
Anaphylaxis is an acute, severe, 
life-threatening systemic aller-
gic reaction caused by the sud-

den release of mast cell and basophil 
mediators.1 Triggers for anaphylactic 
reactions may include foods (eg, pea-
nuts, tree nuts, fish, shellfish, cow’s 
milk, soy, eggs), natural rubber latex, 
medications (eg, general anesthesia, 
penicillin), and insect stings.1,3 The 
onset of the anaphylactic reaction gen-
erally occurs within seconds or minutes 
of exposure to the injected or ingested 
allergen, although the timing of the 

emergence of signs and symptoms var-
ies from person to person. Generally, 
the signs and symptoms of anaphylaxis 
affect the skin and the respiratory, cir-
culatory, and gastrointestinal systems; 
the most serious symptoms are low 
blood pressure, difficulty breathing, 
and loss of consciousness (Table).1,3,4 
An anaphylactic reaction 
can involve upper or lower 
airway obstruction or both; 
patients may have laryngeal 
edema that they describe as 
a “lump” in the throat, or 
a bronchial obstruction that 
may manifest as wheezing 
or a feeling of tightness in 
the chest. A characteristic 
skin feature is the appear-
ance of well-circumscribed 
cutaneous wheals that are 
intensely pruritic and can be 
disseminated or localized.3 
The overall incidence of 
anaphylaxis is estimated to 
be between 1% and 2%.5 Of 
note, up to 20% of patients 
with anaphylaxis will expe-
rience a biphasic reaction—
an initial reaction followed 
by a second reaction.6 The 
reported time to onset of the 

second reaction ranges from 1 to 78 
hours; however, most occur within 8 
hours.7 Protracted severe anaphylaxis 
can last up to 32 hours despite treat-
ment.1

As anaphylaxis is potentially fatal, 
immediate symptom recognition and 
treatment are required.3 According to 
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•  Anaphylaxis is an acute, severe, 
and life-threatening systemic aller-
gic reaction.1

•  Epinephrine is the first-line treat-
ment for anaphylaxis.2 

•  Antihistamines are commonly used 
in the treatment of anaphylaxis; 
however, the use of antihistamines 
alone may increase the risk of pro-
gression toward a life-threatening 
reaction.2

•  Patients at risk for anaphylaxis 
should have 2 doses of epinephrine 
available at all times.2

KEY TAKEAWAYS

TABLE: FREQUENCY OF OCCURRENCE OF 
SIGNS AND SYMPTOMS OF ANAPHYLAXIS1,a-c

Signs and Symptoms Percent

Cutaneous

Urticaria and angioedema 85-90

Flushing 45-55

Pruritus without rash 2-5

Respiratory

Dyspnea, wheeze 45-50

Upper airway angioedema 50-60

Rhinitis 15-20

Dizziness, syncope, hypotension 30-35

Abdominal

Nausea, vomiting, diarrhea, cramping pain 25-30

Miscellaneous

Headache 5-8

Substernal pain 4-6

Seizure 1-2

aBased on a compilation of 1865 patients.
bPercentages are approximations.
c Children may have a lower frequency of cutaneous symptoms 
in anaphylaxis.
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Please see Important Safety Information on the following pages and accompanying full 
Prescribing Information and Patient Information.
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joint guidelines from the American 
Academy of Allergy, Asthma & 
Immunology; the American College 
of Allergy, Asthma & Immunology; 
and the Joint Council of Allergy, 
Asthma and Immunology, injectable 
epinephrine is the treatment of choice.1 
Guidelines from the National Institute 
of Allergy and Infectious Diseases 
(NIAID) also recommend the use of 
injectable epinephrine as first-line 
treatment for anaphylaxis. If there is a 
suboptimal response to epinephrine or  
if symptoms progress, a repeat dose of 
epinephrine is recommended over the 
use of other therapies. Antihistamines 
are commonly used in the treatment 
of anaphylaxis; however, the use of 
antihistamines alone may increase the 
risk of progression toward a life-threat-
ening reaction.2 All patients who have 
had anaphylactic reactions should be 
counseled on allergen avoidance mea-
sures.1 NIAID guidelines recommend 
that patients carry 2 doses of epineph-
rine with them at all times.2

