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naphylaxis, an acute, life-threatening allergic re-
sponse, affects multiple organ systems and man-
ifests variably. Anaphylaxis is likely taking place if
one or more of the following occurs: (a) sudden-
onset skin and mucosal tissue swelling, (b) skin and mucosal
abnormalities or respiratory or gastrointestinal symptoms after
exposure to an allergen, or (¢) reduced blood pressure after
exposure to an allergen. With an estimated lifetime prevalence
of up to 5.1%, it is a significant cause of morbidity in adults and
children.” The 2020 anaphylaxis practice parameter update
provides recommendations on treatment, prevention, and
assessment of biphasic symptom risk in patients experiencing
anaphylaxis.? The guideline provides five key recommenda-
tions and four good-practice statements, which we have con-
solidated into five recommendations for this update.

KEY RECOMMENDATIONS
FOR THE HOSPITALIST

Recommendation 1. All patients with suspected or confirmed
anaphylaxis should be treated with epinephrine. (Good-prac-
tice statement)

Self-injectable epinephrine is the first-line treatment for ana-
phylaxis, with weight-based dosing of 0.15 mg/kg for children
weighing less than 30 kg and 0.30 mg/kg for children weighing
more than 30 kg and adults. Delayed administration of epi-
nephrine can increase anaphylaxis-associated morbidity and
mortality. After epinephrine administration, patients should be
observed in a healthcare setting for symptom resolution.
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Recommendation 2. For all patients, clinicians should
assess the risk for developing biphasic anaphylaxis.
(Conditional recommendation, very low quality of evidence)
Biphasic anaphylaxis is defined as the return of anaphylaxis
symptoms after an asymptomatic period of at least 1 hour, all
during a single instance of anaphylaxis. Biphasic anaphylaxis
occurs in up to 20% of patients.® Biphasic anaphylaxis is more
likely among patients receiving repeated doses of epinephrine
(odds ratio [OR], 4.82; 95% Cl, 2.70-8.58), delayed epineph-
rine administration greater than 60 minutes (OR, 2.29; 95% Cl,
1.09-4.79), or a severe initial presentation (OR, 4.82; 95% Cl,
1.23-3.61).2 The presence of any of these risk factors raises the
risk for developing biphasic anaphylaxis by 17%.% Severe ana-
phylaxis is characterized by life-threatening symptoms, includ-
ing loss of consciousness, syncope or dizziness, hypotension,
cardiovascular system collapse, or neurologic dysfunction from
hypoperfusion or hypoxia after exposure to an allergen.®

Other risk factors for biphasic anaphylaxis in all ages include
a widened pulse pressure, unknown anaphylaxis trigger, and
cutaneous signs and symptoms. Drug triggers are also a risk
factor in pediatric patients.?

Recommendation 3. All patients with anaphylaxis and
risk factors for biphasic anaphylaxis should undergo extend-
ed clinical observation in a setting capable of managing
anaphylaxis. (Conditional recommendation, very low quality of
evidence)

All patients should be monitored for resolution of symptoms
prior to discharge, regardless of age or severity at onset. Pa-
tients with all three of the following can be discharged 1 hour
after symptom resolution because these three factors together
have a 95% negative predictive value for biphasic anaphylaxis:
nonsevere anaphylaxis, prompt response to epinephrine, and
access to medical care.® In contrast, extended observation of
at least 6 hours should be offered to patients with increased
risk of biphasic reactions. Patients who have potentially fatal
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underlying illnesses (eg, severe respiratory or cardiac dis-
ease), poor access to emergency medical services, poor self-
management skills, or inability to access epinephrine should
also be considered for extended observation or hospitaliza-
tion. Evidence is lacking to define the optimal observation
time because extended biphasic reactions can occur from 1 to
78 hours after initial anaphylaxis symptoms.®

Given the lack of specific evidence around length of observa-
tion, there is an opportunity for shared decision-making. Every
patient should receive education regarding trigger avoidance,
reasons to seek care or activate emergency medical services,
and warning signs of biphasic anaphylaxis. Additionally, self-
injectable epinephrine and an action plan detailing how and
when to administer the epinephrine should be provided. Pa-
tients with anaphylaxis should follow up with an allergist.

Recommendation 4. Administration of glucocorticoids or

antihistamines for prevention of biphasic anaphylaxis is not
recommended. (Conditional recommendation, very low qual-
ity of evidence)
This guideline discourages glucocorticoids and antihistamines
as a primary treatment as it may delay epinephrine adminis-
tration. Despite treating the cutaneous manifestations of ana-
phylaxis, antihistamines fail to treat the life-threatening cardio-
vascular and respiratory symptoms. No clear evidence exists
on whether antihistamines or glucocorticoids prevent biphasic
anaphylaxis.

Recommendation 5. In adult patients receiving chemother-

apy, premedication with antihistamine and/or glucocorticoid
should be used to prevent anaphylaxis or infusion-related
reactions for some chemotherapeutic agents in patients with
no previous reaction to the drug. (Conditional recommenda-
tion, very low quality of evidence)
Premedication with antihistamines and/or glucocorticoids was
associated with 51% reduced odds for anaphylaxis and infu-
sion-related reactions to certain chemotherapy agents (pegas-
pargase, docetaxel, carboplatin, oxaliplatin, and rituximab) in
adults who had not previously experienced a reaction to the
drug (OR, 0.49; 95% Cl, 0.37-0.66).? However, this same benefit
was not found with other chemotherapy agents for patients
without a prior allergic reaction to the agent, which allows cli-
nicians to defer premedication. The benefit of premedication
with antihistamines and/or glucocorticoids to patients with
prior anaphylactic reactions to chemotherapy agents was not
evaluated in this guideline, nor was the role premedication
plays in desensitization to chemotherapy.

CRITIQUE

This guideline was created by a panel of allergists, clinical im-
munologists, and methodologists using the GRADE (Grading
of Recommendations, Assessment, Development and Evalu-
ations) approach to draft recommendations. Conflicts of in-
terest (COIl) were disclosed by all panel members according
to the American Academy of Allergy, Asthma, and Immunol-
ogy (AAAAI) guidelines. The inclusion of many observational
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studies and meta-analyses improves the generalizability of
the guideline. The authors highlighted the low certainty of
evidence due to the lack of randomized controlled trials and
significant heterogeneity of the included studies.

Some recommendations in the guideline have implica-
tions for costs of care. A recent economic analysis looked at
cost-effectiveness for extended observation for anaphylaxis
and found it was cost-effective only when patients were at in-
creased risk for biphasic anaphylaxis.” Although Recommen-
dation 4 advises against the use of glucocorticoids for preven-
tion of biphasic anaphylaxis, one retrospective cohort study
demonstrated that glucocorticoid use was associated with
decreased length of stay in children admitted with anaphylax-
is.® Therefore, the recommendation to avoid glucocorticoids
for prevention of biphasic anaphylaxis could possibly increase
hospital length of stay for children. The usefulness of dexa-
methasone to prevent biphasic anaphylaxis in children 3 to 14
months old is being evaluated in a randomized trial (ClinicalTri-
als.gov, NCT03523221).

AREAS OF FUTURE STUDY

Future research should better characterize risk factors for bi-
phasic reactions to aid in clinical triage and diagnosis. Addi-
tional studies are needed to determine the optimal observa-
tion duration for patients experiencing anaphylactic reactions
or requiring multiple doses of epinephrine. The role of pre-
medication in patients receiving chemotherapy is poorly de-
scribed, with few studies evaluating the benefit of premedica-
tion in patients with previous anaphylactic reactions.
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