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Classification of recommendations and evidence

Recommendation rating scale

Statement

Definition

Implication

Strong recommendation
(StrRec)

A strong recommendation means the benefits of the recommended approach
clearly exceed the harms (or that the harms clearly exceed the benefits in the
case of a strong negative recommendation) and that the quality of the

Clinicians should follow a strong recommendation
unless a clear and compelling rationale for an
alternative approach is present.

supporting evidence is excellent (Grade A or B)*. In some clearly identified
circumstances, strong recommendations may be made based on lesser
evidence when high-quality evidence is impossible to obtain and the

anticipated benefits strongly outweigh the harms.
Recommendation (Rec)

A recommendation means the benefits exceed the harms (or that the harms
clearly exceed the benefits in the case of a negative recommendation), but
the quality of evidence is not as strong (Grade B or C)*. In some clearly identified
circumstances, recommendations may be made based on lesser evidence when

Clinicians also should generally follow a
recommendation but should remain alert to
new information and sensitive to patient
preferences.

high-quality evidence is impossible to obtain and the anticipated benefits

outweigh the harms.
Option (Opt)

one approach vs another.

No recommendation
(NoRec)

An option means that the quality of evidence that exists is suspect (Grade D)*
or that well-done studies (Grade A, B, or C)* show little clear advantage to

No recommendation means there is a lack of pertinent evidence (Grade D)*
and an unclear balance between benefits and harms.

Clinicians should be flexible in their decision
making regarding appropriate practice, although
they may set bounds on alternatives; patient
preference should have a substantial influencing role.

Clinicians should feel little constraint in their decision
making and be alert to new published evidence that
clarifies the balance of benefit vs harm; patient
preference should have a substantial influencing role.

Category of evidence

Ia Evidence from meta-analysis of randomized controlled trials

Ib Evidence from at least 1 randomized controlled trial

Ila Evidence from at least 1 controlled study without
randomization

IIb Evidence from at least 1 other type of quasi-experimental study

Il Evidence from nonexperimental descriptive studies, such as
comparative studies

IV Evidence from expert committee reports or opinions or clinical
experience of respected authorities or both

Strength of recommendation*

A Directly based on category I evidence
B Directly based on category II evidence or extrapolated recom-
mendation from category I evidence
C Directly based on category III evidence or extrapolated
recommendation from category I or Il evidence
D Directly based on category IV evidence or extrapolated
recommendation from category I, II, or Il evidence
LB Laboratory based
NR Not rated

How this practice parameter was developed
The Joint Taskforce on Practice Parameters

The Joint Taskforce (JTF) on Practice Parameters is a 13-member
taskforce consisting of 6 representatives assigned by the American

Academy of Allergy, Asthma and Immunology, 6 by the American
College of Allergy, Asthma and Immunology, and 1 by the Joint
Council of Allergy and Immunology. This taskforce oversees the
development of practice parameters; selects the workgroup
chair(s); and reviews drafts of the parameters for accuracy, prac-
ticality, clarity, and broad utility of the recommendations for clin-
ical practice.

Diagnosis and Management of Rhinosinusitis Practice Parameter
Workgroup

The Diagnosis and Management of Rhinosinusitis: A Practice
Parameter Update workgroup was commissioned by the JTF to
develop practice parameters that address Rhinosinusitis. The chair
(Anju T. Peters, MD) invited workgroup members to participate in
the parameter development who are considered experts in the
field. Workgroup members have been vetted for financial conflicts
of interest by the JTF and their conflicts of interest have been listed
in this document and are posted on the JTF Web site at http://www.
allergyparameters.org. Where a potential conflict of interest is
present, the potentially conflicted workgroup member was
excluded from discussing relevant issues.

The charge to the workgroup was to use a systematic literature
review in conjunction with consensus expert opinion and
workgroup-identified supplementary documents to develop a
practice parameter that provides a comprehensive approach for
rhinosinusitis based on the current state of the science.

Protocol for finding evidence

A search of the medical literature was performed by searching
PubMed and Google Scholar. References identified as being relevant


http://www.allergyparameters.org
http://www.allergyparameters.org

A.T. Peters et al. /| Ann Allergy Asthma Immunol 113 (2014) 347—385 349

were searched for additional references and these also were
searched for citable references. In addition, members of the work-
group were asked for references that were missed by this initial
search. Although the ideal type of reference would consist of a
randomized, double-blinded, placebo-controlled study, some
topics addressed in this practice parameter are represented by very
few such studies. In consequence, it was necessary to use obser-
vational studies, basic laboratory reports, and regulatory re-
quirements to develop a document that addresses some of the
issues included in this practice parameter.

Abbreviations

A-P anterior-posterior

ABRS acute bacterial rhinosinusitis

AERD aspirin exacerbated respiratory disease
AFRS allergic fungal rhinosinusitis

AOM acute otitis media

AR allergic rhinitis

ARS acute rhinosinusitis

CF cystic fibrosis

CT computed tomography

CRS chronic rhinosinusitis

CRSsNP chronic rhinosinusitis without nasal polyps
CRSWNP chronic rhinosinusitis with nasal polyps
FDA Food and Drug Administration

FESS functional endoscopic sinus surgery
FEV, forced expiratory volume in 1 second
GERD gastroesophageal reflux disease

Ig immunoglobulin

INS intranasal corticosteroids

& interleukin

mm H,0 millimeters of water

MP methylprednisolone

MRI magnetic resonance imaging

NAR nonallergic rhinitis

nNO nasal nitric oxide

PCD primary ciliary dyskinesia

PID primary immunodeficiency

QOL quality of life

RARS recurrent acute rhinosinusitis

RCT randomized controlled trial

URI upper respiratory infection

Preface

Rhinosinusitis is one of the most commonly diagnosed diseases
in the United States. Analysis of the Centers for Disease Control and
Prevention—sponsored 2010 US National Health Interview Survey
data suggested that 13% of adults were diagnosed with rhinosinu-
sitis in the 12 months before the survey.! Chronic rhinosinusitis
(CRS) alone extracts an overall direct annual health care cost of $8
billion.” Acute bacterial rhinosinusitis (ABRS) is believed to cost
more than $3 billion dollars annually.® A recent analysis of data
from National Ambulatory Medical Care Survey and National Hos-
pital Ambulatory Medical Care Survey from 2006 to 2010 showed
that rhinosinusitis accounted for more outpatient antibiotic pre-
scriptions than any other diagnosis.® Adverse consequences of
excessive antibiotic use can include allergic reactions, high costs,
and bacterial resistance. In addition to health care dollars spent
directly to treat rhinosinusitis, people with rhinosinusitis have
significantly decreased quality of life (QOL), missed schooldays or
workdays, and decreased productivity at school and/or work.’
Rhinosinusitis affects QOL in some symptom domains more than
other chronic diseases, such as chronic obstructive pulmonary
disease, angina, and back pain.°

The term rhinosinusitis is used interchangeably with the term
sinusitis in this document. Rhinosinusitis is the preferred term
because inflammation of the sinus cavities is almost always
accompanied by inflammation of the nasal cavities.

Because of the importance of rhinosinusitis, the JTF on Practice
Parameters, representing the American Academy of Allergy,
Asthma, and Immunology, the American College of Allergy, Asthma,
and Immunology, and the Joint Council of Allergy, Asthma and
Immunology, developed the first set of “Parameters for the Diag-
nosis and Management of Sinusitis,” which was published in 1998
and then updated in 2005.”% Much has happened since then with
respect to new concepts in diagnosis and management and new
insights into pathogenesis. For these reasons, it was decided that a
revision and update was indicated.

Four documents comprise this present practice parameter on
rhinosinusitis: (1) an executive summary that reviews, in narrative
format, the key clinical issues considered in the parameter docu-
ments; (2) management algorithms with narrative annotations
designed to assist clinical decision making; (3) a document listing
only numbered summary statements that is intended to promote
rapid review and identification of material comprehensively dis-
cussed in the final document; and (4) the complete guidelines
document, which is organized so that the numbered key summary
statements precede relevant supporting text and citations of
evidence-based publications. This format provides a ready refer-
ence for any physician who evaluates and treats a patient with
suspected rhinosinusitis. In particular, the algorithms and their
accompanying annotations are designed to present a global and
useful approach to diagnosis and management. Clinical decision
points are clearly shown, and each of these proceeds stepwise to
logical implementation strategies. If further justification is required
at any step in the algorithms, the evidence-based guidelines text
can and should be consulted. In addition, guidance about appro-
priate referral of refractory cases, because of treatment failure or for
further investigation of possible associated conditions, is provided.

The great majority of patients with rhinosinusitis seek care from
their primary care physician. Various subspecialists (allergists and
otolaryngologists) also see patients with rhinosinusitis, especially
patients who are more difficult to treat. It is incumbent on all
physicians treating rhinosinusitis to be knowledgeable concerning
the latest information on pathophysiology, diagnosis, and man-
agement, especially in light of the rapidity with which infective
organisms are able to change their character.

This practice parameter includes anatomic, allergic, immuno-
logic, and physiologic considerations, as well as clinical diagnosis,
differential diagnosis, diagnostic testing, and treatment. Predis-
posing factors, such as allergy, upper respiratory infections (URIs),
anatomic abnormalities, ciliary dyskinesia, cystic fibrosis (CF), im-
mune deficiencies, and environmental factors, will be addressed.
Medical and surgical therapies will be discussed. This document
highlights differences in management of the various types of rhi-
nosinusitis, including acute and chronic and CRS with nasal polyps
(CRSWNP) and CRS without nasal polyps (CRSsNP).

An initial draft of parameters was prepared by a workgroup of
experts in the field who carefully reviewed the current medical
literature. Then, this material underwent extensive peer review,
revision, and annotation by external reviewers and by the JTF on
Practice Parameters for Allergy and Immunology, a national panel
of allergist-immunologists appointed by its cosponsoring organi-
zations: the American Academy of Allergy, Asthma and Immu-
nology; the American College of Allergy, Asthma and Immunology;
and the Joint Council of Allergy, Asthma and Immunology. The
parameters were reviewed and approved by the cosponsoring or-
ganizations and thereby represent an evidence-based, broadly
accepted consensus opinion.

