Evaluation of Primary Immunodeficiency
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One in 2,000 children younger than 18 years is thought to have a primary immunodeficiency disease. Antibody,
combined B-cell and T-cell, phagocytic, and complement disorders are the most common types. Children with these
diseases tend to have bacterial or fungal infections with unusual organisms, or unusually severe and recurrent infections with common organisms. A family history of primary immunodeficiency disease is the strongest predictor of
a person having this type of disease. When an immunodeficiency disease is suspected, initial laboratory screening
should include a complete blood count with differential and measurement of serum immunoglobulin and complement levels. The presence of lymphocytopenia on complete blood count suggests a T-cell disorder, whereas a finding
of neutropenia suggests a phagocytic disorder. Abnormal serum immunoglobulin levels suggest a B-cell disorder.
Abnormalities on assay of the classic or alternative complement pathways suggest a complement disorder. If laboratory results are abnormal, or if clinical suspicion continues despite normal laboratory results, children should be
referred for further evaluation. Human immunodeficiency virus infection should also be considered, and testing
should be performed, if appropriate; this infection often clinically resembles a T-cell disorder. (Am Fam Physician.
2013;87(11):773-778. Copyright © 2013 American Academy of Family Physicians.)

M

ore than 180 primary immunodeficiency diseases have
been identified, and that number is growing as advances in
genetic technology allow for further identification of specific defects of immunity.1-3
The prevalence of these diseases varies. In
Sweden, for example, the prevalence is 0.35
per 100,000 persons, whereas in southern
Australia, the prevalence is 12.4 per 100,000
persons.4 In the United States, the overall
prevalence of diagnosed primary immunodeficiency disease is estimated to be one in
1,200 persons; among children younger than
18 years, it is estimated to be one in 2,000.5

The overall incidence in the United States is
10.3 per 100,000 person-years6 ; the median
interval from onset of symptoms to diagnosis is 2.7 years.6
The European Society for Immunodeficiencies (ESID) has the largest registry of
primary immunodeficiency diseases, with
information on more than 16,000 patients
and eight broad categories of disorders.4
Additional resources for physicians and
patients are listed in Table 1.
In the United States, the most common
types of primary immunodeficiency disease
in children are antibody disorders, followed
by combined B-cell and T-cell disorders,

Table 1. Resources on Primary Immunodeficiency Diseases for Physicians and Patients
Resource

Website

Comments

European Society for Immunodeficiencies

http://www.esid.org

Includes diagnostic workup and criteria for 19
primary immunodeficiency diseases; registry

Immune Deficiency Foundation/The
National Patient Organization for
Primary Immunodeficiency Diseases

http://www.primaryimmune.org

Includes discussion of 13 primary
immunodeficiency diseases; patient handouts
available for download

U.S. Immunodeficiency Network

http://www.usidnet.org

Registry and research network for primary
immunodeficiency diseases
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phagocytic defects, and complement disorders.6 Less
common categories of primary immunodeficiency diseases are reviewed in Table 2.2-4,7,8
Antibody Disorders
Worldwide, antibody disorders are the most common
type of primary immunodeficiency disease. Antibody
disorders account for 55% of primary immunodeficiency diseases among patients who are entered in the
ESID registry 4 ; in the United States, 78% involve an
antibody disorder.6
Antibody disorders can be broadly characterized
by the absence or presence of B cells. When B cells are
present, disorders are further characterized by whether
the B cells are of normal quantity or quality.9

Clinically, children who have an antibody disorder
present with recurrent or severe bacterial infections of
the ears, sinuses, and lungs, particularly with encapsulated organisms including Streptococcus pneumoniae
and Haemophilus influenzae. Antibody disorders usually
present three months after birth, once maternal immunoglobulin from placental transfer is gone.
AGAMMAGLOBULINEMIA

According to the ESID registry, agammaglobulinemia
accounts for 13% of antibody disorders, with X chromosome–linked Bruton tyrosine kinase defect accounting
for 84% of agammaglobulinemias.4 Infants who have
agammaglobulinemia are born with a complete absence
of B cells in their peripheral blood and in umbilical cord

Table 2. Less Common Categories of Primary Immunodeficiencies
Syndrome (% of primary
immunodeficiencies)*

Clinical presentation

Examples

Well-defined disorders
(15.12)

