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main difference between the American 
reports on the low incidence of infantile 
UTI after circumcision and the high 
incidence in Israel is associated with 
the person who performs the circumci-
sion. In the U.S., most procedures are 
performed by physicians, while in Israel 
a mohel, an individual with no medical 
education, is trained to perform circum-
cisions. In two studies, the calculated 
odds ratio of acquiring UTI in children 
circumcised by a mohel compared with 
those circumcised by a physician were 
4.3 and 2.8 [14,15]. 

In this issue of IMAJ, Toker and col-
leagues [16] report their experience with 
febrile circumcised infants admitted to 
the pediatric emergency room of a large 
Jerusalem hospital. The foremost results 
of their study were the high rate of UTI 
in febrile circumcised male infants after 
day 8 of life, 24.7% compared to 8.4% 
in females, and that most UTI episodes 
occurred within 9 days after circumci-
sion. These findings strengthen the 
observation that ritual circumcision is 
an important factor in neonatal UTI. 

The most striking finding in this 
study was the high rate of bacteremia in 
the infected infants, 16.6% with the same 
microorganism as in the urine, with two 
of them developing bacterial meningitis. 
Is this significant infection preventable? 
By examining the data comparing cir-
cumcisions performed by a physician or 
a mohel in Israel, it appears that the UTI 
rate is lower when the procedure is per-
formed by a physician. The reasons for 
the high rate of UTI after a traditional 
circumcision performed by a mohel are 
unclear, but it is assumed that the tech-
nique of achieving hemostasis may be 
the main factor leading to urinary tract 
infections. The mohel uses a gauze dress-

B rit milah, the ritual circumcision 
of male infants in Judaism, is an 

obligatory commandment performed 
on the eighth day of life. This procedure 
is also practiced in other religions and 
cultures. Most circumcised males in 
the world are Muslim. Global estimates 
suggest that one in every three males 
worldwide is circumcised [1]. According 
to advocates of the procedure, circum-
cision may also provide health benefits 
to males, the most prominent being 
prevention of human immunodeficien- 
cy virus. It was recently shown in ran-
domized controlled trials that adult cir-
cumcision reduced the risk of acquiring 
HIV infection [2-4]. Many studies have 
shown that male circumcision also pro-
tects against urinary tract infections in 
infants and children [5-9].

A large survey demonstrated that the 
incidence of UTI in circumcised male 
infants was significantly lower than in 
those who were uncircumcised, 0.02% 
vs. 0.24, respectively [10]. However, 
Israeli data of the last 25 years have 
shown an unexpected high peak in the 
incidence of UTI in circumcised infants 
during the first 3 weeks after circumci-
sion [11-15]. The estimated incidence 
in circumcised male infants was 0.67% 
[15], higher than in uncircumcised in- 
fants in the United States [10]. 

Why do these observations derive 
only from Israel data? We found that the 

HIV = human immunodeficiency virus
UTI = urinary tract infection

ing wrapped around the penile shaft, 
whereas physicians apply slight local 
pressure and calcium-sodium alginate 
fibers that melt within a few hours. The 
wrapped gauze used by the mohel has the 
potential to become resistant to the urine 
flow, which subsequently leads to urine 
retention. Urine retention is a known 
predisposing factor for UTI. One study 
reported that infants with UTI, after a 
traditional circumcision performed by a 
mohel, wore the gauze dressing for 25.6 
hours compared to infants without UTI 
(16.6 hours) (P = 0.007) [14]. 

Consequently, we suggest that ritual 
circumcisers adopt the hemostasis tech- 
nique used by physicians, or at least 
shorten the duration of the shaft wrap-
ping. In conclusion, the unique phe-
nomenon of the high rate of UTI in 
male infants in Israel seems to be related 
to the traditional technique of hemosta-
sis. It is time to improve the practice of 
traditional circumcision. 
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The "novel" H1N1 swine influenza virus that last year caused 
the first human pandemic in four decades has one feature 
that is hardly novel: Its surface protein, hemagglutinin 
(HA) – which spikes cells and starts an infection – closely 
matches the HA in the H1N1 virus responsible for the 
1918 pandemic. Separated by 91 years, the two strains of 
the highly mutable virus should be vastly different. This 
newfound similarity answers many mysteries about the 
2009 pandemic, including why it largely spared the elderly. 

The new findings, reported online in Science (2010; 327: 
1563) and Science Translational Medicine, also suggest 
intriguing explanations for how the 1918 influenza virus has 
evolved since it swept across the globe in several waves, 
killing more than 50 million people by the winter of 1919. 
And the investigators are proposing provocative – some 
say far-fetched – vaccination strategies to preempt future 
pandemic.
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1918 influenza virus matches 2009 H1N1 strain

Leukemia is initiated and maintained by a small number of 
self-renewing cells called leukemia stem cells (LSCs), which 
share properties with hematopoietic stem cells (HSCs), 
the self-renewing cells that produce healthy blood cells. 
Wang et al. studied mouse models of acute myelogenous 
leukemia (AML), a disease that is often refractory to existing 
therapies. Activation of the Wnt/β-catenin signaling pathway 

was required for efficient oncogene-mediated conversion 
of HSCs into LSCs. This pathway is among the most well-
studied signaling pathways in cell biology, setting the stage 
for testing of β-catenin signaling antagonists in preclinical 
models of AML.

Science 2010; 327: 1650
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A pathway to leukemia

Many types of human breast cancers overexpress a cell-surface 

receptor – EphA2 – a tyrosine kinase activated by the ligand 
ephrin-A1 present on adjoining cells. Salaita and co-authors 

studied the regulation of mechanically stimulated EphA2 
signaling by inducing intermembrane signaling between living 
EphA2-expressing human breast cancer cells and supported 
membranes displaying laterally mobile ephrin-A1. When the 
receptors engaged their ligands, they formed clusters that 

moved radially to the junction between the cells and the 
membranes. Physically impeding this movement altered the 
cellular response to ephrin-A1. Different breast cancer cell 
lines showed differences in receptor movement that correlated 
with their invasion potential and might indicate their capacity 
for metastasis formation.

Science 2010; 327: 1380
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Moving signals in breast cancer metastasis




