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trol, diminish the risk of gout, reduce the pa-
tient’s pill burden, and possibly confer additional 
clinical benefits.
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The author replies: For patients with gout and 
untreated hypertension, I agree it would be pru-
dent to avoid hydrochlorothiazide. Frequently, 
though, clinicians are faced with patients with 
gout who are already taking thiazide-type diuret-
ics. Diuretics continue to be recommended as 
first-line agents for hypertension, given their dem-
onstrated efficacy, which is similar to that of other 
agents in reducing the rates of cardiovascular 
end points such as coronary heart disease, con-
gestive heart failure, and stroke, as well as their 
low costs and similar class effects at low doses.1,2

For patients taking a stable dose of a thiazide, 

intermittent use, as compared with consistent 
daily use, confers an increased risk of gout at-
tack.3 Given the cardiovascular risks associated 
with hypertension and the high prevalence of 
inadequate blood-pressure control,4 I would not 
necessarily recommend the alteration of a regimen 
that is appropriately controlling a patient’s hyper-
tension. Since poorly controlled gout is most 
commonly related to underdosing of urate-lower-
ing therapy and poor adherence,5 I would opti-
mize urate-lowering therapy before making chang-
es that might adversely affect blood-pressure 
control. For patients who are refractory to appro-
priate maximal urate-lowering therapy, switch-
ing to an alternate antihypertensive agent (e.g., 
the uricosuric losartan) with close monitoring of 
blood-pressure control would be appropriate. 
Decision analysis and cost-effectiveness studies 
are warranted to guide optimal management.
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Necrotizing Enterocolitis
To the Editor: In their informative review of 
necrotizing enterocolitis, Neu and Walker (Jan. 
20 issue)1 seem to be unduly selective in summa-
rizing the evidence about probiotics,2 by omitting 
two systematic reviews.3,4 One review, in which 
methods that follow Cochrane guidelines were 
used to evaluate 11 randomized, controlled trials 
involving 2176 preterm infants, showed that pro-
biotics reduced the rate of death from any cause 

by over one half (risk ratio, 0.42; 95% confidence 
interval [CI], 0.29 to 0.62; P<0.00001) and reduced 
the rate of necrotizing enterocolitis by two thirds 
(risk ratio, 0.35; 95% CI, 0.23 to 0.55; P<0.00001).3 
A Cochrane review showed similar effects4 and 
recommended a change in practice for infants 
with a birth weight over 1000 g. Neu and Walker 
noted that there was an increased rate of sepsis 
in association with probiotics in one trial, but 
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neither meta-analysis showed an increased rate 
of sepsis.3,4

These results have implications with respect to 
transparency and parents’ preferences.5 If clini-
cians and parents remain uncertain of the evi-
dence, further randomized trials that include a 
placebo control group are needed. However, insti-
tutional review boards and ethics committees 
should ensure that parents in the United States 
and elsewhere receive balanced, complete in-
formation about the risks and benefits of pro-
biotics.2,5
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To the Editor: The statement in the review by 
Neu and Walker that there was a higher incidence 

of sepsis among infants who received probiotics, 
especially infants with a birth weight of less than 
750 g, was of concern to us. Since death is a com-
petitive factor for sepsis, consideration of the 
composite outcome of sepsis or death, in addi-
tion to consideration of sepsis alone, is helpful. 
Table 1 summarizes the data from our trial, 
which evaluated the composite outcome of sepsis 
or death; the rate did not differ significantly be-
tween groups.1 Hammerman, the corresponding 
author of another study on oral probiotics for the 
treatment of necrotizing enterocolitis in very-low-
birth-weight infants, was kind enough to provide 
the original data from the clinical trial2; when 
the data from that study were combined with 
those from our trial, the trend was similar to that 
in our trial alone (Table 1).

We believe that the data are compelling and 
should be available to clinicians worldwide as 
they make their decisions regarding the use of 
probiotics in small preterm infants. Although the 
concerns of the authors and the Food and Drug 
Administration are noteworthy, the devastating 
disease burden of necrotizing enterocolitis and 
the relative safety of probiotics make continued 
delays in routine administration of probiotics 
increasingly difficult to justify.
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Table 1. Outcomes in Preterm Infants with Birth Weight of 750 g or Less in Trials of Oral Probiotics to Prevent Necrotizing 
Enterocolitis (NEC).