Child with syndromic features

Chronic mucocutaneous candidiasis
DNA repair defects: ataxia-telangiectasia (autosomal recessive
with progressive ataxia, conjunctival telangiectasia, decreased
immunoglobulin A, and altered T-cell function)
Hyperimmunoglobulin E syndromes
Immune-osseous dysplasias
Thymic defects: DiGeorge syndrome
Wiskott-Aldrich syndrome: average age at diagnosis is 21 months,
bleeding in the first three years of life (28% of patients have
hematemesis or melena; 30% have life-threatening bleeds
[oral, gastrointestinal, intracranial]),8 X chromosome–linked
thrombocytopenia, recurrent otitis, and eczema (only 27% of
patients have classic triad)

Immune dysregulation
(3.95)

Recurrent infections and
a new diagnosis of an
autoimmune disease

Familial hemophagocytic lymphohistiocytosis: severely ill febrile
child who looks septic but has negative blood cultures; fever
persists despite antibiotic therapy
Immunodeficiency with hypopigmentation: associated with albinism
Lymphoproliferative syndromes: induced by Epstein-Barr virus
infections
Syndromes with autoimmunity

Autoinflammatory
disorders (2.00)

Periodic febrile episodes
due to inflammation, not
infection

Familial Mediterranean fever: intermittent fever, abdominal pain,
and acute monarthritis

Innate immunity defects
(1.04)

Recurrent pyogenic respiratory
tract infections; infections
with human papillomavirus
or herpes simplex virus

Anhidrotic ectodermal dysplasia
Chronic mucocutaneous candidiasis
Interleukin-1 receptor–associated kinase 4 deficiency

*—Percentages are from the European Society for Immunodeficiencies.
Information from references 2 through 4, 7, and 8.
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blood. On examination, the infant may have no tonsils
or lymph nodes. On testing, all immunoglobulin subtypes are decreased, and there is an absence of B cells on
lymphocyte subset analysis.
HYPOGAMMAGLOBULINEMIA