The JTF is grateful for the cosponsoring organizations’ financial
support and encouragement. The JTF especially thank the many
individuals who have donated substantial time and effort in pro-
ducing this document that is intended to improve the quality of
care of many millions of patients with rhinosinusitis.
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List of summary statements

Summary Statement 1: Apprise clinicians that the most
commonly used rhinosinusitis classification is as follows. (NR)

a. Acute rhinosinusitis: symptoms for shorter than 12 weeks con-
sisting of some or all of the following: persistent symptoms of an
URI, purulent rhinorrhea, postnasal drainage, anosmia, nasal
congestion, facial pain, headache, fever, cough, and purulent
discharge.

b. Recurrent ARS (RARS): at least 3 episodes of ABRS in a year.

. Chronic rhinosinusitis: symptoms for 12 weeks or longer of
varying severity consisting of the same symptoms as seen in
ARS. In CRS, there should be abnormal findings at endoscopy or
on a sinus computed tomographic (CT) scan. CRS can be classi-
fied further as CRS with nasal polyps (WNP) or CRS without nasal
polyps (sNP).

Summary Statement 2: Be aware that a tumor or an infection of
the sphenoid sinus may involve adjacent structures such as the
optic nerve, cavernous sinus, and carotid artery. (Rec, C)

Summary Statement 3: Suspect ABRS in patients in whom a URI
persists beyond 10 days and/or show worsening after initial
improvement. A history of persistent purulent rhinorrhea, post-
nasal drainage, and facial pain correlates with increased likelihood
of bacterial disease. (Rec, A)

Summary Statement 4: Perform a CT scan when imaging of
the sinuses is indicated. It is required before surgical interven-
tion or when complications of rhinosinusitis are suspected.
(StrRec, A)

Summary Statement 5: Radiographic imaging is recommended
in a patient with unilateral CRS to exclude a tumor or anatomic
defect or foreign body. (Rec, C)

Summary Statement 6: Perform magnetic resonance imaging
(MRI) if soft tissue resolution is required, such as with a suspected
tumor or in patients with complications. If a CT scan visualizes a
soft tissue mass, then the patient should be referred to an ear, nose,
and throat physician. (Rec, B)

Summary Statement 7: Perform an evaluation for specific IgE
antibodies to airborne allergens in patients with RARS or CRS.
(Rec, B)

Summary Statement 8: Physicians should recognize that
nonallergic rhinitis can accompany and is in the differential of CRS.
(Rec, €)

Summary Statement 9: Evaluate patients for an immune defi-
ciency if CRS is resistant to usual medical and/or surgical therapy.
(Rec, B)

Summary Statement 10: As part of an immunodeficiency eval-
uation, check quantitative immunoglobulins (IgG, IgA and IgM),
specific antibody responses (eg, after tetanus toxoid and pneumo-
coccal vaccine), and, if necessary, complement function and T-cell
numbers (enumeration of T-cell number by flow cytometry) and
function. (Rec, B)

Summary Statement 11: Evaluate patients for gastroesophageal
reflux disease (GERD) if they have appropriate symptoms, realizing
that it probably coexists with rather than explains the etiology of
rhinosinusitis. (Opt, C)

Summary Statement 12: Be aware that a subgroup of patients
with CRSWNP has allergic fungal rhinosinusitis (AFRS), which is a
distinct entity associated with eosinophilic mucin and type I hy-
persensitivity to fungi. (Rec, B)

Summary Statement 13: Treat AFRS with a combination of sur-
gery and systemic and/or topical corticosteroids for optimal disease
control. (Rec, B)

Summary Statement 14: Consider systemic or topical antifun-
gals as a useful adjunctive treatment for AFRS. (Rec, C)

Summary Statement 15: Consider an evaluation for CF in any
patient with CRS at an early age or in any child with nasal polyps,
especially if Pseudomonas aeruginosa is cultured from the sinuses.
(Rec, B)

Summary Statement 16: Consider adjunctive use of topical
therapies, including dornase alfa and/or antibiotic solutions in
addition to endoscopic sinus surgery in patients with CF and CRS.
(Rec, B)

Summary Statement 17: Suspect primary ciliary dyskinesia in
children with recurrent otitis media, rhinosinusitis, and pneu-
monia with bronchiectasis, especially if situs inversus is present.
(Rec, B)

Summary Statement 18: When evaluating a patient with rhi-
nosinusitis, clinicians should look for the presence of otitis media.
The converse also is true. (Rec, C)

Summary Statement 19: Treat rhinosinusitis vigorously in pa-
tients with asthma because medical and surgical management of
rhinosinusitis results in objective and subjective improvement of
asthma. (Rec, C)

Summary Statement 20: Treat for ABRS if symptoms last longer
than 10 days or with recrudescence of symptoms after progressive
improvement. (Rec, B)

Summary Statement 21: To avoid resistance and potential
adverse effects from antibiotics, the workgroup recommends
evaluation of (-lactam allergy by penicillin skin testing and/or
graded oral challenge if §-lactam is the most appropriate antibiotic
for ABRS. (Rec, B)

Summary Statement 22: Use intranasal steroids for treatment of
ARS as monotherapy or with antibiotics. (Rec, B)

Summary Statement 23: Clinicians should use systemic antibi-
otics for acute exacerbations of CRS. However, in some patients, this
may not be necessary. (Rec, C)

Summary Statement 24: Consider a 3- to 6-week course of
topical antibiotics for CRS. (Rec, C)

Summary Statement 25: Consider the use of systemic antibiotics
plus a short course of oral steroids in the treatment of CRS. Greater
benefit with antibiotics has been reported in CRSsNP than in
CRSWNP. (Rec, A)

Summary Statement 26: Consider a short course of oral steroids
for the treatment of CRSsNP. (Rec, C)

Summary Statement 27: Use short-term treatment with oral
steroids in CRSWNP because it decreases nasal polyp size and
symptoms. (StrRec, A)

Summary Statement 28: Use intranasal corticosteroid (INS;
sprays and aerosols) for the treatment of CRSWNP and CRSsNP.
(StrRec, A)

Summary Statement 29: Use nasal saline irrigation as an
adjunctive treatment for the therapy of CRS. (Rec, A)

Summary Statement 30: Consider antihistamines for treat-
ment of symptoms associated with ARS in patients with coexis-
tent CRS. (Opt, D)

Summary Statement 31: Neither oral nor topical de-
congestants are beneficial for maintenance treatment of CRS.
(Opt, D)

Summary Statement 32: Consider aspirin desensitization fol-
lowed by aspirin therapy in patients with aspirin-exacerbated
respiratory disease (AERD) that is refractory to other medical
therapy. (Rec, C)

Summary Statement 33: Realize that neither topical antifungals
(sprays and irrigations) nor systemic terbinafine are beneficial in
the treatment of CRS. (Rec, A)

Summary Statement 34: Clinicians should be apprised that,
although not approved for commercial use, anti—interleukin (IL)-5
monoclonal antibody (reslizumab or mepolizumab) has demon-
strated benefit in the treatment of CRSWNP. (Rec, B)
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Summary Statement 35: Consider anti-IgE (omalizumab) for
treatment of nasal polyps. (Rec, C)

Summary Statement 36: Consider antral puncture and irrigation
in the management of acute ethmomaxillary rhinosinusitis re-
fractory to medical therapy or for ABRS in an immunosuppressed
patient in whom early identification of pathogenic organisms is
paramount. (Rec, D)

Summary Statement 37: Consider ostial dilatation with a balloon in
a small sub-segment of patients with medically unresponsive ARS,
primarily those with early or localized disease. (Rec, D)

Summary Statement 38: Endoscopic surgical intervention may
be required in ABRS to provide drainage when there is a significant
risk of intracranial complication or in a patient with visual
compromise or periorbital or intraorbital abscess. (Rec, C)

Summary Statement 39: Consider endoscopic surgical inter-
vention as an adjunct to medical treatment in patients with CRS
that is poorly responsive to medical therapy. (Rec, C)

Summary Statement 40: Realize that ARS in children is a self-
limited process in most cases and treatment with antibiotics
seems to accelerate resolution. (Rec, A)

Summary Statement 41: Use an INS as a potentially useful
adjunct to antibiotics in the treatment of ABRS in children.
(StrRec, A)

Summary Statement 42: Realize that ancillary therapy in the
form of nasal irrigations, antihistamines, decongestants, or muco-
lytics has not been shown to be helpful in the treatment of ARS in
children. (Opt, D)

Summary Statement 43: Realize that there are limited data to
justify the use of oral antibiotics for the treatment of CRS in chil-
dren. (Opt, C)

Summary Statement 44: Consider use of antibiotic therapy in
acute exacerbations of CRS in children. (Rec, C)

Summary Statement 45: Use INS in the treatment of CRS in
children. (Rec, C)

Summary Statement 46: Realize that surgery is used much less
frequently in the management of CRS in children compared with
adults and that the mainstay of therapy is medical. (Rec, C)

Summary Statement 47: Consider adenoidectomy with or
without maxillary sinus irrigation as the first-line surgical therapy
in children with CRS. (Rec, C)

Executive summary

Rhinosinusitis, defined as inflammation of at least 1 paranasal
sinus, is characterized as acute when lasting shorter than 12 weeks
and chronic when lasting at least 12 weeks. RARS consists of at least
3 episodes of ABRS per year. CRS is further subdivided into CRSWNP
and CRSsNP. Viral URIs frequently precede subsequent bacterial
infection of the sinuses by Streptococcus pneumoniae, Haemophilus
influenzae, and Moraxella catarrhalis, the most frequent bacterial
causes of ABRS. Other important organisms also can be found in CRS,
such as Staphylococcus aureus, P aeruginosa, and certain anaerobes.