About EpiPen® Auto-Injector 
EpiPen® (epinephrine injection) Auto-
Injector and EpiPen Jr® (epinephrine 
injection) Auto-Injector are indicated 
in the emergency treatment of aller-
gic reactions (type I) including ana-
phylaxis to stinging insects (eg, order 
Hymenoptera, which includes bees, 
wasps, hornets, yellow jackets, and fire 
ants) and biting insects (eg, triatoma, 

mosquitos), allergen immunotherapy, 
foods, drugs, diagnostic testing sub-
stances (eg, radiocontrast media), and 
other allergens, as well as idiopathic 
anaphylaxis or exercise-induced ana-
phylaxis.8 

There are no absolute contraindi-
cations to the use of epinephrine in 
a life-threatening situation. Adverse 
reactions include transient, moderate 
anxiety; apprehensiveness; restless-
ness; tremor; weakness; dizziness; 
sweating; palpitations; pallor; nau-
sea and vomiting; headache; and/or 
respiratory difficulties. Arrhythmias, 
including fatal ventricular fibrillation, 
have been reported in patients with 
underlying cardiac disease or who are 
taking certain drugs (ie, cardiac glyco-
sides or diuretics). Rapid rises in blood 
pressure have produced cerebral hem-
orrhage, particularly in elderly patients 
with cardiovascular disease. Angina 
may occur in patients with coronary 
artery disease.8

The EpiPen® Auto-Injector is sup-
plied as a 2-pack carton (ie, 2 auto-
injectors) that also includes 1 training 
device and is available in 2 different 
doses, 0.3 mg or 0.15 mg. The 0.3-mg 
dose is intended for patients who weigh 
66 pounds or more, whereas the 0.15-
mg dose is intended for patients who 
weigh between 33 and 66 pounds.8 

According to the FDA Therapeutic 
Equivalence Evaluation Code (Orange 
Book), EpiPen® Auto-Injector and 

EpiPen Jr® Auto-Injector have been 
assigned a BX equivalence code 
and are not therapeutically equiva-
lent to other epinephrine auto-injector 
products. The BX code is assigned 
when there are known or potential 
bioequivalence problems or when 
there are insufficient data to support 
bioequivalence. By contrast, the AB 
code is assigned when bioequivalence 
requirements have been met; AB-rated 
products are considered therapeutically 
equivalent to other products.9 Although 
generic substitution laws vary by state, 
many states allow generic substitution 
based on therapeutic equivalency (AB 
rating) as listed in the Orange Book. 
Pharmacists who dispense epinephrine 
to patients with a history of anaphy-
laxis should be aware that there are 
no AB-rated generic equivalents to 
EpiPen® Auto-Injector and EpiPen Jr® 
Auto-Injector.10 

Role of the Pharmacist 
EpiPen® Auto-Injector was approved 
by the FDA in 1987 and has a long his-
tory of use.9 Other epinephrine auto-
injector products use the same drug 
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INDICATIONS

EpiPen® (epinephrine injection) 0.3 mg and EpiPen Jr® (epinephrine injection) 0.15 mg Auto-Injectors are indi-
cated in the emergency treatment of type 1 allergic reactions, including anaphylaxis, to allergens, idiopathic and 
exercise-induced anaphylaxis, and in patients with a history or increased risk of anaphylactic reactions. Selection 
of the appropriate dosage strength is determined according to body weight.

IMPORTANT SAFETY INFORMATION

EpiPen® (epinephrine injection) 0.3 mg and EpiPen Jr® (epinephrine injection) 0.15 mg Auto-Injectors should only 
be injected into the anterolateral aspect of the thigh. Do not inject intravenously, into buttock, or into digits, 
hands, or feet. Epinephrine should be used with caution in patients with certain heart diseases, and in patients 
who are on drugs that may sensitize the heart to arrhythmias, because it may precipitate or aggravate angina 
pectoris and produce ventricular arrhythmias. Arrhythmias, including fatal ventricular fibrillation, have been 
reported in patients with underlying cardiac disease or taking cardiac glycosides or diuretics.