Hypogammaglobulinemia is characterized by low or
deficient levels of any of the immunoglobulins (immunoglobulin A [IgA], IgE, IgG and IgG subclasses, IgM),
or by an abnormal response of immunoglobulins to
vaccinations. In the ESID registry, 82% of cases of antibody disorders involve a hypogammaglobulinemia, the
most reported of which is common variable immunodeficiency, accounting for 46% of hypogammaglobulinemias.4 In common variable immunodeficiency, levels
of at least two immunoglobulin types are low.
In the United States, IgA deficiency is the most
common type of B-cell disorder at 30%, followed by
IgG subclass deficiency (IgG2, IgG3, and IgG4) at
26%, hypogammaglobulinemia (including IgG1 subclass) at 23%, common variable immunodeficiency at
15%, and both transient hypogammaglobulinemia of
infancy and a selective antibody deficiency at 3%.6 Reasons for the differences in the rates of antibody disorders between patients in the United States and Europe
are unclear, but they primarily relate to differences in
the ethnicities of populations, and differences in data
collection.4
The nadir for IgG levels in infants occurs at three
months of age, but a transient hypogammaglobulinemia
can persist because of a prolonged nadir of IgG. Clinical
infections during this time are usually mild. Serum IgG
and IgA levels are decreased, but B-lymphocyte levels are
normal on further testing.3,7
As with other antibody disorders, ear, sinus, and pulmonary infections are common; gastrointestinal problems such as diarrhea, malabsorption, and symptoms
of irritable bowel syndrome also occur in children who
have common variable immunodeficiency.8 Causative
organisms for infection include Clostridium difficile, as
well as species of Giardia, Salmonella, Campylobacter,
and Yersinia.8
T-Cell Disorders
T-cell disorders account for 9% of primary immunodeficiency diseases in the ESID registry 4 and 10.5%
in the United States.6 T-cell disorders are characterized by the absence or presence of T lymphocytes.
Additionally, T cells are important to the normal
functioning of B cells. As a result, most T-cell deficiencies lead to a combined T-cell and B-cell disorder.
June 1, 2013
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T-cell disorders usually present early in life. The most
serious form of T-cell disorder, severe combined immunodeficiency (SCID), presents in infants as an emergent
condition with life-threatening infections. Diarrhea,
failure to thrive, opportunistic infections, and severe
routine infections in a child younger than three months
should raise suspicion for SCID.
Phagocytic Disorders
Phagocytic disorders are the result of abnormalities
in neutrophils or monocytes. These types of disorders account for 12.5% of primary immunodeficiency
diseases in the ESID registry 4 and 8.5% in the United
States.6
Chronic granulomatous disease is the most common
phagocytic disorder in the ESID registry.4 It is usually
diagnosed by five years of age, and is characterized by
pneumonia, abscesses, suppurative adenitis, and gastrointestinal infections. The first manifestation may be
omphalitis in infants.8
Other common presentations of chronic granulomatous disease (and of other phagocytic disorders)
include recurrent pyogenic or fungal skin infections,
or abscesses. Infections are related to
Severe combined immuno
the inability of the
deficiency disorder
phagocytic system to
presents as an emergent
kill catalase-positive
condition with lifeorganisms, includthreatening infections.
ing Staphylococcus
aureus; Burkholderia
cepacia; and Nocardia, Aspergillus, Serratia, and Candida
species. Invasive fungal infection with disseminated
Candida, Aspergillus, or Nocardia species,8,10 or invasive
S. aureus or B. cepacia septicemia, should raise suspicion
for a phagocytic disorder.7
Severe congenital neutropenia and leukocyte adhesion
deficiency type 1 are phagocytic disorders that usually
present within the first few weeks of life. Delayed separation of the umbilical cord (more than four weeks after
birth), or erosive perianal ulcers, can be early signs of
leukocyte adhesion deficiency type 1.3,7,8 Omphalitis can
occur in severe congenital neutropenia and leukocyte
adhesion deficiency type 1.
Complement Disorders
Complement disorders account for 2% of primary
immunodeficiency diseases in the ESID registry 4 and 3%
in the United States.6 More than 25 proteins are involved
in the complement pathway, which complements the
action of antibodies to destroy bacteria.11
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These disorders involve infections with encapsulated
organisms.7 A deficiency of C3 is associated with recurrent pyogenic infections with S. pneumoniae and
H. influenzae.3,7 Deficiencies in C5 through C9 are associated with Neisseria meningitidis infections such as
meningitis, sepsis, and arthritis.3,7
Clinical Presentation: Whom to Evaluate
The most common presentations of a primary immunodeficiency disease in children are recurrent ear, sinus,
and pulmonary infections; diarrhea; and failure to
thrive.3 These conditions are also common in children
who do not have an immunodeficiency disease, which
raises the question of how to identify children in need
of evaluation.
A detailed evaluation from the United Kingdom found
that the three most helpful warning signs for primary
immunodeficiency disease were a positive family history (relative risk [RR] = 18; 95% confidence interval
[CI], 8 to 45 for any type of primary immunodeficiency
disease); a diagnosis of sepsis treated with intravenous
antibiotics (RR = 5; 95% CI, 1.4 to 15 for phagocytic disorders); and failure to thrive (RR = 22; 95% CI, 8 to 60
for T-cell disorders).12 Some of the key findings that can
help family physicians identify a child with a primary
immunodeficiency disease are shown in Table 3.1,3
Many primary immunodeficiency diseases are hereditary (most hereditary conditions are autosomal recessive inherited or X chromosome–linked).1 A child with
recurrent serious infections who has a positive family history of these types of diseases or who is from an
ethnicity associated with higher parental consanguinity
(e.g., northern and sub-Saharan Africa; the Middle East;
portions of western, central, and southern Asia13) should
be screened for an immunodeficiency disease.
A child with recurrent infections in a single anatomic location is more likely to have an anatomic defect
than an immunodeficiency. If recurrent infections are

Table 3. Clinical Signs That Suggest a Primary
Immunodeficiency Disease
Positive family history
Infections in multiple anatomic locations
Increasing frequency and severity of infections with age
Recurrent serious infections with common pathogens
Serious infections with unusual pathogens
Information from references 1 and 3.
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present in two or more sites, however, an immunodeficiency disease can be suspected. Furthermore, children
tend to “outgrow” their infections, with fewer infections
as they get older. An immunodeficiency should be considered if a child’s infections increase in frequency or
become more severe as he or she gets older.3
Recurrent, serious infections with common pathogens
may be a sign of an immunodeficiency disease. Similarly,
any unusual infections, including meningitis, sepsis, and
fungal and opportunistic infections, should raise suspicion for an immunodeficiency disease.3
Initial Evaluation
A basic laboratory workup that includes testing for
human immunodeficiency virus (HIV) antibody, complete blood count with differential, and measurement
of serum immunoglobulin and complement levels can
identify children who need further testing and referral to a subspecialist for a suspected immunodeficiency
disease.3,7,10,12,14
HUMAN IMMUNODEFICIENCY VIRUS