ABRS and RARS

Acute bacterial rhinosinusitis is diagnosed in patients with URIs
persisting longer than 10 to 14 days. Prominent symptoms of ABRS
include nasal congestion, purulent rhinorrhea, facial-dental pain,
postnasal drainage, headache, and cough. Patients may have sinus
tenderness on palpation, mucosal erythema, and discolored nasal
and oropharyngeal secretions. Fever may or may not be present.
ABRS is mostly a clinical diagnosis and radiologic confirmation is
not essential except in complicated cases. Patients with RARS are
asymptomatic or have mild rhinitis symptoms between episodes of
acute infections.

The primary therapy for ABRS is antibiotics. The choice is based
on predicted efficacy, cost, and side effects. A 10- to 14-day course is

generally adequate for acute disease, although shorter courses may
be adequate with some antibiotics. If there is no improvement in 3
to 5 days, then an alternative antibiotic should be considered.

Concern has been raised about the overdiagnosis of ABRS and
RARS and unnecessary treatment with antibiotics. Appropriate
criteria for the use of antibiotics are symptoms of rhinosinusitis for
10 to 14 days, symptoms of a cold that improve and then worsen
over a 7- to 10-day period, or severe symptoms of acute sinus
infection, including fever with purulent nasal discharge, facial pain
or tenderness, and periorbital swelling. To use the most appropriate
antibiotic in patients with RARS, sinus secretions can be obtained
for culture in adults by an aspiration of the maxillary sinus or an
endoscopically directed culture from the middle meatus.

There is both clinical and experimental evidence that allergic
rhinitis (AR) might predispose to ABRS or RARS. In young adults with
ABRS, there is a reported incidence of AR ranging from 25% to 31%.%10

Chronic rhinosinusitis

Chronic rhinosinusitis symptoms are similar to ABRS symptoms
but may be even more subtle. Pain is much less a feature of CRS
compared with ABRS, whereas nasal congestion and hyposmia or
anosmia are prominent in CRSWNP and CRSsNP but more common
in CRSWNP. The constellation of symptoms, including chronic
congestion, facial pressure, purulent post nasal drip, throat
clearing, coughing, and anosmia or hyposmia, should raise the
question that the patient may have CRS.

There is an overlap in these symptoms with those of perennial
rhinitis, and endoscopy or an imaging procedure is necessary to
confirm the diagnosis. Imaging techniques can provide confirma-
tory evidence of CRS when symptoms are vague, physical findings
are equivocal, or clinical disease persists despite optimal medical
therapy. The imaging technique of choice is CT scanning because it
can depicts abnormalities in the ostiomeatal complex and the sinus
cavities.

Evaluation of CRS or RARS might include aeroallergen testing,
sinus cultures, and tests for immunodeficiency, cystic fibrosis, or
ciliary dysfunction. Several factors associated with rhinosinusitis
should be considered. Probably the most common is viral URTIs,
which usually precede ABRS and may contribute to CRS. AR and/or
nonallergic rhinitis (NAR) are closely associated with ABRS and CRS.
Up to 30% to 80% of patients with CRS have been documented to
have AR."""13 NAR was found in 26% of patients with CRS."® Tests for
immunodeficiency, including quantitative immunoglobulin mea-
surement, functional antibody tests, and human immunodeficiency
virus testing, might be useful if congenital or acquired immuno-
deficiency is suspected in cases of CRS. Quantitative sweat chloride
testing and genetic testing for diagnosis of CF and/or primary ciliary
dyskinesia should be considered in children with nasal polyps and/
or sinonasal colonization with Pseudomonas spp.

Asthma, GERD, and otitis media are often comorbid diseases
associated with CRS. Although no direct causal factor between CRS
and asthma has been found, some studies in children and adults
suggest that medical management and/or surgical management of
CRS often results in objective and subjective improvement of asthma.

The role of antibiotics in CRS is controversial. For CRS associated
with suspected bacterial infection, a longer duration of therapy
beyond the usual 10 to 14 days is suggested; the choice of appro-
priate antibiotic therapy may need to consider the possible pres-
ence of anaerobic pathogens. Concurrent oral steroids have been
shown to be of benefit, especially in CRSWNP.

Because CRS is an inflammatory disease, INSs are indicated for
treatment. Other adjunctive therapy, such as intranasal antihista-
mines, decongestants, saline irrigation, mucolytics, and expecto-
rants, might provide symptomatic benefit in select cases. The use of
immunoglobulin replacement therapy is indicated only in patients
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with proven functional impairment of humoral immunity. The
beneficial effects of aspirin desensitization in patients with AERD
have been well described. Medically resistant CRS might respond to
appropriate sinonasal surgery.

Consultation with a specialist should be sought regarding CRS or
RARS when (1) there is a need to investigate a possible allergic or
immunologic risk factor, (2) disease is refractory to the usual
treatment, (3) disease is recurrent, (4) disease is associated with
unusual opportunistic infections, or (5) disease significantly affects
performance and QOL. Consultation also is appropriate when
concomitant conditions are present that complicate assessment or
treatment, including chronic otitis media, asthma, nasal polyps,

recurrent pneumonia, recurrent or chronic bronchitis, severe
headaches, immunodeficiency, aspirin sensitivity, allergic fungal
disease, granulomas, and multiple antibiotic sensitivities.

Algorithm for ARS (Fig 1)

Annotations to algorithm
1. Symptoms suggestive of ARS
e Prominent symptoms include nasal congestion, purulent
rhinorrhea, postnasal drainage, facial or dental pain, head-
ache, throat clearing, and cough.
e Any patient with orbital swelling or pain, swelling of the
forehead, and/or diplopia should be urgently evaluated.

Symptoms suggestive of acute rhinosinusitis

History and physical

/\

Acute bacterial rhinosinusitis (ABRS) Recurrent acute rhinosinusitis (RARS)
Symptoms less than 12 weeks Three or more episodes of ABRS per year
3 8
Treatment Evaluation
Consider adjunctive measures e Consider sinus CT and/or endoscopic
rhinoscopy
4 e Evaluate underlying risk factors (e.g, allergy,
immunodeficiency, nasal polyps, and
neoplastic lesions)
9
Treatment
Treatment successful? Adjunctive measures
No
3 10
Yes
Additional treatment and evaluation Follow up
o Extended antibiotic treatment or different Consider further evaluation
antibiotic of underlying risk factors
e Consider anti-inflammatory and/or
6
decongestant therapy
e Consider sinus CT and/or nasal endoscopy
e Further evaluation of underlying risk factors
¢ Consider consultation with a specialist for
evaluation
e Evaluation for opportunistic infections,
immunodeficiency, structural abnormalities
7

Figure 1. Algorithm for acute bacterial rhinosinusitis (ABRS) and recurrent acute rhinosinusitis (RARS).
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e Children also might exhibit increased irritability and vomit-
ing occurring in association with gagging on draining mucus
and/or prolonged cough.

e Less frequent symptoms associated with ARS include fever,
nausea, malaise, irritability, fatigue, halitosis, hyposmia, and
sore throat.

2. History and physical

e Review medical history for diagnosis of ARS and underlying
risk factors.

e General examination includes an evaluation for signs of up-
per airway and sinus inflammation associated with nasal
mucosal edema and purulent secretions. Typical clinical
signs may include tenderness overlying the sinuses, dark
circles beneath the eyes, and/or periorbital edema. Pharyn-
geal erythema, lymphoid hyperplasia, and purulent material
in the posterior pharynx also are frequently observed.

e Nasal examination in patients with ARS might show mucosal
erythema and purulent secretions. Nasal polyps might
contribute to nasal congestion. ARS may initiate or worsen
asthma and bronchial hyperresponsiveness. Accordingly, chest
auscultation and other objective measurements of airflow
obstruction, such as office spirometry, should be considered in
any patient with possible rhinosinusitis and cough.

3. Acute bacterial rhinosinusitis

e Acute bacterial rhinosinusitis is defined as symptoms and
signs for less than 12 weeks. The diagnosis of ARS is based
primarily on the clinical history, the physical examination,
and possibly other ancillary evaluations, including endoscopy
or radiographic imaging. In most instances the diagnosis is
made presumptively, and treatment is initiated.

e Patients with obvious ABRS should be carefully reviewed for
any possible evidence of complicating factors, including the
presence of facial swelling, erythema over an involved sinus,
visual changes, abnormal extraocular movements, proptosis,
periorbital inflammation, any suggestion of intracranial
involvement, or central nervous system involvement man-
ifested as abnormal neurologic signs.

4. Treatment of ABRS

e Empiric treatment with an antibiotic approved by the Food and
Drug Administration (FDA) should be started once the diag-
nosis is made. Empiric therapy is administered for 7 to 14 days.
FDA-approved antibiotics include amoxicillin, amoxicillin-
clavulanate, cefaclor, cefprozil, cefuroxime, cefdinir, cefixime,
azithromycin, levofloxacin, trimethoprim-sulfamethoxazole,
doxycycline, and clindamycin. Fluoroquinolones and doxycy-
cline should be avoided in children. Detailed treatment rec-
ommendations are noted in the treatment sections for adults
and children. Nasal steroids may be of benefit, especially in
allergic individuals.

o The following comfort measures might be helpful: adequate
rest, adequate hydration, analgesics as needed, warm facial
packs, steamy showers, and sleeping with the head of the bed
elevated. Prevention measures might include appropriate
treatment of AR and viral URTIs and avoidance of adverse
environmental factors, such as relevant allergens, cigarette
smoke, pollution, or barotrauma. Patients should be instruc-
ted to follow up if symptoms worsen (eg, especially with
headache or high fever) or if symptoms have not improved
within 3 to 5 days of treatment (see Annotation 10).
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e Patient has little or no symptomatic improvement after the

first course of antibiotic therapy.

6. Follow-up

No further evaluation for resolved uncomplicated rhinosi-
nusitis. Consider further evaluation of underlying risk factors.

7. Additional treatment and evaluation

For partial response, continue antibiotic treatment for
another 10 to 14 days or consider a different antibiotic.

