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Identifying mononucleosis 
in the retail clinic

IntroductIon
Usually referred to as the kissing dis-

ease, infectious mononucleosis, or IM, 
is a viral syndrome resulting from an 
acute infection with Epstein-Barr virus, 
or EBV. Infectious mononucleosis usu-
ally occurs between early childhood and 
early adulthood. Patients may develop 
EBV-specific immunity, but some cases 
of IM can lead to severe complications.1-4 

The Epstein-Barr virus may be pres-
ent in more than 95% of adults between 
the ages of 35 years and 40 years.2,5,6 In 
patients previously infected during early 
adulthood, EBV remains dormant in the 
B-lymphocytes, and those affected may 
continue to carry lifelong asymptomatic 
infection. The general population carry-
ing the asymptomatic infection is not at 
risk of transmission, as the dormant vi-
rus is not transmittable.1,7 

The advanced practice clinician is con-
veniently placed to diagnosis and treat pa-
tients with IM, a common and basic illness. 

EpIdEmIology and pathophysIology 
Infectious mononucleosis antibodies 

may be present in 90% to 95% of the pop-
ulation, but varies between geographi-
cal areas and age groups. In the United 
States, the incidence of IM is 500 cases 
per 100,000 persons per year, with per-
sons between the ages of 15 years and 
24 years accounting for the greatest in-
cidence of IM.5 The virus is rarely found 
in young children, especially those less 
than 1 year of age, potentially due to the 
serologic protection from maternal an-
tibodies.6 Among college freshmen who 
are initially seronegative for EBV, be-
tween 10% and 20% will become infected 
with the virus; of these, 30% to 50% will 
develop IM.5,8,9

EBV is spread by intimate contact 
from persons recently infected to other 
susceptible persons.5 EBV also has been 
found in semen and cervical secretions, 
indicating the possibility of sexual trans-
mission.5,9,10,11 EBV is transmitted mainly 
through saliva, and is shed in the saliva 
for months. Transmission of the virus 
to others may be possible for months 
or longer, and even after symptoms are 
resolved. The Epstein-Barr virus is not 

spread through air contact. Most people 
in the general population have been in-
fected with the virus at some point and 
remained asymptomatic. The incuba-
tion period of EBV is usually between 
30 days  and 50 days.5,10 This time frame 
can make it challenging to know the ex-
act date of exposure.        

After its transmission, EBV enters 
epithelial B-lymphocytes, which con-
tain receptors for the virus. Infected B-
lymphocytes target the salivary glands, 
lymphoid cells and the oropharynx, 
causing pharyngitis and other early 
manifestations of IM. After infection, 
the host immune response is an activa-
tion of T cells against infected B cells, 
producing larger, atypical lymphocytes 
called Downey cells.10 Infected B cells 
then enter the blood stream, transport-
ing the virus throughout the body to 
the spleen, liver and peripheral lymph 
nodes. The spread of these infected 
lymphocytes starts a significant cellular 
immunologic response to the viral infec-
tion. This response is responsible for the 
clinical presentation of IM in the lymph 
nodes, spleen and possibly the liver.10

Acute infection occurs, and antibod-
ies are produced. Specific antibodies to 
EBV develop, especially immunoglobu-
lin G, or IgG, and IgM. These antibodies 
can be useful for serologic identification 
of EBV. Once infected with EBV, the vi-
rus may stay in the body for the remain-
der of a person’s life. However, those 
previously infected will most likely not 
contract mononucleosis again. 