HIV infection should be considered in newborns and
adolescents who present with diarrhea, failure to thrive,
and unusual opportunistic infections.3 HIV infection
clinically resembles a T-cell immunodeficiency disorder.
For children 18 months or older, HIV antibody testing
for diagnosis is sufficient.
Because maternal antibodies to HIV cross the placenta, viral testing is required in children younger than
18 months. HIV DNA polymerase chain reaction testing
or HIV RNA assay testing in newborns is recommended
during the first 14 to 21 days of life, at one month of age,
and again at four to six months of age to identify those
who have perinatal-acquired HIV infection.15
COMPLETE BLOOD COUNT

A complete blood count with differential should be
obtained to screen for a T-cell or phagocytic disorder.
T-cell disorders are characterized by lymphocytopenia. Newborns usually have a lymphocytosis. An absolute lymphocyte count of less than 3,000 per mm3 in a
newborn can be used as the cutoff for consideration of a
T-cell disorder.2
Absolute lymphocyte count is age-dependent. In the
appropriate clinical situation, if the absolute lymphocyte count is two standard deviations below the mean,
a T-cell disorder may be considered.16 For example, an
absolute lymphocyte count of less than 2,800 per mm3
in a four-month-old infant has 86% sensitivity and
94% specificity for detecting SCID.17
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SORT: KEY RECOMMENDATIONS FOR PRACTICE
Clinical recommendation
Physicians should suspect T-cell disorders and human immunodeficiency virus infection in children
who have diarrhea, show failure to thrive, and have opportunistic infections.
Physicians should suspect a primary immunodeficiency disease in children who have unusually severe
and recurrent infections with common pathogens, or infections with unusual pathogens.
When a primary immunodeficiency disease is suspected in a child, initial laboratory testing should
include a human immunodeficiency virus test, complete blood count with differential, and
measurement of serum immunoglobulin and complement levels.

Evidence
rating

References

C

3

C

3

C

3, 7, 10, 14

A = consistent, good-quality patient-oriented evidence; B = inconsistent or limited-quality patient-oriented evidence; C = consensus, diseaseoriented evidence, usual practice, expert opinion, or case series. For information about the SORT evidence rating system, go to http://www.aafp.
org/afpsort.xml.

T-cell disorders can be further confirmed by lack of a
delayed hypersensitivity skin test response to Candida,
mumps, or tetanus in children older than one year, and
by lymphocyte subset analysis at any age.14 A lymphocyte
subset analysis will screen for the number and percentage of T cells (CD3, CD4, CD8), B cells (CD19, CD20),
and natural killer cells (CD16, CD56).
Phagocytic disorders are characterized by neutropenia and abnormalities in lysosomal granules in neutrophils.14 Primary immunodeficiency disease should be
suspected if the neutrophil count is less than 1,500 per
mm3. If the neutrophil count is normal but there is still
suspicion of primary immunodeficiency disease, granulocyte function tests can be performed.10

be checked if the patient is two years or older.14 If the
physician is using a conjugated pneumococcal vaccine,
specific serotype IgG antibody titers are needed.7

SERUM IMMUNOGLOBULINS

Newborn Screening for T-Cell Disorders
In 2010, the U.S. Department of Health and Human Services recommended routine screening for SCID in newborns.19 SCID is estimated to occur in one in 100,000 live
births.3 Although SCID is rare, early identification and
treatment with hematopoietic stem cell transplantation
can prevent infant deaths. In the United States, the survival rate is 94% if transplantation is performed in the
first three-and-a-half months of life, but drops to 70% if
transplantation occurs later than that.20 Death is primarily related to viral illness present at diagnosis.20
Five states currently require screening for T-cell disorders in newborns; another 15 states are in the process
of introducing testing.19 Screening involves detection of
T-cell receptor excision circles by polymerase chain reaction using the current newborn heel stick dried blood
spot.17 T-cell receptor excision circles are pieces of DNA
produced only by T cells.
Using a cutoff of less than 30 copies per μL, screening
for T-cell receptor excision circles is 100% sensitive for