For poor response, which worsens after 3 to 5 days, consider
broadening the microbial coverage provided by the antibiotic
or switch to a different antimicrobial that covers resistant
bacteria.

Rhinosinusitis that fails to improve after 21 to 28 days of
initial antibiotic treatment might be caused by pathogens not
adequately covered by prior antibiotics, nasal polyps, tumor,
or noncompliance.

Reinforce the comfort and prevention measures outlined in
Annotation 4. Consider a sinus CT scan if not already done.
Underlying risk factors should be evaluated in a more
detailed manner.

Consider consultation with an allergist-immunologist for
treatment of underlying allergic factors and evaluation of
unusual pathogens and immunodeficiency. For structural
abnormalities, consultation should be sought with an
otolaryngologist.

. Recurrent ARS: Repeated episodes of acute rhinosinusitis

typically at least 3 times per year.

. Patients with RARS should have objective evidence of disease

by anterior nasal examination, nasal endoscopy, or sinus CT

S

can. They should be evaluated for underlying inflammation,

allergy, immunodeficiency, and anatomic abnormalities. Cul-
ture of the drainage is appropriate.
10. Treatment:

Recurrent ARS: Treat for ABRS (see Annotation 4).

Algorithm for CRSsNP (Fig 2)

Annotations to algorithm

1

Chronic rhinosinusitis

e Signs and symptoms compatible with rhinosinusitis persisting

at least 12 weeks.

. Evaluation
e History and physical examination should categorize patients as

having CRSsNP or CRSWNP. General examination includes an
evaluation for signs of upper airway and sinus inflammation.
Typical clinical signs may include tenderness overlying the si-
nuses, dark circles beneath the eyes, and/or periorbital edema.
Pharyngeal erythema, lymphoid hyperplasia, and purulent
material in the posterior pharynx also are frequently observed.
Nasal examination in patients with rhinosinusitis might show
mucosal erythema, edema, and purulent secretions. Ear ex-
amination in patients with suspected rhinosinusitis may show
middle ear effusions.

Evaluation should include coronal sinus CT scan to clarify the
extent of disease and specific location or locations of
obstruction. The CT scan ideally should be performed 4 to 6
weeks after initiation of medical therapy.

. Treatment
e See treatment section for CRS.

5. Treatment successful? 4, Treatment successful?
a. Complete response (see Annotation 6) e See Annotations 5 and 6.
e Patient is improved symptomatically to near normal. 5. Follow-up

e Patients benefit from continued individualized medical ther-
apy, including, when indicated, allergy management.

Additional treatment and evaluation

e Consider evaluation by otolaryngologist.

b. Partial response
e Patient is symptomatically improved but not back to normal

at the end of the first course of antibiotics. 6.
c. Poor response
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(CRSsNP)

Chronic rhinosinusitis without nasal polyp

Symptoms more than 12 weeks 1

A4

Evaluation

e History and physical

e Sinus CT and/or nasal endoscopy

e Consider culture

¢ Consider evaluation for aeroallergens (especially perennial aeroallergens)
and other environmental triggers

¢ Consider evaluation for immunodeficiency 2

v

Initial Treatment
Topical steroids
Nasal saline irrigation
Consider oral antibiotic (culture-based, if possible)

Treatment
successful?

Yes

A 4

therapy

e Consider further evaluation of
underlying risk factors
e Continue individualized medical

No

A 4

Follow Up

5

Additional Treatment and Evaluation

e Sinus CT, if not done before (MRI for
special cases)

e Consider treatment with alternate oral
antibiotic, or longer duration of oral
antibiotic therapy

e Consider culture, if not done before

e Consider immunodeficiency, if not done
before

¢ Consider consultation by an
otolaryngologist for surgery

e Consider nonallergic rhinitis or local
allergic rhinitis

e Consider granulomatous disorder (see
also Table 2)

e Continue topical steroid and nasal saline
irrigation

e Manage comorbid asthma, if present 6

Figure 2. Algorithm for chronic rhinosinusitis without nasal polyp (CRSsNP).

e Manage asthma as necessary.
e Consider evaluation for AFRS, opportunistic infections, and

immunodeficiency.
7. Treatment successful?
a. Yes: see Annotation 6.

e Continue individualized medical therapy, including, when
indicated, allergy management.
b. No: see Annotations 5 and 6.

Algorithm for CRSWNP (Fig 3)

Annotations to algorithm
1. Chronic rhinosinusitis (CRSWNP)

e Signs and symptoms compatible with rhinosinusitis persisting

at least 12 weeks.

e Evidence of nasal polyps by direct examination, endoscopy, or

sinus CT scan.




2. Evaluation

mucosal erythema, edema, and purulent secretions in addi-
tion to polyps. Evaluation should include coronal sinus CT scan
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4. Treatment successful?
e Nasal examination in patients with rhinosinusitis may show .

to clarify the extent of disease and specific location or loca-

tions of obstruction. The CT scan should ideally be performed 4

to 6 weeks after initiation of medical therapy. .

e Nasal polyps are relatively uncommon in children, and their .
presence should prompt evaluation for possible CF. .

3. Treatment .

e See treatment section.

See Annotations 5 and 6.

5. Follow-up
o Patients benefit from continued individualized medical ther-

apy, including, when indicated, allergy management.

6. Additional treatment and evaluation

Consider evaluation by otolaryngologist.
Manage asthma as necessary.
For AERD, consider aspirin desensitization.

Consider evaluation for AFRS, opportunistic infections, and

immunodeficiency.

(CRSWNP)

Chronic rhinosinusitis with nasal polyp

Symptoms more than 12 weeks 1

|

Evaluation
e History and physical
e Sinus CT and/or nasal endoscopy
e Consider culture

¢ Consider evaluation for aeroallergens (especially perennial aeroallergens)

and other environmental triggers

¢ Consider evaluation for immunodeficiency

l

Initial Treatment
Topical steroids
Nasal saline irrigation
Oral steroid

Consider oral antibiotic (culture-based, if possible) 3

Treatment
successful?

Yes

A 4

No

A 4

Follow Up

e Consider further evaluation of
underlying risk factors cases)
e Continue individualized medical

therapy 5

before

Additional Treatment and Evaluation
e Sinus CT, if not done before (MRI for special

e Consider treatment with alternate oral
antibiotic

e Consider culture, if not done before

e Consider immunodeficiency, if not done

¢ Consider consultation by an otolaryngologist
for surgery

o Consider aspirin desensitization for aspirin
exacerbated respiratory disease (AERD)

o Consider allergic fungal rhinosinusitis (AFRS)

¢ Continue topical steroid and nasal saline
irrigation

e Manage comorbid asthma, if present 6

Figure 3. Algorithm for chronic rhinosinusitis with nasal polyp (CRSWNP).
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Table 1
Symptoms of rhinosinusitis

Disease Duration

Symptoms?

Acute bacterial rhinosinusitis (ABRS)

Recurrent acute rhinosinusitis (RARS)
lasting >7 days

Chronic rhinosinusitis without nasal polyps (CRSWNP) >12 weeks

Chronic rhinosinusitis with nasal polyps (CRSsNP) >12 weeks

>10 days but <12 weeks

>3 episodes/year each

anterior or posterior purulent drainage associated with >1 of the
following: nasal congestion or blockage, facial pain, fever, headache,
dental pain, cough, throat clearing, sore throat

same as acute but asymptomatic between episodes

nasal obstruction or blockage, facial pressure or pain, anterior or
posterior purulent nasal drainage are dominant; other symptoms can
include hyposmia or anosmia, headache, halitosis, fatigue, dental
pain, cough, throat clearing, ear pain, pressure, or fullness

hyposmia or anosmia, headache, halitosis, fatigue, dental pain, cough,
throat clearing, ear pain, pressure or fullness; symptoms may be
vague and nasal congestion and hyposmia or anosmia predominate

Complete guidelines and references

Definitions

Summary statements

Summary Statement 1: Clinicians should be apprised that the
most commonly used rhinosinusitis classification is as follows:
(NR)

a. Acute rhinosinusitis: symptoms for shorter than 12 weeks con-
sisting of some or all of the following: persistent symptoms of a
URI, purulent rhinorrhea, postnasal drainage, anosmia, nasal
congestion, facial pain, headache, fever, cough, and purulent
discharge.

b. Recurrent ARS: at least 3 episodes of ABRS in a year.

¢. Chronic rhinosinusitis: symptoms for at least 12 weeks of varying
severity consisting of the same symptoms as seen in ARS. In CRS
there should be abnormal findings at endoscopy or on a sinus CT
scan. CRS can be classified further as CRSWNP or CRSsNP.

It is accepted that the proper term for the syndrome is rhinosi-
nusitis rather than sinusitis for the following reasons'*~'%: rhinitis
typically precedes sinusitis; sinusitis without rhinitis is rare; the
mucosa of the nose and sinuses are contiguous; and symptoms of
nasal obstruction and nasal discharge are prominent in sinusitis.
Rhinitis associated with sinusitis can be allergic, bacterial, viral, or
nonallergic. Rhinosinusitis is classified as acute, chronic, or recur-
rent. It should be emphasized that this classification is entirely
arbitrary but is the classification term accepted by most. In ARS,
symptoms are present for shorter than 12 weeks. Symptoms consist
of some or all of the following: persistent symptoms of a URI, pu-
rulent rhinorrhea, postnasal drainage, anosmia, nasal congestion,
facial pain, headache, fever, throat clearing and cough. RARS is
defined as at least 3 episodes of ABRS per year. Individuals may be
asymptomatic between episodes.

