in a Cox regression analysis,

Table 1 Effectiveness of nystatin versus amphotericin B in preventing Candida acquisition and achieving decolonization

Number of events/number
of patients

Crude hazard ratio
(95 % CI)

Adjusted hazard ratio
(95 % CI)

Candida acquisition in rectum
Am/Am (reference group, period 1) 80/441 1 1
Am/Nys (period 2) 62/415 0.75 (0.54–1.05) 0.74 (0.53–1.03)a

Nys/Nys (period 3) 24/239 0.53 (0.33–0.83) 0.52 (0.33–0.83)a

Candida acquisition in sputum
Am/Am (reference group, period 1) 61/295 1 1
Am/Nys (period 2) 79/215 1.23 (0.88–1.72) 1.21 (0.86–1.70)b

Nys/Nys (period 3) 31/156 0.87 (0.57–1.33) 0.85 (0.55–1.31)b

Candida decolonization in rectum
Am/Am (reference group, period 1) 59/127 1 1
Am/Nys (period 2) 84/150 1.23 (0.88–1.72) 1.22 (0.87–1.70)c

Nys/Nys (period 3) 57/96 1.71 (1.19–2.48) 1.70 (1.18–2.45)c

a Covariables selected for multivariable analysis were APACHE
IV score, diabetes mellitus, hypertension, immune deficiency and
body mass index. Immune deficiency was defined as use of
immunosuppressive medication (prednisone 0.1 mg/kg for at least
3 months, prednisone 75 mg/day during at least 1 week, or
equivalent), chemotherapy/radiotherapy in the year preceding
intensive care unit admission, and a known humoral or cellular
immune deficiency

b Covariables selected for multivariable analysis were body mass
index and COPD
c Covariables selected for multivariable analysis were gender, body
mass index and corticosteroid use (a daily dose[100 mg hydro-
cortisone or equivalent)

Intensive Care Med (2015) 41:2235–2236
DOI 10.1007/s00134-015-4081-x LETTER

http://dx.doi.org/10.1007/s00134-015-4081-x
http://dx.doi.org/10.1007/s00134-015-4081-x
http://dx.doi.org/10.1007/s00134-015-4081-x
http://crossmark.crossref.org/dialog/?doi=10.1007/s00134-015-4081-x&amp;domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1007/s00134-015-4081-x&amp;domain=pdf


the hazard ratios (HR) for acquisition
of Candida colonization in the
intestinal tract were 0.74 (95 % CI
0.53–1.03) during Am/Nys and 0.52
(95 % CI 0.33–0.83) during Nys/Nys
(Table 1). After adjustment for base-
line imbalances, the HR for
decolonization of Candida in the
rectum was 1.70 (95 % CI 1.18–2.45)
during Nys/Nys (Table 1). In the
1378 patients with at least two spu-
tum surveillance cultures available,
acquisition rates of Candida in the
respiratory tract were not significantly
different in the three study periods
(Table 1).

None of the included patients
acquired candidemia, and the num-
bers of patients with at least one
episode of bacteremia were 15.0, 14.2
and 17.7 per 1000 patient days for
period 1, 2 and 3, respectively
(Table S1).

In SDD, nystatin was more effec-
tive than amphotericin B in
eradicating Candida from the rectum
and preventing rectal Candida colo-
nization, and is not inferior to
amphotericin B in preventing Can-
dida respiratory tract colonization.
Nystatin use will improve the cost-
effectiveness of SDD and SOD.
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