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tissue Plasminogen activator in israel: are we there Yet?
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enormous societal burden and costs of 
stroke-related disability. 

Second, this study highlights the 
need to improve the in-hospital infra-
structure in Israeli medical centers to 
ensure rapid diagnosis and treatment. 
The present study indicates that the 
time from presentation at the emer-
gency department to the actual time of 
drug administration is longer in Israeli 
centers than in the multi-national stroke 
registry. Because earlier treatment res- 
ults in better outcome due to salvage 
of larger brain areas at peril, adequate 
measures to circumvent the obstacles 
and to ensure rapid administration of 
tPA need to be implemented locally in 
each medical center. The paper by Gur 
et al. thus unearths local current limita-
tions in stroke therapy. It is crucial to 
increase awareness among medical pro-
fessionals and emergency department 
staff in particular regarding the urgency 
in stroke therapy, to generate immedi-
ate availability of neuroimaging in acute 
stroke patients, to form dedicated stroke 
team, and to establish dedicated stroke 
units. Such units have been established 
in only a handful of centers in Israel due 
to the lack of government support. 

The third message from the paper 
by Gur et al. is that, ultimately, systemic 
tPA is but one of the multiple tools 
that exist today in our battle against 
stroke. The authors show that patients 
with large hemispheric stroke sec-
ondary to internal carotid or middle 
cerebral artery occlusion have lower 
chances of reperfusing after systemic 
tPA. These patients, as well as patients 
with acute basilar artery occlusion, may 
benefit more from emergent catheter-
ization for arterial intervention, termed 
multi-modal endovascular reperfusion 

s troke is the most common neu-
rological emergency. The holy 

grail of modern acute stroke therapy 
is to reduce ischemic injury-related 
morbidity and mortality. This may be 
achieved by rapid restoration of tissue 
perfusion. This notion is supported by 
numerous studies that showed tight 
linkage between early reperfusion and 
reduction of morbidity and mortality in 
stroke victims [1,2]. The article by Gur 
and co-researchers in this issue of IMAJ 
[3] provides a welcome emphasis on 
stroke treatment in Israel. The authors 
compare their initial experience with 
systemic administration of tissue plas-
minogen activator to that obtained at 
another Israeli center and also to that 
observed in a multi-national stroke 
registry. Reassuringly, most of the data 
are comparable among all three sources, 
suggesting that stroke patients and 
stroke treatment in Israel are similar in 
other western countries. 

Their report does however raise sev- 
eral issues that merit further discuss- 
ion on a national level. First, the fact 
that only 4% of stroke patients in the 
study arrived early enough to be 
treated with tPA highlights the need 
for educating the public on signs of 
stroke and the importance of immedi-
ate medical intervention. The fraction 
of tPA-treated patients needs to be 
much higher in order to reduce the 

tPA = tissue plasminogen activator

therapy. Since patients presenting early 
are given systemic tPA, then MMRT is 
usually reserved for patients who arrive 
later. However, some preliminary evi-
dence now suggests that MMRT can 
be applied early in patients with acute 
stroke and the overall results are bet-
ter [4]. Indeed, our own experience 
indicates that MMRT is feasible and 
effective in both basilar and extensive 
anterior circulation strokes [5,6]. 

In conclusion, our goal should con- 
tinue to be one of adjusting the best 
treatment option for each patient in- 
dividually. On the local perspective, de- 
cision-making algorithms and stroke 
protocols are implemented in many 
medical centers for that effect and are a 
necessary part of good medical care for 
stroke victims. An efficient and support-
ive infrastructure in each medical center 
that treats stroke victims is a prerequisite 
for reducing stroke-related morbidity 
and mortality. Nationally, programs to 
educate the public about stroke and its 
therapy and to reduce time from stroke 
onset to treatment must be implemented 
so that we can increase the percentage of 
treated patients and reduce the national 
costs of stroke care. Plans for adequate 
stroke care across the nation, including 
the establishment of stroke units, need 
to be generated and mandated by the 
government. And so the answer to the 
question in this Editorial's title is sadly 
a "no," but we are getting closer. 
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The normal microflora of the skin includes staphylococcal 
species that will induce inflammation when present below 
the dermis but are tolerated on the epidermal surface 
without initiating inflammation. Lai et al. reveal a previously 
unknown mechanism by which a product of staphylococci 
inhibits skin inflammation. This inhibition is mediated by 
staphylococcal lipoteichoic acid (LTA) and acts selectively 
on keratinocytes triggered through Toll-like receptor 3(TLR3). 
The authors show that TLR3 activation is required for normal 
inflammation after injury and that keratinocytes require TLR3 

to respond to RNA from damaged cells with the release of 
inflammatory cytokines. Staphylococcal LTA inhibits both 
inflammatory cytokine release from keratinocytes and 
inflammation triggered by injury through a TLR2-dependent 
mechanism. To our knowledge, these findings show for the 
first time that the skin epithelium requires TLR3 for normal 
inflammation after wounding and that the microflora can 
modulate specific cutaneous inflammatory responses.

Nature Med 2009; 15: 1377
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commensal bacteria regulate toll-like receptor 3-dependent inflammation after skin injury

Homeostatic signaling systems are widely believed to 
stabilize neural function over prolonged periods. However, 
the molecular mechanisms of homeostatic signaling in the 
nervous system are largely unknown, and direct links between 
defective homeostatic signaling and disease-causing genes 
remain obscure. Dickman and Davis performed a large-scale, 
electrophysiology-based genetic screening for mutations that 
specifically disrupt synaptic homeostasis. DTNBP1 is one of 
two genes that are most strongly and consistently associated 

with schizophrenia susceptibility in humans. The Drosophila 
homolog of DTNBP1 (dysbindin) was identified in the screen 
and was found to function during synapse development, 
baseline neurotransmission, and synaptic homeostasis. 

Dysbindin altered the calcium dependence of vesicle release 

and was essential in the presynaptic neuron for both the 
induction and expression of synaptic homeostasis.

Science 2009; 326: 1127
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dysbindin function in synaptic homeostasis

St. John and team report that infection of draining lymph 
nodes (DLNs) by Salmonella typhimurium results in the 
specific down-regulation of the homeostatic chemokines 
CCL21 and CXCL13, which are essential for normal DLN 
organization and function. The data reveal that the mech- 
anism of this suppression is dependent on S. typhimurium 
LPS (sLPS). The decrease in CCL21 expression involves 
interaction between sLPS and CCL21-producing cells 
within DLNs, triggering a distinct Toll-like receptor 4 (TLR4)-

mediated host signaling response. In this response, 
suppressor of cytokine signaling-3 (Socs3) is up-regulated, 
which negatively regulates mothers against decapentaplegic 
homolog-3 (Smad3)-initiated production of CCL21. Disruption 
of lymph node architecture and cellular trafficking enhances 
S. typhimurium virulence and could represent a mechanism 
of immune suppression used by pathogens that primarily 
target lymphoid tissue.
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salmonella disrupts lymph node architecture by tlr4-mediated suppression of homeostatic chemokines