Chronic rhinosinusitis is defined as persistent sinus inflamma-
tion for longer than 12 weeks. An operational definition of CRS is
persistent inflammation documented with imaging techniques at
least 4 weeks after initiation of appropriate medical therapy in the

Table 2
Differential diagnosis of chronic rhinosinusitis

absence of an intervening acute episode.” In contrast to ABRS, the
role of bacterial infection in CRS is less certain.'®

The symptom-based definition of CRS has been brought into
question. In 1 study, more than 50% of patients with a strong history
suggestive of CRS had a normal CTscan.'? It is still debated whethera CT
scan also provides the definitive diagnosis of this disorder. CRS is
divided into CRSWNP and CRSsNP. CRSsNP is thought to be primarily
infectious; however, underlying inflammation may play a role. CRSsNP
may be associated with a significant influx of neutrophils. CRSWNP is
marked by a preponderance of eosinophils and mixed mononuclear
cells, with a relative paucity of neutrophils, although literature from
Asian countries suggests that some nasal polyps may be associated
with neutrophilic inflammation.’® CRSWNP may associated with
asthma and aspirin sensitivity and this constellation of findings has
been classified as AERD.”' In some recalcitrant cases of CRSWNP, there
may be marked inflammation due to IgE-mediated hypersensitivity to
fungal antigens.”? This entity is called allergic fungal rhinosinusitis.
CRSsNP also is frequently associated with asthma and rhinitis.

Anatomic considerations

Summary Statement 2: Be aware that a tumor or an infection of
the sphenoid sinus may involve adjacent structures, such as the
optic nerve, cavernous sinus, and carotid artery. (Rec, C)

Development

The makxillary sinus is the first to begin significant pneumati-
zation from birth to 12 months. The floor of the maxillary sinus
reaches the level of the floor of the nose by approximately 12 years
of age. Rudimentary ethmoid sinuses are present at birth and reach
adult size at 12 to 14 years of age.”> Development of the frontal and
sphenoid sinuses begins later than that of the ethmoid sinuses, and
complete pneumatization is not achieved until mid to late adoles-
cence.’* Although the degree of pneumatization of all sinuses is
highly variable, the variability in pneumatization of the frontal and
sphenoid sinuses is greater than that of the ethmoid and maxillary
sinuses.?” One or both frontal sinuses are hypoplastic or completely
absent in about 15% of the population, and the sphenoid sinus is
rudimentary (conchal or presellar pneumatization) in 26% of

Allergic rhinitis: seasonal or perennial

Nonallergic rhinitis: nonallergic rhinopathy, vasomotor rhinitis, nonallergic rhinitis with nasal eosinophilia syndrome

Mixed rhinitis (allergic and nonallergic components)

Rhinitis medicamentosa: decongestants, antihypertensives (eg, 8-blockers), birth control pills
Rhinitis or congestion secondary to pregnancy, hypothyroidism, Horner syndrome, granulomatosis with polyangiitis (aka Wegener granulomatosis), midline granuloma,

periapical abscess

Anatomic abnormalities causing rhinitis and/or congestion: foreign body, nasal septal deviation, enlarged tonsils and adenoids, concha bullosa and other middle turbinate

abnormalities, paradoxical curvature of middle turbinate, Haller cells
Migraines and facial pain syndromes
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patients. There is evidence to suggest that rhinosinusitis in child-
hood might inhibit sinus development.?® This is further supported
by a study by Woodworth et al>’ showing that individuals homo-
zygous for the 4F508 mutation in CF transmembrane conductance
regulator gene (CFTR) have a greater incidence of hypoplastic or
underdeveloped sinuses. Because of their later development,
frontal or sphenoid disease is uncommon in childhood.

Anatomy

The anterior ethmoid, frontal, and maxillary sinuses drain into
the middle meatus through a relatively convoluted and narrow
drainage pathway (ostiomeatal complex) rather than by simple
ostia. The ethmoid sinuses consist of a honeycomb of cells lying
medial to the orbital structures and varying from 4 to 17 air cells in
number. They also might pneumatize to a variable extent above
(supraorbital) or below (infraorbital) the orbit. The ethmoid sinus is
divided into an anterior group of cells (draining through the
ostiomeatal complex into the middle meatus) and a posterior group
of cells (draining into the superior meatus).”® The maxillary sinus
lies between the teeth and the orbit on both sides and drains into
the middle meatus through a channel in its supra-medial aspect.
The paired frontal sinuses arise from the region of the anterior
ethmoid and extend superiorly into the forehead. Valveless veins
that pass through the posterior wall of the frontal sinus might allow
the spread of frontal sinus infection intracranially, particularly in
acute infection. The sphenoid sinuses also are paired and lie pos-
terior and slightly inferior to the posterior ethmoid cells. They drain
by separate relatively large ostia into the sphenoethmoidal recess
on either side of the nasal septum posteriorly. The optic nerve
courses over the sphenoid sinus laterally and superiorly. The ca-
rotid artery indents the sinus laterally, and the sphenoid sinus has
an intimate relation with the cavernous sinus and the dura of the
anterior and middle cranial fossa.

The anatomic arrangement of the sinuses makes the frontal,
anterior ethmoid, and maxillary sinuses dependent on the ostio-
meatal complex for their ventilation and mucociliary clearance.
Significant obstruction of this complex can predispose to the
development of rhinosinusitis. Because ethmoid anatomy is
extremely variable and dependent, to some extent, on the position
of the nasal septum, there is a potential for anatomic variations to
cause ostiomeatal obstruction. There is an ongoing debate about
the importance of anatomic variations in predisposing to CRS,
acting by redirection of airflow or by direct compression.??>9

In some situations, the ethmoid cells might pneumatize into the
head of the middle turbinate (a variation known as concha bullosa)
and extreme middle turbinate aeration; greatly enlarging the
turbinate might narrow the ostiomeatal complex enough to pre-
dispose toward rhinosinusitis. The location of the anterior ethmoid
sinuses and middle meatus makes the ostiomeatal complex
particularly at risk from environmental exposures, and this region
is typically the first and the most frequently involved region in CRS.
Indeed, low-grade edema and inflammation can persist within this
region, resulting in intermittent episodes of inflammation in the
dependent sinuses. When such edema does not respond to medical
therapy, endoscopic surgical intervention might be required.

Sinus physiology

The sinus cavities are filled with air, with classic, pseudos-
tratified, ciliated columnar epithelia interspersed with goblet cells.
The cilia sweep mucus toward the ostial opening. Obstruction of
the ostia can lead to mucous impaction and decrease oxygenation
in the sinus cavities. This in turn might lead to further complica-
tions (discussed later). There is limited gas exchange in the sinuses
when there is ostial obstruction, and with obstruction, oxygen
concentrations can decrease to close to 0%. The development of this

anaerobic condition is seen only with purulent secretions and not
with nonpurulent secretions. The growth of bacteria within an
impacted sinus cavity is facilitated by this anaerobic environment.

When there is obstruction of the ostia, the air pressure within
the sinus cavity can decrease, which in turn causes pain and the
sensation of pressure, particularly in the frontal region.’! This
pressure decrease can range from 20 to 30 mm H,O, with the
lowest pressure being 266 mm HO. Transudation into the cavity
starts when the pressure is lower than 20 to 30 mm H;0 below
0 mm H;O0. This decrease in pressure is preceded by a transient
pressure increase caused by an increase in carbon dioxide, whereas
the decrease in pressure is principally caused by oxygen usage and
absorption.>> However, in acute purulent sinusitis, the pressure
sometimes can be as high as 100 mm H,0.>> Purulent secretions
have a low oxygen content, and the pain patients perceive might be
due to a combination of inflammation of the mucosa and pressure
from intra-sinus secretions pressing on the inside walls of the sinus.

During deep sea diving, the change in sinus pressure can be very
high, causing transudation, bleeding, and edema, especially when
pressures exceed 350 to 500 mm H>O. During flying, there is usu-
ally less change in pressure than during diving. When there is
obstruction of the ostia, changes in sinus pressure similar to those
of diving can occur with flying, which is why pilots are not
permitted to fly when they have a cold.

Multiple investigations have highlighted a possible role for
sinonasal bacterial biofilms in the persistence of recalcitrant
CRS.>*38 Sinonasal biofilms consist of complex organized micro-
bial communities of bacteria and fungus, which anchor to the
mucosal surfaces or exist within the mucus layer. Biofilms are
characterized morphologically by the formation of microbial
towers composed of layers of embedded, live bacteria with inter-
vening water channels, and a “mortar” composed of a bacterially
extruded exo-polymeric matrix (protein and nucleic acid).>” Bio-
films allow for the evasion of host defenses, decreased suscepti-
bility to antibiotic therapy, and deliberate release of planktonic
bacteria, resulting in implantation and population of new anatomic
locations, thereby causing nascent acute infections in the host.*%4!
Recently, a genetic predisposition for the development of sinonasal
biofilms has been described implicating a novel component of
upper respiratory innate defense, the bitter taste receptor
T2R38.4>43 Substantial effort continues to be invested in devel-
oping anti-biofilm interventions for patients with CRS.

Microbiology

Summary Statement 3: Suspect ABRS in patients in whom a
URTI persists beyond 10 days and/or show worsening after initial
improvement. A history of persistent purulent rhinorrhea, post-
nasal drainage, and facial pain correlates with an increased likeli-
hood of bacterial disease. (Rec, A)

Bacterial rhinosinusitis

To determine the microbiology of sinus infections involving the
maxillary sinus, the best measurement, or reference standard, is to
perform an aspirate of the maxillary sinus.*4#° Ideally, the nasal
mucosa would be sterilized in the area beneath the inferior turbi-
nate through which the trocar will be passed to insure that
contamination is eliminated or decreased. Alternatively, the
maxillary sinus can be accessed through puncture of the anterior
wall, which is approached transorally through the canine fossa.
Quantitative cultures should be performed or at least a Gram stain
should be prepared to estimate the density of infection. Infection is
documented when a bacterial species is recovered in a density of at
least 10> to 10% cfu/mL.

