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Letters to the Editor

DISCREPANCIES BETWEEN
TRIAL REGISTRATION AND
THE PUBLISHED ARTICLE

The published article describes a
2-arm trial of 300 infants comparing the
Mogen clamp (n = 153) with the Plasti-
bell device (n = 147). However, the trial
registration documents on ClinicalTrials.
gov (NCT00971958) has, since June 24,
2011, described a 3-arm trial with the
AccuCirc device added as a third arm,
making a total sample size of 450. The
trial registration also described the total
“anticipated enrolment™ initially as 1000,
later increased to 1250, and currently
records an “achieved enrolment” of 1020.
Can the authors clarify which sample size
was planned, was the trial registration doc-
ument erroneous, and most importantly is
there a third arm still unpublished?

THE THREE
POSTCIRCUMCISION DEATHS

Three postoperative deaths out of
300 in a nontherapeutic trial in healthy
newborns is alarming. I was slightly
surprised that the authors did not see fit
to mention them in the abstract.

We are told that the authors and
the Institutional Review Boards (IRBs)
judged that the deaths were unrelated to
the circumcision. However, I note the use
of the singular “death” in this statement:

“Of these, 2 died of gastroen-
teritis and one died of sus-
pected neonatal sepsis on his
second day of life, with the
[singular] death reviewed by
the study Data Safety Moni-
toring Committee, Botswana
Health Research and Devel-
opment Committee, and Brig-
ham and Women’s Hospital
Institutional Review Board
and not thought to be proce-
dure related.” (end of para 3
under “Study Participants”).

Does this mean that only the sepsis-
related death was reviewed by the IRB?

Cause of death in newborns can be
difficult to ascertain, and in the absence
of a “no circumcision” arm, it is impos-
sible to prove that the deaths were unre-
lated. I think readers, parents, and health
planners considering neonatal circumci-
sion prograes would be interested in
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rather more detail. What were the ages
of the children when they died and the
time relation of the deaths to the sur-
gery? Did the infants have any preexist-
ing illness, what investigations were
performed, and were autopsies done? If
so, what were the findings?

Jim Thornton, MD

Department of Obstetrics and Gynecology
University of Nottingham,
Nottingham, United Kingdom
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Author’s Reply: A
Randomized Trial of
Mogen Clamp Versus
Plastibell for Neonatal
Male Circumcision in
Botswana

To the Editors:

I write in response to inquiries raised
by Dr Thornton about our study of neo-
natal male circumcision in Botswana.'

The first question raised is related
to information recorded in ClinicalTrials.
gov. The trial was originally designed to
evaluate only the Plastibell and the
Mogen clamp among 300 newborn boys
(randomized 1:1 to circumcision method,
150 per arm). We learned of the availabil-
ity of the newer AccuCirc device only
after initiation of the original trial. After
consultation with the Botswana Ministry
of Health and review and approval by all
relevant regulatory bodies, we added the
AccuCirc arm as an amendment to our
original study protocol, with a plan to
circumcise an additional 150 neonates
by AccuCirc (leading to a total of 450
neonates circumcised in the 3 arms, as
reflected on ClinicalTrials.gov). Because
the AccuCirc arm started enrolling
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only after the original 2 randomized Plas-
tibell and Mogen arms had completed
enrollment, the AccuCirc study results
were not included in the manuscript sub-
mitted to JAIDS. The AccuCirc data
have, however, been shared with the
Ministry of Health in Botswana and with
staff at participating local hospitals, and
a manuscript summarizing the findings
from the AccuCirc arm is in preparation.

The total sample size appearing
in ClinicalTrials.gov includes both pa-
rents of newborn boys (because enrolled
consenting parents completed question-
naires as part of this study) and boys
whose parents consented to circumcision.
When planning the study, we anticipated
that not all parents who completed the
questionnaire would consent to circum-
cising their baby; therefore, it was neces-
sary to estimate the number of parents
who would participate in the survey
(700) to achieve an enrollment of 300
neonates (therefore the initial estimate
of 1000). The original 2 arms of the study
ultimately enrolled 921 participants. The
addition of the AccuCirc arm led to
a revised estimate of total number of neo-
nates and their parents (total = 1250). We
have updated the site to reflect the final
3-arm enrollment of 1235 participants
(this includes neonates and parents).

Dr Thomton raised questions
about the deaths of 3 neonates who were
enrolled in the study. All adverse events
in the study, whether or not related to
study procedures, were reported as per
study protocol to the regulatory and over-
sight bodies who duly reviewed them.
Unfortunately, neonatal and infant mortal-
ity rates remain high in low- and middle-
income countries. For Botswana in 2010,
UNICEF reports a neonatal mortality
rate of 19/1000 and an infant mortality
rate of 36/1000 (http://www.childinfo.
org/files/maternal/DI1%20Profile%20-%
20Botswana.pdf). These statistics were
supported by data from a recent study
in Botswana of neonatal outcomes in
33,148 deliveries occurring from 2009 to
2011: 1.9% of live-born infants died before
hospital discharge.” This sobering number
does not include neonates dying after dis-
charge from the hospital. The neonatal
mortality statistics from UNICEF and from
Chen et al” are from sites in which neo-
natal male circumcision was not available.
Therefore, given a neonatal mortality rate
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of 1.9%, a total of 3 deaths in our study of
300 neonates is not outside of what could
be expected, and no death was deemed to
be circumcision related.