clInIcal prEsEntatIon
Infectious mononucleosis patients 

typically present with a worsening sore 
throat and increasing fever. The clinical 
presentation of IM can vary, depending 
on time between symptom onset and 
that of presentation.4 The most common 
clinical symptoms are sore throat, fever 
and lymphadenopathy. These symp-
toms usually resolve in one to three 
weeks.5,10 During the one- or two-week-
long prodromal period, patients may 
also have nonspecific symptoms of mal-
aise, fatigue and myalgia. About half of 
patients report headache.10,12
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Pharyngitis, the most prominent physical 

finding, can be severe. It presents in the initial 
weeks of illness, with pharyngeal exudates 
present in about half of all cases.10,13 The pha-
ryngeal exudates in IM may be difficult to 
distinguish from those associated with strep-
tococcal pharyngitis. With inflammation of the 
lymphoid tissue, tonsillitis develops; tonsillar 
ulceration has been reported in 20% of patients 
with IM.13 “Kissing tonsils,” with enlargement 
of the tonsillar pillars causing the tonsils to 
touch, can lead to airway compromise.14 In ad-
dition to pharyngitis and tonsillitis, oral palatal 
petechiae may develop.5,8,10 Low-grade fever 
usually lasts for one to two weeks but may per-
sist for as long as five weeks.11 Cervical lymph-
adenopathy usually presents with symmetri-
cally enlarged, firm, mobile and tender anterior 
and posterior lymph nodes, as well as the sub-
mandibular lymph nodes; however, the ad-
vanced practice clinician should be aware that 
more generalized adenopathy may be present, 
affecting the axillary and inguinal nodes.2,10,11 

Skin rashes have been reported in 3% to 15% 
of patients with IM, although results from a re-
cent retrospective study suggest that one-third of 
patients with IM who are initially treated with 
amoxicillin experience rash.14 This maculopapu-
lar, pruritic, copper-colored or tan and brown 
rash usually begins about five to 10 days after 
antibiotic therapy is initiated. The rash, which 
is not considered an allergic reaction, usually 
resolves once the antibiotic is discontinued.10,12,15

Hepatosplenomegaly, particularly spleno-
megaly, is common — although this is usu-
ally a late finding in patients with IM, de-
veloping during the second to third week of 
illness.11,12,15 Abdominal pain is typically absent. 
However, when patients complain of severe, 
left upper-quadrant abdominal pain, splenic 
ultrasound should be considered to assess for 
splenic enlargement or possible rupture.8

Common symptoms of infectious mono-
nucleosis include severe sore throat, dervical 
lymphadenopathy, low grade persistent fever, 
fatigue and possible hepatosplenomegaly.

dIffErEntIal dIagnosIs
The advanced practice clinician sees a va-

riety of acute illnesses, especially during flu 
season. It is important to become familiar with 
the various diagnoses that are similar to IM in 
order to most efficiently treat the patient. The 
diagnosis most commonly confused with IM is 
streptococcal pharyngitisis, or strep throat, be-
cause of the similarity of symptoms. Although 
strep throat is not usually characterized by 
posterior cervical lymphadenopathy, hepato-
splenomegaly and fatigue like IM, its common, 
shared symptoms include sore throat, fever 
and body aches. When working up a patient 
with similar symptoms, it is easy to confirm or 
refute strep with a culture. Streptococcal phar-
yngitis is confirmed by a positive throat culture 
for group A streptococcus.16

Symptoms of rubella also may be similar 
to those of IM, but the classic rubella rash is 
the main differentiator. When examining a pa-
tient, closely note the lymphadenopathy with 
which the patient presents. Lymphadenopathy 
most commonly affects the postauricular and 
occipital nodes in rubella, and mostly affects 
the cervical nodes in mononucleosis. If the cli-
nician considers the differential diagnosis of 
rubella, a thorough patient history and immu-
nization records can be reviewed, and if his-
tory and records show that the patient has not 
been immunized against rubella, then diagno-
sis could very well be rubella.12

Toxoplasmosis can present with similar 
symptoms of EBV-associated IM. The symp-
toms of hepatosplenomegaly and pharyngitis 
are not often seen in cases of toxoplasmosis. 
When a patient presents with fatigue, fever and 
a history of taking care of cats, this is a good in-
dication that it may be toxoplasmosis. The his-
tory should reveal contact with cat droppings 
or cat litter.12,17