Recently, there has been enthusiasm for obtaining cultures of
the middle meatus endoscopically as a surrogate for cultures
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obtained from sinus aspirates. Although some studies in adults
have suggested good correlation between the pathogenic organ-
isms isolated in the middle meatus and those in the maxillary sinus
(when interpretation is confined to the 3 common microorganisms,
S pneumoniae, Helicobacter influenzae, and M catarrhalis), further
verification of this approach is warranted. The correlation between
endoscopic middle meatal culture and maxillary sinus puncture
was only 78% in pediatric patients with rhinosinusitis.*° In healthy
children, the middle meatus is colonized with the same bacterial
species that are commonly recovered from children with sinus in-
fections.”” Accordingly, the recovery of such organisms in a
symptomatic child cannot confirm the presence of infection. The
bacterial species recovered from the middle meatal samples of
healthy adults are coagulase-negative staphylococci, Corynebacte-
rium species, S aureus, and Propionobacterium acnes.*®

Acute bacterial rhinosinusitis

The microbiology of paranasal sinus infections can be antici-
pated according to the age of the patient, clinical presentation, and
immunocompetence of the host.*? > In ABRS, viral URIs frequently
precede bacterial superinfection by S pneumoniae, H influenzae, and
M catarrhalis.**~>! Pneumococcal conjugate vaccine (PCV13) was
licensed in 2010. It is probable that the relative prevalence of S
pneumoniae as a cause of ABRS is decreased and that H influenzae is
increased since then. Moraxella catarrhalis and H influenzae can
produce (-lactamase and thereby be resistant to amoxicillin. The
prevalence of S pneumoniae is stable; approximately 10% of respi-
ratory isolates of S pneumoniae will be intermediate or highly
resistant to penicillin.>> > In children and adults with ABRS, the
role of S aureus as a pathogen is controversial.**

Chronic rhinosinusitis

Assessing the microbiology of CRS has been particularly difficult.
Aspirates are frequently performed immediately after or during a
course of antimicrobials that has failed to eliminate the patient’s
symptoms. Furthermore, sterilization of the mucosa and quantita-
tion of isolates are infrequently performed. The frequent recovery of
coagulase-negative staphylococci (Staphylococcus epidermidis), vir-
idans streptococci, and diphtheroids are good examples of the
dilemma. A large multicenter study assessing bacteriologic findings
in adults with chronic bacterial maxillary rhinosinusitis was reported
in 2002.°> The most commonly isolated anaerobes were Prevotella
species (31%), anaerobic streptococci (22%), and Fusobacterium spe-
cies (16%). The aerobes most frequently recovered included Strepto-
coccus species (21%), H influenzae (16%), P aeruginosa (16%), S aureus
(10%), and M catarrhalis (10%). In a study looking at acute exacerba-
tions of CRS, there were a larger percentage of anaerobic organisms
and organisms similar to those recovered from patients with CRS at
baseline. In addition to anaerobic bacteria, aerobic bacteria found in
ABRS were recovered during acute exacerbations of CRS.”® Recently,
there has been an increase in the recovery of S aureus, especially
methicillin-resistant S aureus from patients with ARS and CRS.%° It
has been suggested that staphylococcal enterotoxin acting as a
superantigen might trigger an enhanced immune response, resulting
in nasal polyp formation and CRS.®'

One of the best studies of children with CRS was reported
recently by Hsin et al.*® They evaluated 165 children 4 to 16 years
old with 12 weeks of purulent nasal drainage and nasal congestion.
A maxillary sinus puncture was performed after disinfection with
iodine or alcohol. There were 3 potential limitations: (1) no test of
sterility after “sterilizing” the nose; (2) no quantitation of the
bacteria recovered; and (3) no restriction on the interval from
antibiotic therapy to maxillary sinus puncture. The most commonly
identified bacteria were «-hemolytic streptococcus (20.8%), H
influenzae (19.5%), S pneumoniae (14.0%), S epidermidis (13.0%), and

S aureus (9.3%). Anaerobes were recovered from 8.0% of all isolates.
The predominance of S epidermidis, a-hemolytic streptococci, and
other normal respiratory flora indicates that many isolates obtained
from patients with CRS may represent contamination from the
nasal cavity.

Few studies have examined microbiology in CRSWNP. Brook and
Frazier®® recovered bacterial growth from 96% of aspirates that
were obtained from 48 inflamed maxillary sinuses from patients
with CRSwWNP. Polymicrobial aerobic and anaerobic flora were
recovered from most aspirates.

In contrast to community-acquired rhinosinusitis, the usual
pathogens in nosocomial rhinosinusitis are gram-negative enteric
species (eg, P aeruginosa, Klebsiella pneumoniae, Enterobacter spe-
cies, Proteus mirabilis, and Serratia marcescens) and gram-positive
cocci (occasionally streptococci and staphylococci).>%%

Traditional culture based assessment of the nasal and sinus mu-
cosa has typically shown bacteria that grow easily under laboratory
conditions. Recently, the microbiome of the nasal and sinus cavities
has been assessed using molecular approaches. Using comparative
microbiome profiling, Abreu et al® found decreased bacterial di-
versity in patients with CRS compared with healthy controls. Specific
lactic acid bacteria were depleted and Corynebacterium tuber-
culostearicum was increased. They confirmed the pathogenic role of C
tuberculostearicum in a murine rhinosinusitis model. In addition,
Lactobacillus sakei was shown to be a potentially protective species
against C tuberculostearicum—induced sinusitis in a mouse model.

Another study assessed the bacterial flora of the sinus cavity
using conventional culture, molecular diagnostics, and fluorescence
in situ hybridization.®® They detected microbes in all samples
including controls using molecular techniques compared with 73%
of patients with CRS and 33% of controls who had positive con-
ventional cultures. Seventy-nine percent of patients with CRS and
50% of controls had polymicrobial growth detected using the mo-
lecular diagnostics. Patients with CRS had significantly greater
bacterial genomes per sample than controls. Staphylococcus aureus
was the most commonly detected organism in patients with CRS
and was more abundant in patients with CRS compared with con-
trols. Similar results were obtained by Feazel et al®’ who reported
that patients with CRS had a significantly different microbial com-
munity compared with controls and had an abundance of S aureus.

Fungal rhinosinusitis

Fungal rhinosinusitis can take 1 of 3 forms: AFRS, fungus ball, or
fulminant invasive fungal sinusitis. AFRS and fungus ball are
considered noninvasive forms of sinus infections. Classic AFRS
invariably occurs in immunocompetent patients with asthma and
nasal polyps. AFRS is presented later in the document. A fungus ball
typically occurs in the maxillary or sphenoid sinuses and is usually
unilateral.®® The symptoms of sinus infection are chronic and might
lead to nasal obstruction and headache. Although pressure necrosis
can occur as the mass impinges on surrounding structures, invasion
is rare. The principal way in which this entity is distinguished from
AFRS is by histologic examination, which shows dense accumula-
tions of hyphae in concentric layers forming a fungus ball.%?
Eosinophilic mucin is not present. Surgical removal is indicated.

Invasive fungal sinusitis typically presents as an aggressive,
fulminant, disseminated disease that is usually observed in
immunocompromised patients, diabetics, those with leukemia or
solid malignancies who are febrile and neutropenic (most of whom
will have received broad-spectrum antimicrobial therapy), patients
receiving high-dose oral steroid therapy (eg, patients with con-
nective tissue disease or transplant recipients), and patients with
severe impairment of cell-mediated immunity (transplant re-
cipients or persons with congenital or acquired T-cell immunode-
ficiencies). Common clinical signs include fever, headache,
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epistaxis, and mental status changes. The patient might have
insensate nasal ulcers. This symptom complex was formerly called
mucormycosis, although aspergillus is often implicated.®® Aggres-
sive debridement and systemic antifungal therapy is war-
ranted.”®”! Depending on the particular fungus involved and the
site of infection, this may be a life-threatening event.

Clinical diagnosis
History

The diagnosis of rhinosinusitis is based on a combination of
clinical history, physical examination, imaging studies, and/or lab-
oratory tests. Symptoms of rhinosinusitis are presented in Table 1.
ABRS is suspected in patients whose URI has persisted beyond 7 to
10 days or is worsening after initial improvement.”?> Symptoms
lasting 5 to 10 days are the most difficult to assess because they may
reflect an ongoing viral URTI or the beginning of a bacterial infection.
Prominent symptoms in adults include nasal congestion, obstruc-
tion, anterior and/or posterior purulent rhinorrhea, and facial pain
or pressure.” % Although all these symptoms are nonspecific,”> "> a
history of persistent purulent rhinorrhea and facial pain appear to
have some correlation with increased likelihood of bacterial dis-
ease.”> Symptoms of ABRS are similar in children but often also
include increased irritability, even more prolonged cough, and
vomiting that occurs in association with gagging on mucus.*’

The symptoms of CRS can be similar to those of ABRS or be more
subtle.”’®7” The patient might sense only a mild increase in a
subset of symptoms (eg, congestion or fatigue). Rather than
expressing concern about a new problem, such a patient might
simply complain that the usual medications for rhinitis are not
effective. It is possible that headache attributed to CRS could be a
migraine equivalent or atypical facial pain.””~7°

In contrast to ABRS, CRS cannot be diagnosed by symptoms
alone. The differential diagnosis for CRS is presented in Table 2. The
5 expert panels cited previously outline diagnostic parameters for
CRS that combine symptoms assessments with objective findings of
some type such as from CT or endoscopy.® CRS can be subdivided

Table 3

Imaging techniques to evaluate sinuses

Modality Indications

CT without evaluate extent of CRS and complications of rhinosinusitis
contrast

evaluate sinus anatomy, including anatomy of
outflow tracts, nasal turbinate anatomy, and nasal
septal deviation or spur

evaluate sinus variants (eg, infraorbital ethmoid [Haller]
cells, frontal bulla and cells, agger nasi cells,
sphenoethmoidal [Onodi] cells.

evaluate for a mucocele

evaluate recurrent acute rhinosinusitis

for operative stereotactic navigational image guidance
during FESS (performed with an image guided protocol)

evaluate persistent nasal congestion or obstruction

immunocompromised patient with fever and sinonasal
complaints

evaluation of fungal rhinosinusitis

limited role; can be useful for complications of rhinosinusitis

evaluate for the complications of rhinosinusitis, such
as orbital and intracranial extension

evaluate for presence, location, and extent of a sinus
tumor and for extra-sinus involvement, such as orbital
and intracranial extension

differentiate a mucocele from a tumor

rule out a structural, neoplastic, or inflammatory process
originating outside paranasal sinuses

evaluate AFRS

CT with contrast
MRI with contrast

Abbreviations: AFRS, allergic fungal rhinosinusitis; CRS, chronic rhinosinusitis; CT,
computed tomography; FESS, functional endoscopic sinus surgery; MRI, magnetic
resonance imaging.

into CRSsNP and CRSwNP. Patients with CRSsNP generally present
with periodic exacerbations associated with increased facial pain or
pressure and increased drainage anteriorly and/or posteriorly. Fe-
ver is absent or low grade and fatigue is a common complaint. Some
will have superimposed episodes of ABRS symptoms that respond
to antibiotics but they often have persistence of some ongoing
sinonasal symptoms between episodes. This ongoing symptom
complex distinguishes CRS from RARS, in which the patient is
asymptomatic between ABRS episodes. Patients with CRSwWNP
complain of marked nasal congestion, vague facial or sinus fullness,
postnasal drainage, and anosmia or hyposmia.'” An accurate history
has implications for appropriate initial therapy and long-term
management.