One baby died with cough and
gastroenteritis more than 10 weeks after
being circumcised. He was born at
39 weeks estimated gestational age. The
baby was circumcised on day of life 3
using a Plastibell device. There were no
complications after the procedure. He was
seen nearly 9 weeks after the circumci-
sion in a community outpatient clinic for
cough and diarrhea. On our third attempt
to contact the family after a missed
4-month follow-up visit, we learned that
he had died after prolonged coughing and
diarrhea, at 10%2 weeks of age.

A second baby died of gastroen-
teritis at 28 days of age, 25 days after
circumcision. The participant was born
at 41 weeks estimated gestational age.
The baby was circumcised on day of life
3 using a Plastibell device. There were
no complications after the procedure. He
was admitted to the hospital with diar-
rhea and vomiting on day of life 18. On
admission, the study staff visited the
baby and examined him. The Plastibell
was already fully detached and the
circumcision was completely healed
and the site was clean, with no evidence
of infection. The baby was treated in the
hospital by hospital staff for acute
gastroenteritis, dehydration, and elec-
trolyte imbalances. Unfortunately, the
baby’s condition never improved and
he died in hospital at 28 days of age.
The cause of death was documented by
the treating physicians at the hospital as
“acute gastroenteritis with abdominal
distention, respiratory arrest due to vom-
iting and query aspiration.”

The last death occurred in a baby
who died of suspected sepsis on day of
life 3. The baby was circumcised using
a Mogen clamp on day of life 2 and
discharged to home later that day. The
following day he was brought to the local
health center with respiratory distress and
was noted to be febrile and was trans-
ferred to the district hospital. The study
team was not notified of his admission
until the next morning, after he had died.
The circumstances of this baby’s death
were reviewed in great detail with several
groups to obtain independent assessment
of the cause of death: the hospital staff,
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the Botswana Ministry of Health, the
Botswana Health Research and Develop-
ment Committee, the Partners Institu-
tional Review Board, and our own Data
Safety Monitoring Committee. All parties
agreed that based on all the clinical data
available, the most likely cause of death
was neonatal sepsis or pneumonia and
that it was extremely unlikely that the
baby’s death was related to the circumci-
sion procedure.

Autopsies are very rarely per-
formed in Botswana and were not per-
formed in any of the 3 deaths in the study.
Detailed diagnostic work-ups are also
often not available in resource-limited
settings or are not performed (eg, because
a baby dies at home). Finally, prenatal
screening for group B streptococcus is not
routinely performed, and mothers do not
receive prophylactic antibiotics.

Neonates in much of sub-Saharan
Africa face the highest mortality rates in
the world,® and we agree that the exact
cause of their death is often not known.
We did consider but ultimately decided
not to include a “no circumcision” arm
in this study. We know the "background"
rates of neonatal and infant mortality in
Botswana, in noncircumcising populations
(and these are higher than the mortality
observed in our cohort). As we stated in
our article, we believe that the issue of
high background rates of neonatal mortal-
ity in resource-limited settings must be
addressed in the context of neonatal male
circumcision programs. We recommend
that if a provider detects any signs or
symptoms of neonatal illness, that the pro-
cedure be postponed until the neonate is
deemed clinically well.

Rebeca M. Plank, MD

Division of Infectious Diseases,
Brigham and Women’s Hospital,
Boston, MA
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Response to Calcagno
Comment on “Higher
CNS Penetration-
Effectiveness of
Long-term
Combination
Antiretroviral Therapy
Is Associated With
Better HIV-1 Viral
Suppression in
Cerebrospinal Fluid”

To the Editors:

We thank Calcagno et al' for their
thoughtful comments about our article ad-
dressing the effectiveness of antiretroviral
treatment in suppressing HIV-1 in cerebro-
spinal fluid (CSF).?> We particularly thank
them for pointing out the wrong central
nervous system penetration effectiveness
(CPE) score of patient 1 in Table 4 that
should be 1/7 not 1/6 and that in Table 5,
where the median CPE rank 2010 of
the treatment regimens with a detectable
viral load in CSF should be 6 with a range
of 67 not with a range of 6-8.

The repeated statistical analysis
with the corrected score of 7 in patient
1 yields a new odds ratio of 0.37 per unit
higher (95% confidence interval: 0.22 to
0.61) instead of 0.38 (95% confidence
interval: 0.17 to 0.87) and a P value of
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