Patients infected with cytomega-
lovirus, or CMV, may present asymp-
tomatically or with the common symp-
toms of IM. Splenomegaly, malaise and 
lymphadenopathy may be present. If 
a patient presents to a retail clinic and 
the clinician is considering a possible 
diagnosis of CMV, the patient should 
be referred for lab work. A diagnosis of 
CMV is confirmed by the presence of 
antibodies to serum CMV IgM.12,17 

      
dIagnosIs

When reviewing a patient for IM, 
the patient history is key to the diag-

nosis. The signs and symptoms of pharyngitis, 
fever and lymphadenopathy — and possible 
exposure or sick contacts — are critical to the 
diagnosis of IM. Patients with symptoms of 
pharyngitis and continued fatigue that are un-
resolved within 48 hours to 72 hours should 
be screened for IM.12,13 History is important, 
but routine hematologic testing must be con-
ducted. In addition, serologic testing may be 
warranted to confirm the diagnosis. 

A complete blood count will reveal hyper-
lymphocytosis (≥ 50%), an elevated white 
blood cell count (i.e., usually ranging from 
10,000/mL to 20,000/mL in most patients) 
and at least 10% atypical lymphocytes.2,6,8,11 El-
evations in liver enzymes are found in 80% to 
90% of cases.2,11 Positive results on the mono-
spot, a rapid test for heterophile antibodies, 
is 85% sensitive and 94% specific for IM.5,6,8 
A monospot is a point-of-care test that can 
be completed quickly with almost immedi-
ate results. The lab test is done with a small 
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condition clarifying factors

strep throat Absence of posterior cervical lymphadenopathy; 
hepatosplenomegaly; fatigue.

toxoplasmosis Absence of hepatosplenomegaly; pharyngitis; 
has history of exposure to cat feces.

cytomegalovirus Positive for anitbodies to serum CMV IgM.

rubella Classic rash; lymphadenopathy of postauricular, 
occipital nodes. 

hiv Pharyngitis uncommon; presence of 
mucutaneous lesions; such GI symptoms as 
nausea and diarrhea. 

Table 1 
Summary of differential diagnoses5

Ellie is a healthy 21-year-old college student studying animal science at a nearby university. With final exams 
approaching, she has been eating poorly and is lacking sleep. One morning, Ellie awoke with a mild headache 
and mild arm and leg soreness. She continued with her normal daily routine. That evening she developed 
a sore throat and a fever. Ellie returned to her apartment from the library after studying and noted she had 
a fever of 100.2 degrees. She felt even more tired and achy. She drank water and went to bed to try to get 
some sleep. Ellie awoke early the next morning and noticed her neck was severely sore and swollen. Her 
sore throat was worse as well. She called her mother and decided to visit the advanced practice clinician at 
the local retail clinic. 

Discussion
Upon examination, the clinician told Ellie that she wanted to do a few point-of-care tests to confirm a diagnosis 
for her symptoms. The clinician completed a rapid strep test, which was negative. The clinician proceeded to 
complete another test for mononucleosis (a monospot). The monospot was positive, and Ellie was diagnosed 
with infectious mononucleosis. The clinician reassured Ellie that she would get better, but it would take time. 
She told Ellie that she would need to be patient. The clinician educated Ellie on the importance of rest, fluids 
and no strenuous activity. She also was made aware not to share such items as drinks or eating utensils 
with others. The clinician told Ellie she could take either acetaminophen or ibuprofen to relieve some of the 
soreness and swelling in her neck, throat and body. The clinician also informed Ellie that it would mostly 
likely take weeks to feel back to normal. It should be assessed if Ellie participates in any sports or activity — 
either way, it is prudent to tell her not to participate in any contact sports for six weeks secondary to splenic 
inflammation and potential rupture. If her symptoms significantly persist past two or three weeks, or worsen, 
she should phone her primary care provider for a follow-up visit. 