Physical examination

Acute bacterial rhinosinusitis

When the clinical history suggests rhinosinusitis, a directed
physical examination may help differentiate ABRS from AR or an
uncomplicated viral URL’>~7> The examination begins with careful
inspection of the face. ABRS can be associated with edema and
tenderness overlying an affected area. Diplopia and proptosis are
ominous signs that may be observed if ABRS involves the orbits.

In contrast, allergic facies show dark infraorbital swollen semi-
circles. Allergic children frequently exhibit a transverse nasal crease
(caused by constant nose itching) or Morgan-Dennie lines (accen-
tuated horizontal skin folds on the lower eyelid running parallel to
the lower lid margin).

The nasal mucosa and quality of secretions should be assessed.
Red, swollen nasal tissue is seen in infectious rhinitis and rhinosi-
nusitis; pale boggy turbinates suggest AR. Secretions are clear and
watery at the onset of URTIs but become thicker, colored (yellow-
green), and opaque after a few days. Usually, the discharge will
remain purulent for several days and then become clearer shortly
before resolution. Typical “colds” last 5 to 7 days and rarely last as
long as 10 days. Persistence of purulent secretions beyond 10 days
in the middle meatus area is characteristic of ABRS, and secretions
can be yellow-green, green, or gray.”> However, the absence of
purulent discharge has not been proved to be a highly reliable in-
dicator for the absence of ABRS. Allergic nasal secretions are
generally clear and watery; with extreme inflammation, a pale
yellow color might be observed. Purulent exudates in the middle
meatus are believed to be highly predictive of ABRS’> but might be
difficult to visualize unless the nasal mucosa is decongested with a
topical vasoconstrictor. Endonasal examination can be performed
with a headlight and speculum or the otic speculum, but diagnostic
nasal endoscopy is the most effective means of visualizing the
middle meatus. Conversely, the absence of purulent secretions does
not exclude the possibility of active sinus infection.

The oropharynx should be examined for signs of posterior
pharyngeal mucopurulent secretions. On occasion, ABRS might
present with upper dental pain secondary to overlapping neural
innervations with the maxillary sinus and the upper molar teeth. In
addition, some cases of maxillary rhinosinusitis are odontogenic in
origin. Odontogenic rhinosinusitis is usually associated with some
evidence of a periapical collection and is typically unilateral.
However, it may spread to all the sinuses on 1 side, and the site of
origin may be missed without a careful evaluation of the CT scan.
Examination of the ears might show otitis media, particularly in
children with rhinosinusitis; in fact, unresolved persistent ABRS
might lead to recurrent otitis media if inflammatory changes
involve the eustachian tubes.*®! Auscultation of the chest for
wheezing might disclose an asthmatic component to a patient’s
cough. The absence of audible wheezing does not exclude the
possibility of asthma; subtle abnormalities might only be apparent
at spirometry (see “Laboratory tests” section).
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Table 4
Factors associated with rhinosinusitis®

Infectious rhinitis: viral upper respiratory tract infections

Rhinitis or congestion secondary to: granulomatosis with polyangiitis (aka Wegener granulomatosis), midline granuloma, periapical abscess, eosinophilic granulomatosis with

polyangiitis (Churg-Strauss syndrome), sarcoidosis

Immunodeficiency: common variable immune deficiency, specific antibody deficiency, IgA deficiency, acquired immunodeficiency syndrome
Genetic abnormalities: cystic fibrosis, primary ciliary dyskinesia, Kartagener syndrome, Young syndrome

Gastroesophageal reflux disease (LPR) (debatable)
Sleep apnea

2Adapted from Hamilos'?” and Kaliner.'%°

Transillumination of the maxillary sinuses might be reported as
opaque (no transmission), dull (decreased transmission), or
normal, but the sensitivity and specificity of this technique alone
are poor.®? Unless the clinician has additional knowledge of a pa-
tient’s sinus anatomy (eg, from a CT scan), it is impossible to
differentiate active disease from a congenitally small sinus or
bilateral mild involvement of larger sinuses from normal-size si-
nuses.®>** In 1 prospective study, however, abnormal trans-
illumination combined with purulent nasal secretions and a history
of maxillary pain, poor response to decongestants, and colored
rhinorrhea was the best predictor of ABRS.%*

Recurrent acute rhinosinusitis

In assessing patients with RARS, the physical examination should
be modified to evaluate for signs of immunodeficiency (associated
recurrent otitis media, poor growth in children, unexplained
dermatitis, absence of lymphoid tissue, bronchiectasis, bronchitis, or
pneumonia), complications of primary infections (eg, mastoiditis or
orbital cellulitis), CF (suggested by poor growth, nasal polyps, barrel
chest, digital clubbing, and diffuse chest abnormalities on auscul-
tation), ciliary dysfunction (nasal polyps, digital clubbing, dextro-
cardia, and situs inversus), and anatomic abnormalities (eg, septal
deviation, nasal polyps, foreign bodies, and tumors).

In selected patients with RARS, diagnostic nasal endoscopy
should be considered. This can be performed with rigid and/or
flexible (fiberoptic) telescopes. Rigid endoscopy provides greater
image quality and allows the examiner to perform procedures, such
as culture, biopsy, or injection. This modality provides the most
optimal visualization of abnormalities of the septum, turbinates,
superior, middle, and inferior meati, olfactory clefts, nasopharynx,
adenoids, and eustachian tube orifices. The origin and extent of any
nasal polyps can be identified, as can the presence of purulent and
meatal secretions.>*8 Flexible telescopes can visualize these nasal
and nasopharyngeal regions, but they also can be used to examine
additional structures of the upper aerodigestive tract, including the
tonsils, tongue base, epiglottis, glottis, and vocal cords. Flexible
endoscopy also tends to be more comfortable for the patient. It
should be noted that endoscopic visualization of a sinus lumen is
typically not possible unless the patient has had prior surgical
sinusotomy or an accessory ostium is present.

Chronic rhinosinusitis

Physical examination and nasal endoscopy may help distinguish
patients with CRSsNP from those with CRSWNP. The origin and
extent of nasal polyps can be identified, as can the presence of
purulent and meatal secretions. In children, the presence of polyps
should raise concerns about CF. Severe persistent asthma and
nonsteroidal anti-inflammatory drug intolerance can be associated
with CRSWNP.”®

Because asthma is common in patients with CR these pa-
tients should be evaluated with a directed history and physical
examination focusing on the lower respiratory tract. Sometimes
cough may be the only symptom of asthma. The absence of audible
wheezing does not exclude the possibility of asthma; subtle
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abnormalities might only be apparent on spirometry (see “Labo-
ratory tests” section).

Similarly to RARS, the physical examination in patients with CRS
should evaluate for physical findings associated with comorbid
conditions, such as immunodeficiencies, CF, or ciliary dysfunction,
complications related to sinus infections such as mastoiditis or
orbital cellulitis, and anatomic abnormalities (eg, septal deviation,
nasal polyps, foreign bodies, or tumors). A tumor should be ruled
out in a patient with unilateral CRS.%°

Imaging studies

Summary Statement 4: Perform a CT scan when imaging of
the sinuses is indicated. It is required before surgical interven-
tion or when complications of rhinosinusitis are suspected.
(StrRec, A)

Summary Statement 5: Radiographic imaging is recommended
in a patient with unilateral CRS to exclude a tumor or anatomic
defect or foreign body. (Rec, C)

Summary Statement 6: Perform MRI if soft tissue resolution is
required, such as with a suspected tumor or in patients with
complications. If a CT scan depicts a soft tissue mass, the patient
should then be referred to an ear, nose, and throat physician.
(Rec, B)

The diagnosis of ABRS is generally made based on history and
physical examination.”>®° Imaging is useful when acute compli-
cations are suspected, the response to initial management is poor,
or when the diagnosis is in question.