Outcome Taiwan Multicenter Trial* Combined Data†

Oral Probiotics 
(N = 33)

Control 
(N = 18) P Value

Oral Probiotics 
(N = 34)

Control 
(N = 24) P Value

no. (%) no. (%)

Sepsis 12 (36) 1 (6) 0.02 12 (35) 6 (25) 0.4

NEC 1 (3) 2 (11) 0.24 1 (3) 4 (17) 0.06

Death 1 (3) 4 (22) 0.03 1 (3) 7 (29) 0.004

Sepsis or death 13 (39) 5 (28) 0.24 13 (38) 13 (54) 0.23

NEC or death 2 (6) 6 (33) 0.01 2 (6) 11 (46) <0.001

*	Data are from Lin et al.1

†	Data are from Lin et al.1 and Bin-Nun et al.2 There were no events of NEC, sepsis, or death in the probiotics group in 
the study by Bin-Nun et al.
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The authors reply: We agree with Tarnow-
Mordi et al. that several randomized, controlled 
trials and meta-analyses point to the possibility 
that the development of neonatal necrotizing 
enterocolitis can be prevented with the use of 
probiotics. There has been extensive debate as to 
whether the current evidence supports the rou-
tine use of probiotics for this condition. Major 
concerns about the inclusion of multiple probiotic 
preparations and about the methodology of meta-
analysis, as well as about the level of evidence 
from the individual studies, have been expressed 
in the literature.1-4 We believe that the fact that 
there is controversy regarding the use of probiot-
ics should be clearly stated for parents, investiga-
tional review boards, and other interested par-
ties. Equipoise should be maintained to allow for 
additional investigation through adequately pow-
ered studies that have a primary outcome of nec-
rotizing enterocolitis. We continue to agree fully 
with committees on nutrition from both Europe 
and America that have urged caution and have 
proposed that additional confirmatory studies be 
performed before a change in practice to include 
the routine use of probiotics for the prevention of 
necrotizing enterocolitis in the neonatal inten-
sive care units is recommended.

In response to Lin et al.: the secondary data 
analysis pertaining to sepsis and adjustment for 
death is of interest, but the concern that sepsis 
developed in 12 babies in the probiotic group, as 
compared with only 1 in the control group, 
remains, especially since there is no clear evi-
dence of the cause of death in the groups. A re-

cent study in Brazil might have suggested that 
there was lower mortality among babies assigned 
to a probiotic group, but the majority of deaths 
in this study occurred before the babies were 
even started on probiotics.5 The cause of death 
for preterm infants born at an extremely low birth 
weight is often the removal of life support be-
cause of severe intracranial hemorrhage, which 
is likely to have little relevance to the use of pro-
biotics. To determine whether there is a reason-
able pathophysiological explanation to link the 
outcome to the use of probiotics, future studies 
will need to state the cause of death clearly.

As suggested in our review, before routine 
probiotic prophylaxis can be recommended to 
neonatologists, it is important to have additional 
evidence provided in support of efficacy, as well 
as information on both the short-term and long-
term safety of a single agent or set of agents that 
is chosen for use.
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More on DSMBs

To the Editor: Merck, sponsor or financial 
supporter of Simvastatin and Ezetimibe in 
Aortic Stenosis (SEAS) (ClinicalTrials.gov num-
ber, NCT00092677), Improved Reduction of 
Outcomes: Vytorin Efficacy International Trial 
(IMPROVE-IT) (NCT00202878), and Study of Heart 
and Renal Protection (SHARP) (NCT00125593), 

agrees with the importance of an independent 
data and safety monitoring board (DSMB), a point 
made by Drs. Drazen and Wood (July 29, 2010, 
issue).1 We disagree, however, with their sugges-
tion that Merck failed to give the DSMBs full in-
dependence, for the following three reasons:

In January 2008, the SEAS DSMB informed 
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