PaTienT Scenario 1
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blood sample from a finger stick sample. Het-
erophile serology is elevated for the first four 
weeks of infection and then declines rapidly; 
thus, this test should not be used beyond one 
month of symptom onset. As with any labo-
ratory testing, the EBV serology should be 
correlated with patient presentation and the 
overall clinical picture. It should be noted that 
early antigen testing is often recommended 
for patients who have significant and persis-
tent symptoms of IM, but who are past the 
four-week time frame in which heterophile 
antibody testing is effective.11

         
populatIons and complIcatIons

Adults older than 40 years of age account 
for 7.5% of cases of IM.19 The advanced prac-
tice clinician needs to be sure not to misdi-
agnose with more common adult infectious 
diseases, such as those of a hepatic or hema-
tologic nature.18 These patients may present 
with altered clinical signs of IM instead of the 
typical clinical presentation.  Not displaying 
the classic symptoms, older patients may pres-
ent with nonspecific complaints of fever, myal-
gias, malaise and fatigue.15,19 Serologic testing 
should be considered to avoid misdiagnosis in 
this age group. 

Some patients present with complications 
once diagnosed with IM. Chronic fatigue is the 
most commonly seen. In one study of 12- to 
18-year-olds who had had IM, chronic fatigue 
was reported in 13%, 7% and 4% of patients at 
six months, 12 months and 24 months, respec-
tively.20 The authors from the article revealed 
that IM during adolescence may be a risk fac-
tor for chronic fatigue syndrome. Less com-

monly seen is upper airway obstruction, oc-
curring in perhaps 1% to 5% of patients.5,10 The 
result of IM-associated tonsillar enlargement 
and edema in the pharyngeal tissue, upper air-
way obstruction can require hospitalization. 
Appropriate interventions include IV cortico-
steroids, tonsilloadenoidectomy and endotra-
cheal intubation.10,14

Splenic rupture is also a potential danger-
ous complication. This develops in less than 
1% of patients with IM.5 Patients may require 
emergency surgery.8,12 Uncommon complica-
tions also can occur. These complications can 
be very serious. Anyone who calls or returns 
with symptoms indicating the following com-
plications should be referred immediately. 
These referrals could be to primary providers, 
neurologists or opthamologists, among others. 
Complications include meningitis, Guillain-
Barré syndrome, encephalitis, Bell’s palsy, 
optic neuritis, perceptual distortions and men-
tal status changes.10,14 Eye complications may 
include periorbital edema, dry eyes, keratitis, 
uveitis and conjunctivitis.5,15

On occasion, clinicians may note patients 
with infectious mononucleosis to have respi-
ratory complications. These complications 
may include shortness of breath due to pos-
sible mediastinal lymphadenopathy. Clini-
cians also may notice more fatigue in some 
patients with infectious mononucleosis. This 
can be due to potential hematologic compli-
cations of IM, which can include hemolytic 
anemia, thrombocytopenia and mild neu-
tropenia.10,11 Although these conditions have 
been reported in 25% to 50% of patients with 
IM, they typically present in a mild form and 

resolve within a few weeks.5,10 Clinicians may 
choose to have a patient follow up for lab 
work to monitor hematologic changes as they 
improve and return to normal. 

Clinicians may find that symptoms of IM 
persist past 6 months to 12 months. In this 
case, a clinician should look at other sources or 
diagnoses. Many times the underlying symp-
toms can be indicative of HIV, lupus erythe-
matosus or chronic fatigue syndrome. If this 
is noted by a clinician, the patient should be 
referred to their respective primary care pro-
vider for further evaluation and workup.

