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potentially life-threatening anaphylaxis, 
exacerbation of atopic dermatitis, and 
emotional distress – particularly in older 
children, teenagers and adults who may 
become more anxious about their food 
allergy. In patients with cardiovascular 
disease, anaphylaxis or its treatment could 
result in morbidity. A possible effect of a 
positive OFC on preventing or delaying 
resolution of a food allergy has not been 
studied systematically. The benefits of a 
positive OFC include a conclusive diag-
nosis of food allergy demonstrating the 
need for continued counseling in strict 
avoidance of the food, reduced risk of 
inadvertent exposures, reduced anxiety 
about the unknown, and validation of 
the patients’ and families’ efforts to avoid 
a food. The benefits of a ‘negative’ OFC 
include expanding the diet and improving 
the patient’s nutrition and quality of life.

In spite of the clear benefits of the 
OFCs, they are frequently deferred due 
to the concern regarding severe reactions. 
To address this obstacle, Cianferoni and 
colleagues [6] developed a Food Challenge 
Score, a system that could predict the 
anaphylactic reaction as an outcome of 
an OFC. They retrospectively analyzed 
data from over 1000 OFCs to cow’s milk, 
egg and peanut performed openly over a 
5 year period. Overall, 47% of the chal-
lenges resulted in an allergic reaction; 24% 
patients developed anaphylaxis (defined as 
a multisystem reaction), and 10.7% reacted 
to less than 1 g (eliciting dose) of the chal-
lenge food. They observed no significant 
differences in reaction severity of the elic-
iting dose between children with or with-
out prior reaction history. The children 
with a multisystem reaction were older 
and had a past history of non-cutaneous 
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placebo-controlled oral food challenge into 
mainstream clinical practice in 1976 [1]. 
Since then, the oral food challenge has been 
accepted as a procedure that can be used to 
definitively establish whether a food is the 
cause of adverse reactions [2,3].

OFC may be performed to confirm 
that an allergic or other adverse reac-
tion to a food or food additive exists or 
that it has resolved [4]. The decision to 
proceed to OFC is complex and may be 
influenced by many factors, including the 
patient’s medical history, age, past adverse 
food reactions, skin-prick tests and serum 
food-specific immunoglobulin E antibody 
tests, and concomitant food allergies [5]. 
The decision is also influenced by the 
importance of the food to the patient due 
to its nutritional value, its universal pres-
ence in commercial foods or ethnic diets, 
and by the patient’s/family’s preferences. 

Oral food challenges can be performed 
openly or in a single or double-blinded 
manner. OFCs are expensive, time and 
labor-consuming and usually are not 
easily available for patients. They are 
considered safe; there have been no asso-
ciated deaths from OFC reported in the 
literature indexed since 1976 in Pubmed. 
However, OFCs do have inherent risks, 
including acute allergic reactions with 

OFC = oral food challenge

reactions. Among the children with prior 
history of reactivity, 21% had multisystem 
reactions. Using a multivariate regression 
analysis they identified factors indepen-
dently associated with a positive OFC. 
These factors included age older than 5 
years, prior reaction with gastrointestinal 
or respiratory symptoms or anaphylaxis, 
skin-prick test wheal greater than 9 mm, 
and serum food-specific IgE concentra-
tion greater than 5 kU/L. The probability 
of anaphylaxis and anaphylaxis to less than 
1 g of food during an OFC increased with 
increased score for all tested foods. 

These findings are interesting and 
could be used to facilitate selection of the 
optimal candidates for office food chal-
lenges. However, the proposed system 
has some limitations. First, even with the 
score of 4, the probability of anaphylaxis 
during challenge was only 0.45 for milk 
and about 0.05–0.1 for egg and peanut. 
Second, with the score of 0, the probability 
of anaphylaxis to milk was about 0.65. This 
underscores the critical importance of hav-
ing emergency medications immediately 
available at the bedside during oral food 
challenges and close monitoring during 
and following the OFC. Third, there were 
no data provided regarding the distribu-
tion of the challenge score in the studied 
population and whether the scores were 
distributed normally or skewed towards 
lower or higher scores, which might have 
affected the probability curves. Finally, 
clinical judgment might override the 
scoring system. For example, a 3 year old 
child who recently developed diffuse hives 
following ingestion of a food contami-
nated with peanut and whose peanut-IgE 
is 4 kU/L and SPT 6 mm has a score of 0 
but would not usually be considered for a 
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challenge in clinical practice. In contrast, 
a teenager with a distant history of peanut 
anaphylaxis, peanut IgE 5 kU/L, SPT wheal 
size 10 mm and a recent accidental inges-
tion of a small amount of peanut candy 
without symptoms would be considered 
for a challenge with a score of 3. The 
authors also did not discuss the difference 
between their proposed score and the epi-
demiological risk factors for anaphylaxis, 
such as asthma, that was not included in 
their score. It might have been due to the 
high frequency of asthma among the study 
subjects, but without a better characteriza-
tion of the baseline clinical features of the 
study population it is not possible to draw 
conclusions on this issue.

Nevertheless, the Food Challenge 
Score seems to identify subjects at high 
risk for a severe reaction during the oral 
food challenge and may merit validation 
in studies with a more rigorous design 
and in different patient populations. 
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Biologic therapies have revolutionized the treatment of 
rheumatic diseases in the past decade. As with any drug, 
however, a variety of important safety concerns affect 
the choice and use of these agents. Several issues, such 
as the risk of infection, malignancy, or administration 
reactions, apply to all of these compounds, although some 
conditions that affect patient selection and management 
within these categories seem to be specific to particular 
biologic treatments. Other safety concerns with biologic 
agents, such as congestive heart failure, demyelinating 
disease, and hyperlipidemia, are associated with individual 

agents. Despite all these concerns, the therapeutic indices 
for biologic agents remain fairly high in relation to non-
biologic DMARDs. Available safety data for all biologic 
agents approved for the treatment of rheumatoid arthritis 
were reviewed by Woodrick and Ruderman, who conclude 
that with careful patient selection and appropriate vigilance 
on the part of treating physicians and other care providers, 
these compounds can be safely integrated into the 
therapeutic plan.
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safety of biologic therapy in rheumatoid arthritis

A researcher at Tel Aviv University has developed a fast-
track gene-based technology to diagnose hearing loss. Prof. 
Karen Avraham, working in a unique collaboration with Prof. 
Moein Kannan from Bethlehem University, used “exome 
deep sequencing” – a method that sequences thousands 
of genes at a time. Exome sequencing collects relevant 
DNA from specific sites of the body. The process was used 
to identify five genetic mutations leading to deafness in a 
population of 11 Jewish Israelis and Palestinian Authority 
Arabs. None were related to each other, but all had deafness 

in their families. This method is faster and cheaper than 
current methods. Of the more than 28 million Americans who 
are hearing impaired, at least half of the cases can be traced 
to genetic causes. The condition is especially challenging 
for children born with hearing impairment, because spoken 
language, reading and cognitive development are all tied to 
hearing. Prof. Avraham commented: “This new technology 
is changing the way we practice genomic medicine, and 
revolutionizing genetic diagnostics.”
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“Money is better than poverty, if only for financial reasons”
Woody Allen (born 1935), American screenwriter, director, actor, comedian, jazz musician, author, and playwright. Allen's films  

draw heavily on literature, sexuality, philosophy, psychology and Jewish identity




