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Background

Anaphylaxis 1s a serious hypersensitivity reaction that is rapid in onset and may cause death. Adrenaline is
recommended as the initial treatment of choice for anaphylaxis.

Objectives

To assess the benefits and harms of adrenaline (epinephrine) in the treatment of anaphylaxis.

Search methods

In the previous version of our review, we searched the databases until March 2007. In this version we
searched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Cochrane Library 2010,
Issue 11), MEDLINE (1966 to November 2010), EMBASE (1966 to November 2010), CINAHL (1982 to
November 2010), BIOSIS (to November 2010), ISI Web of Knowledge (to November 2010 and LILACS
(1982 to November 2010). We also searched websites listing ongoing trials and contacted pharmaceutical
companies and international experts in anaphylaxis in an attempt to locate unpublished material.

Selection criteria

We included randomized and quasi-randomized controlled trials comparing adrenaline with no
intervention, placebo or other adrenergic agonists were eligible for inclusion.

Data collection and analysis

Two authors independently assessed articles for inclusion.



Main results

We found no studies that satisfied the inclusion criteria.

Authors' conclusions

Based on this review, we are unable to make any new recommendations on the use of adrenaline for the
treatment of anaphylaxis. Although there is a need for randomized. double-blind, placebo-controlled
clinical trials of high methodological quality in order to define the true extent of benefits from the
admuinistration of adrenaline in anaphylaxis, such trials are unlikely to be performed in individuals with
anaphylaxis. Indeed, they might be unethical because prompt treatment with adrenaline is deemed to be
critically important for survival in anaphylaxis. Also, such studies would be difficult to conduct because
anaphylactic episodes usually occur without warning, often in a non-medical setting, and differ in severity
both among individuals and from one episode to another in the same individual. Consequently, obtaining
baseline measurements and frequent timed measurements might be difficult, or impossible, to obtain. In the
absence of appropriate trials, we recommend, albeit on the basis of less than optimal evidence, that
adrenaline administration by intramuscular (1.m.) injection should still be regarded as first-line treatment
for the management of anaphylaxis.
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Abstract Purpose: Adolescents with chronic illnesses have been shown to have management and treatment
issues resulting in poor outcomes. These issues may arise from non-interest in self care and illness
knowledge. A video game, “Re-Mission,” was developed to actively involve young people with

. A R ) ) N R ) . cancer in their own treatment. Re-Mission provides opportunities to learn about cancer and s
The online version of this article, along with updated information and services, is treatment.
located on the World Wide Web at:

http://www.pediatrics.org/cgi/content/full/122/2/e305
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ABSTRACT Email: teun aalbers@radboudumc.nl
Keywords: Objective: Medical students often lack training in complex geriatric medical decision making. We
Mexdical dechiion making therefore developed the serious game, GeriatriX, for training medical decision making with weighing Abstract
SETIOUS EAMeS patient preferences, and appropriateness and costs of medical care. We hypothesized that education with

;"'d’c"r“'m‘:::: GeriatriX would improve the ability to deal with geriatric decision making and also increase cost
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ORIGINAL ARTICLE

Patient empowerment through
provision of a mobile application
for medication reconciliation:

a proof of concept study

Annabel Werumeus Buning,' Joanna E KIoPotmska,z
Michiel Duyvendak,” Lucien JLPG Engelen,” Joris Arts™>

ABSTRACT

Background The operationalisation of
medication reconciliation in daily practice is
challenging, due to among others, insufficient
interoperability of computer systems and high
implementation costs. Involving patients in the
medication reconciliation process by using
information technology could potentially
overcome these difficulties and reduce
preventable patient harm accordingly.

and some feel even more involved in their
medication treatment. The use of MMa for
medication reconciliation at care transition shows
potential as tool to improve patient safety and to
reduce healthcare costs.

INTRODUCTION

Preventing medication-related  patient
harm, also referred as adverse drug
events (ADEs), remains a top patent
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Neutrophil adhesion in brain capillaries reduces
cortical blood flow and impairs memory function
in Alzheimer's disease mouse models

Jean C.Cruz Hernandez"’, Oliver Bracko'’, CalvinJ. Kersbergen (', Victorine Muse ",

Mohammad Haft-Javaherian', Maxime Berg?, Laibaik Park®?, Lindsay K. Vinarcsik', Iryna lvasyk’,
Daniel A, Rivera', Yiming Kang', Marta Cortes-Canteli**, Myriam Peyrounette?, Vincent Doyeux?,