Finally, a clinician needs to note if a patient 
presents with a rash in addition to classic 
infectious mononucleosis symptoms. The 
most common complication of infectious 
mononucleosis misdiagnosed as group A 
beta-hemolytic streptococcus, or GABHS, 
is a rash resulting from treatment with 
penicillin, which is an appropriate treatment 
for GABHS, but not IM.14 If a patient presents 
on penicillin and a rash occurs in addition 
to testing positive for mononucleosis, the 
penicillin needs to be stopped immediately. 
Although penicillin use is the most common 
cause of drug-induced rash in patients with 
IM, extremely rare cases have been reported 
in which a rash developed after treatment 
with a macrolide, specifically azithromycin.21

       
managEmEnt and patIEnt EducatIon

The main management goal is to restore nor-
mal lifestyle and prevent complications. Bed 
rest, fluids and administration of an acetamino-
phen dose of 500 mg up to four times a day or 
an ibuprofen dose of 400 mg up to four times a 
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A 23-year-old male presents with his mother at a retail clinic.  The patient, Bill, reports left upper-quadrant abdominal pain and a syncopal episode one hour prior to 
his arrival. The abdominal pain was sudden and presented while he was resting at home, and there was no indication of trauma history. Bill reports a one-week history 
of fever up to 101 degrees, sore throat and malaise. On initial examination, Bill was pale, tachycardic with a heart rate of 114 beats per minute, tachypnoeic and 
hypotensive with a blood pressure of 94/62 mmHg and has a fever of 99.8 degrees.

Discussion
The clinician immediately told Bill and his mother to go directly to the local ER a few blocks away. The clinician offered to call for transport due to his unstable 
appearance, but his mother refused and decided to drive him there directly. 

The clinician phoned the emergency room with a report of her findings and informed the team that he was to arrive shortly. Upon arrival he was evaluated by the 
physician on duty. Physical examination revealed bilateral nontender cervical lymphadenopathy and diffuse abdominal guarding with rebound tenderness. Kehr’s sign 
was also positive. Admission laboratory tests revealed an elevated WBC count of 16,000 cells/μL with elevated atypical lymphocytes at 51%, while the value of Hgb 
was low at 9.2g/dL. The patient’s platelet count was normal. Prothrombin time (PT) was 12.8 seconds, international normalized ratio (INR) was 1.08 and activated 
partial thromboplastin (aPTT) time was 30.2 seconds; all within normal limits. Serum transaminases were moderately elevated with an ALT 150 U/L and AST 130 U/L. 

The patient’s history of fever, lymphadenopathy, sore throat and atypical lymphocytosis combined with his clinical presentation of peritonitis and hypotension in the 
absence of a trauma incidence was suggestive of a possible diagnosis of spontaneous splenic rupture on the basis of the underlying IM.

An abdominal CT scan was carried out to confirm the diagnosis. CT scan showed a large splenic hematoma and large amounts of fluid in the pelvis. An exploratory 
laparotomy was undertaken. During laparotomy, there was a notable amount of fresh and clotted blood in the abdomen, while the spleen was large and congested. It 
had a 6 cm capsular tear near the hilum and a large subcapsular hematoma. The enlarged, friable spleen was almost completely devoid of capsule. An uncomplicated 
splenectomy was performed. The diagnosis of IM was later confirmed by the presence of IgM antibodies to EBV. The patient recovered uneventfully and was 
discharged on the seventh postoperative day. 

Splenic rupture is a rare but potentially life-threatening complication of IM. It mostly occurs between the fourth and 21st days of symptomatic illness. In this 
scenario, the spleen spontaneously ruptured seven days after the onset of clinical symptoms of IM. The possibility for traumatic rupture of an enlarged spleen as a 
sequela of IM is well recognized but rarely occurs. Emergency splenectomy is a life-saving intervention in cases of splenic ruptures with hemodynamically instability.  