Patients with B-cell disorders have low serum immunoglobulin levels and decreased production or response
of immunoglobulins to vaccination.7,14 Serum immunoglobulin levels vary with age, so age-specific cutoffs
should be used when performing laboratory testing.18
If immunoglobulin levels are low, serum albumin level
should be checked because low albumin suggests protein
loss through the kidney or protein malabsorption in the
bowel as causes of immunoglobulin deficiency.14
IgG antibody titers to vaccine antigens can be checked
to determine responsiveness to vaccination. Testing is
ideally performed four weeks after vaccination if the
child was not previously exposed to the vaccine antigen. If the child was previously exposed, a threefold
increase in the titers against two antigens that is present
three weeks after vaccination indicates responsiveness of
B cells.14 Protein antigens (tetanus, diphtheria, rubella,
and mumps) can be checked at all ages; polysaccharide
antigens (e.g., H. influenzae, Pneumococcus species) can
June 1, 2013
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COMPLEMENT TESTING

Complement disorders are screened by checking the
components of the classic and alternative pathways. The
classic pathway involves C1 through C9 and is checked
with a CH50 assay. If the assay results are normal, the
child does not have a clinically significant complement
deficiency. If the results are abnormal, the alternative
pathway should be checked with an AH50 or CH100 assay.
Using the combination of the two test results, specific
deficiencies can be identified.10,14
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a T-cell disorder. The false-positive rate is 1.5% in term,
well infants, and 5% in preterm infants or those who
are in the intensive care unit.17 Testing protocols include
resampling or first sampling at an estimated gestational
age greater than 37 weeks.
No cases of SCID have been identified with current
screening programs, but other T-cell disorders have been
found. In Wisconsin, eight infants with T-cell disorders
were noted out of 71,000 infants screened.21 In Massachusetts, 19 infants with T-cell disorders were identified
out of 77,491 infants screened.22
Data Sources: An OVID Medline search was completed using the text
word primary immunodeficiency with the MeSH term immunologic
deficiency syndromes exploded. These results were then combined with
various diagnostic terms and text words. The search included metaanalyses, randomized controlled trials, clinical trials, other studies, and
reviews. Also searched were the Agency for Healthcare Research and
Quality evidence reports, Clinical Evidence, DynaMed, EBM Reviews (all
databases), the National Guideline Clearinghouse, PIER, and the U.S.
Preventive Services Task Force. Search date: December 1, 2011.

The Author
CARIN E. REUST, MD, MSPH, FAAFP, is an associate professor of clinical
family and community medicine in the Department of Family and Community Medicine at the University of Missouri School of Medicine in Columbia.
Address correspondence to Carin E. Reust, MD, MSPH, FAAFP, University of Missouri, MA 303 HSC, Columbia, MO 65212 (e-mail: reustc@
health.missouri.edu). Reprints are not available from the author.
Author disclosure: No relevant financial affiliations.
REFERENCES
1. Notarangelo LD, Fischer A, Geha RS, et al.; International Union of
Immunological Societies Expert Committee on Primary Immunodeficiencies. Primary immunodeficiencies: 2009 update [published correction appears in J Allergy Clin Immunol. 2010;125(3):771-773]. J Allergy
Clin Immunol. 2009;124(6):1161-1178.
2. European Society for Immunodeficiencies Clinical Working Party. Diagnostic criteria for PID. http://www.esid.org/clinical-diagnostic-criteriafor-pid-73-0. Accessed December 11, 2012.
3. de Vries E, Driessen G. Educational paper: primary immunodeficiencies
in children: a diagnostic challenge. Eur J Pediatr. 2011;170(2):169-177.
4. Gathmann B, Grimbacher B, Beauté J, et al.; ESID Registry Working Party.
The European Internet-based patient and research database for primary
immunodeficiencies: results 2006-2008. Clin Exp Immunol. 2009;
157(suppl 1):3-11.
5. Boyle JM, Buckley RH. Population prevalence of diagnosed primary
immunodeficiency diseases in the United States. J Clin Immunol. 2007;
27(5):497-502.
6. Joshi AY, Iyer VN, Hagan JB, St Sauver JL, Boyce TG. Incidence and temporal trends of primary immunodeficiency: a population-based cohort
study. Mayo Clin Proc. 2009;84(1):16-22.

