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DESCRIPTION
Anaphylaxis is described by the European Academy of Allergy
and Immunology (EAACI) as a severe, life-threatening
widespread or systemic hypersensitivity reaction, which is further
separated into allergic and non-allergic reactions. Allergic
anaphylaxis has a 1/5000–1/20000 incidence rate, with a 3:1
female preponderance. Despite higher reporting of adverse
reactions to new medications at first (Weber effect), anaphylaxis-
related  mortality  is  3%-6%,  with  another  2%  having  a  poor
neurological prognosis. Anaphylaxis to allergens is an immune
reaction (IgE, IgG, or complement mediated).Antibodies bound
to mast cells and basophils are formed as a result of antigen
exposure. Mast cells degranulate in response to antigen
exposure, releasing mediators such as histamine, tryptase,
leukotrienes, and prostaglandins. Mast cell and basophil
degranulation are triggered by direct drug action in 'non-allergic'
reactions when there is no immunological trigger. The word
"anaphylactoid" is no longer used because it formerly included
non-IgE-mediated and non-allergic reactions. Because skin prick
testing only detects IgE-mediated hypersensitivity, the
immunological mechanism is crucial [1]. The absence of skin
changes does not rule out the possibility that a medicine is the
source of the allergic reaction. It's tough to pinpoint the cause of
an allergic reaction, and 40% of the time, the presumed allergen
turns out to be inaccurate. MCT is a protease enzyme with alpha
and beta variants. Tissue-bound mast cells release alpha and pro-
Beta, which mediate smooth muscle relaxation in the intestine
and bronchi. During anaphylaxis, mature-tryptase contained in
granules is released, which increases the release of pro-
inflammatory mediators. MCT has a half-life of 2 hours, peaking
1 hour after the onset of anaphylaxis. In non-allergic reactions,
the rise is usually less pronounced. As baseline plasma levels
fluctuate, a relative change is more significant than an absolute
concentration shift. During times of extreme physiological stress,
levels may rise (e.g. hypoxaemia or myocardial infarction and in
patients with systemic mastocytosis) [2].

Anaphylaxis can be found in significant reactions even if tryptase
readings are normal. Fluid infusions can dilute plasma MCT,

which can happen in basophil or complement-mediated
responses. Histamine's half-life is too short to be helpful, hence
MCT is preferable. Skin Prick and intradermal testing are
examples of this, to allow for the replenishment of histamine in
mast cell granules, skin testing is commonly done 4-6 weeks
following a reaction. It can be done sooner, but there is a risk of
getting false negative results. Antihistamines must be
discontinued for five days, although steroids can be continued.
On the volar aspect of the forearm, paired tests are done [3].

Although certain medications are diluted to minimize direct
skin histamine release, a drop of undiluted drug is utilized
during SPT. After 15 minutes, the skin is pierced with a lancet
and the results are read. Histamine and saline are employed as
positive and negative controls, respectively. A wheal that is larger
than the negative control by more than 3 mm is deemed
positive, as is the occurrence of a flare or itching. Barbiturates,
benzodiazepines, and opiates are insensitive to SPT, whereas it is
particularly sensitive to NMBAs and gelatins. If there is clinical
suspicion but a negative SPT, IDT is recommended. A 4-mm
bleb of diluted solution is injected under the skin and the wheal
and flare are measured after 15 minutes. If the bleb doubles in
size or reaches 8 mm, IDT is considered positive. According to
the AAGBI, IDT are more sensitive than SPT but less specific.
The effectiveness of IDTs is determined by the medication
dilutions used. The sensitivity of these tests for NMBAs is
between 94 and 97 percent, while the diagnostic yield of SPT
versus IDT may be similar [4].

Skin testing can detect IgE-mediated responses, but it's less
useful when it comes to NSAIDs, dextrans, or radiocontrast
medium. In the case of antibiotics, skin testing is particularly
useful for beta lactam antibiotics, but it is of little utility for
other antibiotics. Although skin prick testing can only detect
IgE-mediated hypersensitivity reactions, intradermal testing can
also detect delayed hypersensitivity events. However, the test may
become positive up to several hours later in this case. SPTs are
difficult to interpret due to false positives when drugs with direct
histamine-releasing characteristics, such as morphine, are used
[5].
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CONCLUSION
The majority of anaesthetics, NMBAs, lactam antibiotics, latex,
protamine, and chlorhexidine can all be tested. Skin prick
testing is safe, however intradermal injections can cause systemic
reactions in rare cases. Skin testing might be challenging to
interpret. Patients may be refused medications unnecessarily as a
result of false positives. Although a negative SPT and IDT
reduce the likelihood of a clinically relevant allergy, false
negatives can occur (e.g. a non-IgE-mediated mechanism). Even
if a medicine has a strong clinical suspicion but tests negative, it
should be avoided. Antibiotic allergy skin testing, for example, is
only 60% accurate in predicting clinical hypersensitivity. It's
possible that combining skin testing and IgE assays will increase
accuracy. Clinical decisions are made based on all available data,
such as history, drug schedules, and skin testing.
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