PaTienT Scenario 2
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day are the most important measures to follow. 
These measures should be started immediately. 
Oral corticosteroids may be used for patients 
with respiratory problems due to possible ton-
sillar and tissue enlargement. There is contro-
versy as to whether or not corticosteroids truly 
help. Dosage for corticosteroids for infectious 
mononucleosis can vary. If clinicians choose 
to use corticosteroids, they usually choose to 
prescribe a tapering-dose schedule for steroids. 
Some providers do an initial injection/infusion 
of dexamethasone if a patient is really compro-
mised. An advanced practice clinician should 
refer any patient who presents with significant 
respiratory involvement to an emergency room. 
Corticosteroids can help also with hemolytic 
anemia and thrombocytopenia.

Excessive activity should be minimal to 
none to prevent the risk of splenic rupture. 
Patients are not to participate in contact 
sports for at least three weeks. Strenuous 
activity should be avoided for three weeks 
or more.8,21

The most important fact on which to edu-
cate patients is the timing and length of ex-
pected clinical symptoms. Patients should 
avoid exposing others to infected oropha-
ryngeal secretions by kissing or sexual con-
tact.5,11 Isolation is not necessary. Patients 
should avoid sharing drinks, dishware and 
utensils, especially when a fever still occurs in 
the diagnosed patient. Sharing a toothbrush 
also should be avoided.

conclusIon
In the retail setting, with limited means of 

lab testing, it can be challenging to diagnose 
IM. Infectious mononucleosis is primarily di-
agnosed on the classic symptoms and basic 
point-of-care lab testing. Education and in-
struction is the best management for patients 
with infectious mononucleosis. Reinforcement 
of restrictions is key for returning the patient 
to a healthy state and avoiding complications.
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PracTice PoinTS

• It can take weeks to recover from mononucleosis. It is important that patients know to be patient and 
rest as the body fights off the infection and recovers.

• It is extremely important to avoid strenuous activity to prevent any significant complications with 
splenic involvement, and allow the body to recover.

• A diagnosis of mononucleosis does not necessarily lead to quarantine. Many people are already 
immune to EBV because of exposure as a child. 

• Emphasize to patients that they should seek the help of family and friends during the healing and 
recovery process. Rest and plenty of fluids are necessary.
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Learning Assessment
Successful completion of “Identifying mono-
nucleosis in the retail clinic” is accredited for 
one hour of continuing education credit. To 
obtain credit, answer the following questions 
and complete the evaluation online at DSNCol-
laborativeCare.com.

1. IM antibodies are in what percentage of 
the general population?
a. 1% to 10%
b. 30% to 50%
c. 55% to 75%
d. 90% to 95%

2. Maternal antibodies may provide serolog-
ic protection to children at what age?
a. Less than 1 year old
b. Less than 3 years old
c. Less than 5 years old
d. All ages are protected

        
3. Which of the following is not considered a 

classic symptom of IM?
a. Severe sore throat
b. Lymphadenopathy
c. Headache
d. Low-grade fever

4. Which is a symptom that can occur with IM 
but usually has a late onset of presentation?
a. Low-grade fever
b. Rash
c. Splenomegaly
d. Dry throat

5. The most commonly reported symptom 
that continues for months after IM is
a. Anemia
b. Fatigue
c. Splenic rupture

6. Isolation is mandatory for a patient diag-
nosed with IM.
a. True
b. False
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Learning Assessment
7. IM is most common in which age group?

a. 1 year to 5 years old
b. 18 years to 24 years old
c. 50 years to 60 years old
d. 65 years and older

8. The incubation time for EBV is usually 
between
a. One and three days
b. Seven and 10 days
c. 14 and 21 days
c. 30 and 50 days

9. In the United States, what is the incidence 
of IM per year?
a. 100 cases per 100,000 persons
b. 500 cases per 100,000 persons
c. 1,000 cases per 100,000 persons
d. 10,000 cases per 1,000,000 persons

10. Once infected by EBV, a patient will 
never be infected again because it leaves 
his or her body.
a. True
b. False