778 American Family Physician

7. Slatter MA, Gennery AR. Clinical immunology review series: an
approach to the patient with recurrent infections in childhood. Clin Exp
Immunol. 2008;152(3):389-396.
8. Guerrerio AL, Frischmeyer-Guerrerio PA, Lederman HM, Oliva-Hemker
M. Recognizing gastrointestinal and hepatic manifestations of primary
immunodeficiency diseases. J Pediatr Gastroenterol Nutr. 2010;51(5):
548-555.
9. Orange JS. Clinical update in immunoglobulin therapy for primary immunodeficiency diseases. Towson, Md.; Immune Deficiency Foundation;
2011.
http://primaryimmune.org/about-primary-immunodeficiencydiseases/idf-publications?aid=406&pid=275&sa=1. Accessed December 11, 2012.
10. de Vries E; Clinical Working Party of the European Society for
Immunodeficiencies (ESID). Patient-centred screening for primary
immunodeficiency: a multi-stage diagnostic protocol designed for nonimmunologists. Clin Exp Immunol. 2006;145(2):204-214.
11. Walport MJ. Complement. First of two parts. N Engl J Med.
2001;344(14):1058-1066.
12. Subbarayan A, Colarusso G, Hughes SM, et al. Clinical features that
identify children with primary immunodeficiency diseases. Pediatrics.
2011;127(5):810-816.
13. Bittles AH, Black ML. Evolution in health and medicine Sackler colloquium: consanguinity, human evolution, and complex diseases. Proc
Natl Acad Sci USA. 2010;107(suppl 1):1779-1786.
14. Hauk PJ, Johnston RB, Liu AH. Chapter 31. Immunodeficiency evaluation: primary considerations. In: Hay WW Jr, Levin MJ, Sondheimer
JM, Deterding RR, eds. Current Diagnosis and Treatment: Pediatrics.
20th ed. Columbus, Ohio: Access Medicine, McGraw-Hill; 2011. http://
www.accessmedicine.com/content.aspx?aID=6587670 [subscription
required]. Accessed December 1, 2011.
15. Panel on Antiretroviral Therapy and Medical Management of HIVInfected Children. November 5, 2012. Guidelines for the use of antiretroviral agents in pediatric HIV infection. Rockville, Md.: Health Resources
and Services Administration, National Institutes of Health; 2012. http://
aidsinfo.nih.gov/contentfiles /lvguidelines /pediatricGuidelines.pdf.
Accessed December 11, 2012.
16. Ahsan S, Noether J. Hematology. In: Tschudy MM, Arcara KM, eds. The
Harriet Lane Handbook: A Manual for Pediatric House Officers. 19th ed.
Philadelphia, Pa.: Mosby Elsevier; 2012:322-353.
17. Lipstein EA, Vorono S, Browning MF, et al. Systematic evidence review
of newborn screening and treatment of severe combined immunodeficiency. Pediatrics. 2010;125(5):e1226-e1235.
18. Kim W. Immunology and allergy. In: Tschudy MM, Arcara KM, eds. The
Harriet Lane Handbook: A Manual for Pediatric House Officers. 19th ed.
Philadelphia, Pa.: Mosby Elsevier; 2012:354-369.
19. Immune Deficiency Foundation SCID Newborn Screening. New year,
new updates on SCID screening. http://idfscidnewbornscreening.
org/2011/01/21/new-year-new-updates-on-scid-screening/. Accessed
December 11, 2012.
20. Railey MD, Lokhnygina Y, Buckley RH. Long-term clinical outcome of
patients with severe combined immunodeficiency who received related
donor bone marrow transplants without pretransplant chemotherapy or
post-transplant GVHD prophylaxis. J Pediatr. 2009;155(6):834-840.e1.
21. Routes JM, Grossman WJ, Verbsky J, et al. Statewide newborn screening for severe T-cell lymphopenia. JAMA. 2009;302(22):2465-2470.
22. Comeau AM, Hale JE, Pai SY, et al. Guidelines for implementation of
population-based newborn screening for severe combined immunodeficiency. J Inherit Metab Dis. 2010;33(suppl 2):S273-S281.

www.aafp.org/afp

Volume 87, Number 11

◆

June 1, 2013