Amy Smith©?, Joan Zhou', Gabriel Otte', Jeffrey D. Beverly', Elizabeth Davenport’, Yohan Davit?,
CharlesP.Lin%, Sidney Strickland?, Costantino ladecola®3, Sylvie Lorthois©'?, NozomiNishimura(®'#*

and Chris B. Schaffer>#*

Cerebral blood flow (CBF) reductions in Alzhelmer's disease patients and related mouse models have been recognized for
decades, but the underlying mechanisms and resulting consequences for Alzhelmer's disease pathogenesls remain poorly
understood. In APP/PS1 and 5xFAD mice we found that an increased number of cortical capillaries had stalled blood flow as
compared to In wild-type animals, largely due to neutrophils that had adhered In caplllary segments and blocked blood flow.
Administration of antibodies against the neutrophil marker Ly6G reduced the number of stalled capillaries, leading to both
an Immediate Increase In CBF and rapidly Improved performance In spatial and working memory tasks. This study identified
a previously uncharacterized cellular mechanism that explains the majority of the CBF reduction seen in two mouse models of
Alzhelimer's disease and demonstrated that Improving CBF rapldly enhanced short-term memory function. Restoring cerebral
perfusion by preventing neutrophil adheslon may provide a strategy for Improving cognition in Alzhelmer's disease patients.

in the elderly, worldwide. This disease is characterized by

a rapid and progressive cognitive decline accompanied by
several pathological features, such as the accumulation of amyloid-
beta (Ap) plaques in brain tissue and along blood vessels as cerebral
amyloid angiopathy, the hyperphosphorylation of tau proteins and
formation of neurofibrillary tangles in neurons, increased density
and activation of inflammatory cells and, ultimately, the death of
neurons and other brain cells'.

Vascular dysfunction is implicated in the pathogenesis of
Alzheimer’s disease. Many of the primary risk factors are associated
with compromised vascular structure and function, such as obe-
sity, diabetes, atherosclerosis and hypertension’. Brain blood flow
is also severely compromised; cortical cerebral blood flow (cCBF)
reductions of ~25% are evident early in disease development in
both patients with Alzheimer’s disease’* and in mouse models**,
which express mutated genes that encode for amyloid precursor
protein (APP). Several mechanisms for this hypoperfusion have
been proposed, including constriction of brain arterioles®, loss of
vascular density' and changes in neural activity patterns and/or in
neurovascular coupling''*, but a full understanding of the under-
lying mechanisms for CBF reduction in Alzheimer’s disease has
not emerged.

Q lzheimer’s disease is the most common form of dementia

These large decreases in blood flow may contribute to the cogni-
tive symptoms of Alzheimer’s disease and drive disease progression.
Cognitive functions, such as attention, were immediately impaired
by a reduction in CBF of ~20% in healthy humans". When CBF was
chronically reduced by ~35% in WT mice, spatial memory deficits
were observed accompanied by pathological changes in the brain
including increased inflammation". In addition, impairing blood
flow in Alzheimer’s disease mouse models led to an increase in
Ap deposition, suggesting that blood flow deficits can worsen A
pathology'*'". These data suggest that decreased CBF in Alzheimer's
disease probably contributes to both cognitive dysfunction and dis-
€ase progression.

Because reductions in CBF are a recognized and important
aspect of Alzheimers disease, yet have not been well explained.
we sought to uncover the cellular basis for this phenomenon in
APP/PS] and 5xFAD) mouse models of APP overexpression.

Results

To investigate cortical hypoperfusion in Alzheimers disease, we
used in vivo two-photon excited fluorescence (2PEF) microscopy
to image the cortical vasculature in APP/PS1 mice'® (Fig. 1a), look-
ing for occluded vessels (Fig. 1b). We observed no obstructions in
arterioles or venules, but around 1.8% of capillaries in APP/PS]

'Nancy E. and Peter C. Melnig School of Biomedical Engineering, Cormell University, Ithaca, NY, USA. ZInstitut de Mécanique des Fluldes de Toulouse,
Université de Toulouse, CNRS, INPT, UPS, Toulouse, France. *Fell Family Brain and Mind Research Institute, Weill Cornell Medicine, New York, NY,

USA._ *Patricia and John Rosenwald Laboratory for Neurobiology and Genetics, The Rockefeller University, Mew York, NY, USA_ =Centro Macional de
Investigaciones Cardiovasculares Carlos 11, Madrid, Spain. “Weliman Center for Photomedicine and Center for Systems Biology, Massachusetts General
Hospital, Harvard Medical School, Boston, MA, USA. "These authors contributed equally: Jean C. Cruz Hemandez, Qliver Brackeo. *These authors jointly
supervised this work: Nozomi Nishimura, Chris B. Schaffer. *e-mall: nné2@cornell.edw cs385@comell.edu
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Cerebral blood flow (CBF) reductions In Alzhelmer's disease patients and related mouse models have been recognized for
decades, but the underlying mechanisms and resulting consequences for Alzhelmer’s disease pathogenesis remain poorly
understood. In APP/PS1 and 5xFAD mice we found that an Increased number of cortical caplllaries had stalled blood flow as
compared to In wild-type animals, largely due to neutrophlls that had adhered In caplllary segments and blocked blood flow.
Administration of antibodies against the neutrophil marker Ly6G reduced the number of stalled caplllaries, leading to both
an immediate Increase In CBF and rapidly improved performance In spatial and working memory tasks. This study Identified
a previously uncharacterized cellular mechanism that explains the majority of the CBF reduction seen In two mouse models of
Alzhelmer’s disease and demonstrated that improving CBF rapidly enhanced short-term memory function. Restoring cerebral
perfusion by preventing neutrophil adhesion may provide a strategy for Improving cognition in Alzhelmer's disease patients.
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Clinical Trials And Possible FDA Approval

