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Anaphylaxis: Rapid recognition and treatment
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INTRODUCTION — Anaphylaxis is a potentially fatal disorder. The rate of occurrence is increasing in industrialized countries [1-6]. Anaphylaxis is not

always recognized as such because it can mimic other conditions and is variable in its presentation.

This topic will review the recognition and treatment of anaphylaxis by healthcare professionals waorking in seftings such as an emergency department
(ED), surgical unit, hemaodialysis facility, hospital ward, clinic, or clinician’s office [7-11]. Unique features of anaphylaxis in pregnant women and infants
are presented separately, as is the pathophysiology of anaphylaxis. (See "Anaphylaxis in pregnant and breastfeeding women” and "Anaphylaxis in

infants™ and "Pathophysiology of anaphylaxis”.)

DEFINITION AND DIAGNOSIS — Anaphylaxis is defined as a serious allergic or hypersensitivity reaction that is rapid in onset and may cause death
[12.13]. The diagnosis of anaphylaxis is based primarily upon clinical symptems and signs, as well as a detailed description of the acute episode,

including antecedent activities and events cccurring within the preceding minutes to hours.

Anaphylaxis is underrecognized and undertreated [1-3.5]. This may partly be due to failure to appreciate that it can present without obvious skin
symptoms and signs and without shock. Anaphylaxis is a much broader syndrome than "anaphylactic shock,” and the goal of therapy should be early
recognition and treatment with epinephrine to prevent progression to life-threatening respiratory and/or cardiovascular symptoms and signs, including

shock.

Diagnostic criteria — Diagnostic criteria for anaphylaxis were published by a multidisciplinary group of experts in 2005 and 2006 [12.13]. These
criteria were intended to help clinicians recognize the full spectrum of symptoms and signs that comprise anaphylaxis. Recognition of the variable and
atypical presentations of anaphylaxis is critical to providing effective therapy in the form of epinephrine, as well as reducing overreliance on less
effective medications such as antihistamines and glucocorticoids [14]. In a retrospective cohort study of 214 emergency department patients, these

criteria were found to have a sensitivity of 97 percent compared with an allergist's diagnosis upon review of the case, as well as a specificity of 82

percent, a positive predictive value of 69 percent, and a negative predictive value of 98 percent [15].

There are three diagnostic criteria, each reflecting a different clinical presentation of anaphylaxis (table 1) [12]. Anaphylaxis is highly likely when any

ONE of the following three criteria is fulfilled:

Criterion 1 — Acute onset of an illness (minutes to several hours) involving the skin, mucosal tissue, or both (eg, generalized hives, pruritus or

flushing, swollen lips-tongue-uvula) and at least one of the following:

# Respiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced peak expiratory flow, hypoxemia).
OR
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This topic will review the recognition and treatment of anaphylaxis by healthcare professionals working in settings such as an emergency department
(ED), surgical unit, hemodialysis facility, hospital ward, clinic, or clinician's office [7-11]. Unique features of anaphylaxis in pregnant women and

infants are presented separately, as is the pathophysiology of anaphylaxis. (See " Anaphylaxis in pregnant and breastfeeding women” and
"Anaphylaxis in infants" and "Pathophysiology of anaphylaxis”.)

alized countries [1-6]. Anaphylaxis is

DEFINITION AND DIAGNOSIS — Anaphylaxis is defined as a serious allergic or hypersensitivity reaction that is rapid in onset and may cause death
[12.13]. The diagnosis of anaphylaxis is based primarily upon clinical symptoms and signs, as well as a detailed description of the acute episode,
including antecedent activities and events occurring within the preceding minutes to hours.

Anaphylaxis is underrecognized and undertreated [1-3.5]. This may partly be due to failure to appreciate that it can present without obvious skin
symptoms and signs and without shock. Anaphylaxis is a much broader syndrome than "anaphylactic shock " and the goal of therapy should be

early recognition and treatment with epinephrine to prevent progression to life-threatening respiratory andfer cardiovascular symptoms and signs,
including shock.

Diagnostic criteria — Diagnostic criteria for anaphylaxis were published by a multidisciplinary group of experts in 2005 and 2006 [12.13]. These
criteria were intended to help clinicians recognize the full spectrum of symptoms and signs that comprise anaphylaxis . Recognition of the variable
and atypical presentations of anaphylaxis is critical to providing effective therapy in the form of epinephrine, as well as reducing overreliance on less
effective medications such as antihistamines and glucocorticoids [14]. In a retrospective cohort study of 214 emergency department patients, these
criteria were found to have a sensitivity of 97 percent compared with an allergist's diagnosis upon review of the case, as well as a specificity of 82
paercent, a positive predictive value of 69 percent, and a negative predictive value of 98 percent [15].

There are three diagnostic criteria, each reflecting a different clinical presentation of anaphylaxis (table 1) [12]. Anaphylaxis is highly likely when any
ONE of the following three criteria is fulfilled:

Criterion 1 — Acute onset of an illness (minutes to several hours) involving the skin, mucosal tissue, or both (eg, generalized hives, pruritus or
flushing, swollen lips-tongue-uvula) and at least one of the following:

e Respiratery compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced peak expiratory flow, hypoxemia).
OR
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Ibrutinib for relapsed chronic lymphocytic leukemia
e For most patients with refractory chronic lymphocytic leukemia (CLL) we suggest a trial of ibrutinib (Grade 2C).

For patients with refractory chronic lymphocytic leukemia (CLL), potential chemotherapy regimens include nucleoside analogs, ibrutinib,
bendamustine, corticosteroids, or rituximab based therapy. For most patients, we suggest a trial of ibrutinib. This preference is based largely upon its
favorable side effect prefile and dramatic responses seen in heavily pretreated patients, including those with 17p deletions [1]. The overall response
rate was 71 percent, and an additional 18 percent had a partial response with lymphocytesis. |brutinib has been approved by the US Food and Drug
Administration for the treatment of patients with CLL who have received at least one prior therapy [2]. (See "Treatment of relapsed or refractory
chronic lymphocytic leukemia”. section on 'Ibrutinib’.)

GASTROENTEROLOGY AND HEPATOLOGY (DECEMBER 2013)

Sofosbuvir and simeprevir for genotype 1 chronic hepatitis C infection

+ Most patients with chronic genotype 1 HCV infection who are candidates for and desire therapy should be treated with peginterferon, weight-
based ribavirin, and a direct-acting antiviral (DAA). For these patients, we recommend the DAAs sofosbuvir or simeprevir rather than telaprevir
or boceprevir (Grade 1B}).

Sofosbuvir, a hepatitis C virus (HCV) polymerase inhibitor, and simeprevir, a HCV protease inhibitor, are currently becoming available in the United
States and elsewhere for treatment of chronic genotype 1 HCV infection. Regimens that include these agents offer high sustained virological
response (SVR) rates, more favorable adverse effect profiles than earlier regimens, ease of administration, and relatively short treatment durations
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[3-6]. However, regimens for genotype 1 infection generally continue to include interferon. Interferon-free regimens are expected in the near future,

and it is reasonable for many patients to defer treatment while awaiting newer therapies. Most patients with chronic genotype 1 HCV infection who are
candidates for and desire therapy at this time should be treated with peginterferen, weight-based ribavirin, and a direct-acting antiviral (DAA). If 8
available, we recommend the DAAs sofosbuvir or simeprevir rather than telaprevir or boceprevir. Choice of regimens for specific populations of
patients are further discussed in the topic. A joint panel from the American Association of the Study of Liver Diseases and the Infectious Diseases