Patients with certain medical conditions or who take certain medications for allergies, depression, thyroid disor-
ders, diabetes, and hypertension, may be at greater risk for adverse reactions. Other adverse reactions include 

Please see additional Important 
Safety Information on next 
page and accompanying full 
Prescribing Information and 
Patient Information.
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and dosage but a different delivery 
device.11-13 It is important to note that 
patients will often have received train-
ing on a particular prescribed epineph-
rine device; therefore, if a different 
device is dispensed, additional training 
may be warranted. 

Patients may present to the pharmacy 
with a prescription for multiple EpiPen 
2-Pak® cartons so that they have 2 
doses of epinephrine available in sev-
eral locations (eg, home, car, office). 
Up to 20% of patients with anaphylaxis 
will experience a biphasic reaction, and 
a second dose of epinephrine may be 
needed if symptoms progress or if there 
is a suboptimal response to epineph-
rine.2,6 Pharmacists should consider 
keeping sufficient stock on hand to 
accommodate the dispensing of multi-
ple EpiPen 2-Pak® cartons. It also may 
be necessary at times to dispense one 
EpiPen 2-Pak® carton with the remain-
der of prescription dispensed another 
day. Pharmacists should let patients 
know when they can come back for 
the remainder of the prescription, and 
remind patients of the importance of 
coming back so that they have multiple 
EpiPen 2-Pak® cartons to keep in loca-
tions where they may be needed. When 
processing the pharmacy claim, it is 
important to note that Medi-Span has 
designated the EpiPen 2-Pak® carton as 
a 1-day supply.14

Counseling topics for patients with 
anaphylaxis include avoiding known 

allergens and recognizing the symp-
toms of a life-threatening allergic reac-
tion. Patients should also be informed 
about the potential for a biphasic reac-
tion that could result in a need for mul-
tiple epinephrine injections. Patients 
should receive training on the use 
of the epinephrine auto-injector and 
should also strongly consider training 
family and friends on the use of the 
auto-injector, in the event that assis-
tance is needed. Patients should also 
be advised that using an auto-injector 
is not a substitute for emergency medi-
cal attention. Following usage of the 
auto-injector, patients should make 
a follow-up appointment with their 
allergist/immunologist.1 Other coun-
seling points should include storing 
epinephrine auto-injectors properly 
and keeping epinephrine auto-injectors 
on hand wherever they may be needed 
(eg, home, car, office). Importantly, 
patients should be instructed to regu-
larly check the expiration date on all 
epinephrine auto-injectors. By coun-
seling patients on avoidance of known 
allergens, proper device usage, prompt 
symptom recognition, and appropriate 
device storage, pharmacists can help 
improve outcomes during emergency 
medical situations involving anaphy-
laxis. 
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anxiety, apprehensiveness, restlessness, tremor, weakness, dizziness, sweating, palpitations, pallor, nausea and 
vomiting, headache, and/or respiratory difficulties. 

EpiPen® and EpiPen Jr® are intended for immediate administration as emergency supportive therapy only and are 
not intended as a substitute for immediate medical or hospital care. In conjunction with the administration of 
epinephrine, the patient should seek immediate medical or hospital care. More than two sequential doses of epi-
nephrine should only be administered under direct medical supervision.

Please see accompanying full Prescribing Information and Patient Information.

You are encouraged to report negative side effects of prescription drugs to the FDA. Visit www.fda.gov/med-
watch or call 1-800-FDA-1088.

For additional information, please contact Mylan Specialty L.P. at 800-395-3376.

EpiPen®, EpiPen Jr®, EpiPen 2-Pak®, and EpiPen Jr 2-Pak® are registered trademarks of Mylan Inc. licensed exclu-
sively to its wholly-owned subsidiary, Mylan Specialty L.P. All rights reserved.
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