About a vear ago Evo passed through Phase 3 Clinical Trials as a therapy for
ADHD. During this test 348 children between the ages of 8 to 12 plaved Evo
on tablets for 4 weeks. The kids plaved the game in sessions of 30 minutes
for 5 days a week. Only 11 of the children reported ill effects from playing,
mainly frustration and headaches. Side effects like these are mild compared
to what can be experienced from traditional pharmaceuticals used on this
condition.

The children who plaved Evo were shown to have significant improvement
in inhibitory control and attention; the prime metrics of the study. These
metrics were compared against children who were playing another game as
a placebo and who didn’t show similar gains. Despite the success in this
cognitive area, parents and teachers reported similar levels of behavioral
change between the children who plaved Evo and the placebo.

Akili plans to push forward to seek FDA approval in the near future. If
approval is given, this would be the first digital therapeutic drug available
on the market. However due to this new area of medicine, it’s hard to tell
how the medical community will receive it. Would doctors prescribe a video
game, even if it is FDA approved? Furthermore, would insurance companies
pay for this treatment?



This video game can now be prescribed
as medicine in the US

Apple a day.

News by Emma Kent, Reporter @ v I..-""_.l"\-]
Updated on 16 june 2020 )\

When | was growing up, | was always told that video games were detrimental to your health:
addictive, "bad for your eyes”, and a general waste of time. While some of those concerns may

be true when taken to extremes, games are now also being recognised for their positive
properties - and one game has been approved for prescription as a medicine in the US.

The Food and Drug Administration (FDA), which is responsible for approving medications in the
US, has authorised doctors to prescribe a game called EndeavorRX to kids between eight and
12 with inattentive or combined-type ADHD (via The Verge). Made by Akili Interactive, the
company says the mobile game had a noticeable effect on improving attention span, with one
of the five studies finding a third of children "no longer had a measurable attention deficit on at
least one measure of objective attention” after four weeks of treatment. About half of parents

reported a "clinically meaningful change in their child's day-to-day impairments” after one
month, a number that increased to 68 per cent after a second month of treatment.



How Antibiotic Resistance Happens

1

Lots of germs.
A few are drug resistant.

2.

Antibiotics kill
bacteria causing the illness,
as well as good bacteria
protecting the body from

infection. ’
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The drug-resistant
bacteria are now allowed to
grow and take over.

4.
Some bacteria give

their drug-resistance to
other bacteria, causing
more problems.
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A Randomized Controlled Trial on Teaching Geriatric Medical
Decision Making and Cost Consciousness With the Serious Game
GeriatriX

Joep Lagro MD, PhD **, Marjolein HJ. van de Pol MD ", Annalies Laan MD?,
Fanny J. Huijbregts-Verheyden MSc*, Lia CR. Fluit MD, PhD*,

Marcel G.M. Olde Rikkert MD, PhD*

* pepartment of Geratric Medicine, Rodbowd Universine Mediool Center. Mimegen, The Netherlands

" Department of Primavy and Community Care, Radbaued University Medicnl Center, Nijmegen, The Netherlards
< Instiute for (fio) Medical Education, Radbeiwd University Medienl Center, Mijmegen, The Netherknds

ABSTRACT

Keywards; iective; Medical students often lack training in complex geriatric medical decision making. 'We
Medical decision muaking therefore dmhmdﬂwsedwm Geriarrix, for training medical decision making with weighing
serious games patient and costs of medical care, We hypothesized that education with
medical education GeratriX would imprr.we the ability to deal with geriatric decision making and also increase cost
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Title
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Summary

,\
Testing a serious puzzle game for medication adherence in Rheumatoid Arthritis patients

Gaming for Adherence to Medication using E-health in RA-patients (GAMER) study: a multi-centre randomised clinical trial investigating a
serious game

Country of recruitment: The Netherlands

SUMMARY

Rationale: Effectiveness of pharmacological therapy in inflammatory rheumatic diseases may be limited by inadequate patient adherence to
medication. Interventions to improve adherence of DMARDs are therefore necessary to reduce undesirable effects of non-adherence on disease
activity, joint damage and overall healthcare costs. Games are increasingly used to address behavioural and psychological factors associated with
adherence to medical treatment regimens. Nevertheless, no serious game, where the main goal is providing entertainment, has ever been
deployed to subtly and positively influence medication adherence behaviour.

Objective: This study aims to examine the effectiveness of serious game “Medi en Seintje” to improve medication adherence and clinical
outcomes in patients with rheumatoid arthritis treated with Disease Modifying Anti-Rheumatic Drugs (DMARDs).
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We don't stop playing because
we grow old; we grow old
because we stop playing.

George Bernard Shaw,
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