Standard radiography

Standard radiography has a limited role since the widespread
use of CT for imaging of the paranasal sinuses. There are 4 standard
radiographic views of the paranasal sinuses; these include 2
anterior-posterior (A-P) views (Caldwell, Waters), a lateral view,
and a submentovertex view.®” The Caldwell view is a direct A-P
view and shows the frontal sinuses, maxillary sinuses, and to some
degree the ethmoid air cells, although superimposition of the
ethmoid air cells on these A-P views limit their evaluation. The
Waters view, also known as the occipitomental view, is likely the
best view to evaluate the maxillary sinuses, particularly to evaluate
for the presence of a maxillary sinus air-fluid level. The lateral and
submentovertex views are a useful adjunct to evaluate the frontal
and maxillary sinuses and assess adenoid size in children.?’
Although some information of the sphenoid sinus may be gained
by the lateral and submentovertex views, the sphenoid sinus is
probably the most difficult sinus to image with standard radiog-
raphy.®” Compared with CT, none of the standard radiographic
views reliably image the severity or location of sinus disease,*® or
for that matter, the presence of a subtle air-fluid level. A nasal mass
may or may not be visualized with standard radiography. Moreover,
standard radiography does not provide reliable information
regarding the sinus outflow tracts; evaluating the sinus outflow
tracts provides vital information to evaluate for a possible anatomic
outflow obstruction and to help determine the need for surgery.
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Computed tomography

Computed tomography of the sinuses can provide confirmatory
evidence for rhinosinusitis when the symptoms are vague, the
physical findings are equivocal, or the clinical disease persists
despite optimal medical therapy. The value of CT has been
described in prior studies, which have shown that up to half of
patients with CRS symptoms had negative scans for CRS.899!

High-resolution CT is the imaging gold standard to evaluate for
uncomplicated acute or chronic sinus disease.’” CT imaging
exquisitely visualizes the severity and location of the sinus disease,
the presence of a subtle air-fluid level or aerated secretions, the
anatomy of outflow tracts, the presence of an obstructed outflow
tract, and the size of adenoids in children. CT imaging also provides
valuable information about the integrity of the osseous sinus
walls.”? A thinned or remodeled osseous sinus wall can be caused
by an ABRS or AFRS, or with certain tumors. Sclerosis of the sinus
walls is a typical finding of CRS.%?

Most direct CT examinations are obtained with 3-mm coronal
slices. Modern scanners typically obtain thin (<1 mm) axial slices
that are reformatted in the coronal plane and, at some institutions, in
the sagittal plane. The coronal plane optimally images the ostio-
meatal complex, a vital outflow tract for the maxillary sinus, anterior
ethmoids, and ultimately the frontal sinuses. Sagittal reformatted
images provide valuable information of the frontal recesses. A pre-
operative sinus CT can be immensely useful for computer-assisted
stereotactic image-guided surgical navigation during functional
endoscopic sinus surgery (FESS). For this technique, thin-section (ie,
1 mm) axial CT images are obtained with scanning parameters
specific for the computer application used. Unless a complication is
suspected, it is preferable to perform the CT scan after maximal
medical therapy. Sinus CT imaging is particularly helpful in the
diagnosis of fungal rhinosinusitis.”> The hallmark of all fungal sinus
disease is the presence of increased attenuation within the sinus
opacification; however, the presence of increased attenuation as an
isolated finding is a nonspecific one and can be present with
inspissated secretions and hemorrhage.®® In the case of AFRS, the
classic findings include multiple sinus opacifications with increased
attenuation, expanded sinuses, and osseous wall remodeling.”* The
typical findings of a sinus fungus ball, although often nonspecific,
include isolated high-density sinus opacification and a centralized
focus of calcification.”® CT findings of invasive fungal rhinosinusitis
include high-density sinus disease with extension into the adjacent
soft tissues, classically involving the premaxillary and retromaxillary
fatif the maxillary sinus is involved.”® This soft tissue invasion can be
present with or without associated osseous destruction.”’ The lack
of osseous destruction observed in some cases is explained by the
proclivity of invasive fungal sinus disease to spread along vessels
that traverse the sinus walls.”’” Indeed, in the immunocompromised
patient, invasive fungal rhinosinusitis should be suspected in any
opacified sinus that is associated with peri-sinus soft tissue infil-
tration, with or without osseous destruction. In addition, unilateral
severe nasal cavity mucosal thickening has been described as an
early manifestation of invasive fungal rhinosinusitis in the immu-
nocompromised patient.”’

Computed tomography also is useful to evaluate for the pres-
ence of nasal cavity lesions such as inflammatory polyps or
polypoid tumors. Nasal septal deviation, spurs, and the turbinate
morphology are best displayed by CT imaging.”*

A CT scan also may show a mucocele, which is an expansile cyst
that causes complete sinus opacification and expansion beyond its
normal confines.”® Although a mucocele can be suspected on a CT
scan, an opacified and expanded sinus also can be observed with
solid tumors. Therefore, it may be difficult to differentiate a
neoplastic soft tissue lesion from a mucocele on a standard CT scan.
An MRI can easily differentiate between a mucocele and a tumor.’*

Although a mucocele may enhance along its periphery at MR, it
does not enhance within its center, as opposed to a solid tumor,
which usually will contain some degree of enhancement within its
substance. Contrast-enhanced CT also may be useful for this pur-
pose, although MRI is preferred.

Sinus anatomic variants, such as Haller cells, frontal bulla and
cells, agger nasi cells, and Onodi cells, are best imaged with CT
imaging.”* Most of these variant air cells are often incidental
findings; however, these air cells can be significant and can cause
an outflow obstruction if they are large enough or if they are
strategically located at (or within) the entrance site of an outflow
tract. An Onodi cell is a sinus variant that can be a surgical pitfall. An
Onodi cell is defined as a posterior ethmoid air cell that shares a
common wall with the optic canal and that typically resides above
the sphenoid sinus. If the surgeon is unaware of an Onodi cell
variant, the surgeon may inadvertently injure the optic canal and
nerve.”

The integrity of the anterior skull base also is best visualized
with CT imaging. CT is quite useful to localize an anterior skull base
cerebrospinal fluid leak. CT scanning performed for this indication
can be performed without or, if needed, with intrathecal iodinated
contrast material.”®

Technical advances since the last published parameters have
lowered the dosage of radiation associated with a sinus CT scan.
Radiation doses of 0.13 mSv have been reported from screening
sinus CT scans. This is significantly lower than the dose from a
conventional head CT (2 mSv).!%10!

There is a limited role for contrast-enhanced sinus CT imaging.
The vast majority of cases of inflammatory sinus disease should be
imaged without intravenous contrast. Most complications related to
sinus disease can be observed with unenhanced CT imaging. How-
ever, MRI with contrast is preferred over contrast-enhanced sinus CT
to evaluate for inflammatory sinus disease complications, particu-
larly if intracranial spread of infection is suspected.®® Similarly, most
sinus tumors are not well delineated with a CT scan, with or without
contrast, and ultimately should be evaluated with contrast-
enhanced MRI. However, if the patient cannot obtain an MRI, then
pre- and postcontrast sinus CT studies could be considered.

Magnetic resonance imaging

The major indication of sinus MRI is to evaluate the complica-
tions related to sinus disease or to determine the presence and map
the location of a sinus tumor.33°? MRI provides superior imaging of
the adjacent soft tissues compared with CT owing to its improved
soft tissue resolution.®®

Magnetic resonance imaging should not be performed to eval-
uate for uncomplicated sinus inflammatory disease; this role is
reserved for CT. Although MRI may display even the most subtle
sinus mucosal thickening, the trace sinus mucosal thickening that
can be observed with MRI is often not clinically relevant.'%?
Moreover, more serious rhinosinusitis, including excessively
inspissated sinus disease (which is devoid of water molecules
required to generate an MRI signal) and even extensive fungal
disease, may not be seen at MRL!*

As discussed earlier, a sinus tumor can be occult at CT, particu-
larly if the affected sinus is completely opacified and there is no

Table 5

Criteria for diagnosis of allergic fungal rhinosinusitis'®°

Type I hypersensitivity to fungi by
skin test or serum specific IgE
Characteristic findings at sinus CT

or MRI
Positive fungal stain

nasal polyps

eosinophilic mucin

Abbreviations: CT, computed tomography; MRI, magnetic resonance imaging.
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evidence of an associated osseous abnormality or extra-sinus
extension. However, MRI can differentiate a soft tissue tumor
from inflammatory sinus disease or fluid that completely opacifies
a sinus. A sinus tumor at MRI is most often T2 hypointense and
enhances centrally, whereas sinus opacification from inflammatory
sinus disease is most often T2 hyperintense and does not enhance
centrally.”* In addition, MRI can determine the location of a tumor
relative to any postobstructive sinus disease that may have been
caused by the tumor.'* As with complications of inflammatory
sinus disease, MRI can determine whether a mass has invaded the
brain or orbits, which are critical findings to be aware of before
undergoing any tumor removal in this area.'®* MRI also can delin-
eate whether an apparent primary sinonasal process arises from
the brain or orbit. A significant example of this entity is a menin-
goencephalocele. Table 3 lists the indications for CT and MRI.

Predisposing factors
Viral infections

Viral URIs are common occurrences (Table 4).19%196 [ the United
States, adults have an average of 2 to 3 viral URIs annually, whereas
children have 3 to 8. If CT scanning of the sinuses is performed
during viral URIs, 39% to 90% show sinus mucosal thickening,
consistent with viral ARS.*#1971%8 The symptoms of patients with a
viral URI are not different in those with normal CT scans compared
with those with sinus mucosal involvement. In the overwhelming
majority of cases, irrespective of what the CT scan shows, the URI
resolves within 3 weeks without any need for antibiotics.'%%!%°
ABRS is reported to occur subsequently in 0.5% to 13% of patients
with URIs.4476.110111

Identification of viruses by molecular methods such as poly-
merase chain reaction has improved the ability to detect viruses in
tissues such as nasal mucosa. In a polymerase chain reaction study
of sinus mucosal surgical specimens from 20 patients with CRS,
respiratory syncytial virus was detected in 4 (20%), whereas
adenovirus was not detected in any.''? In a study of turbinate
epithelial cells, rhinovirus was not detected by polymerase chain
reaction in any of 27 normal controls but was found in 8 of 39
patients with CRS (21%).""® In contrast, biopsy examination of the
maxillary sinus mucosa in patients with symptoms of ARS showed
that 50% had RNA evidence of rhinovirus.'"* Evidence thus supports
the clinical observation that a significant number of ABRS infections
is caused by viruses, but that viruses are less likely to play an
important role in CRS compared with ABRS.>'®80

Allergic rhinitis

Summary Statement 7: Perform an evaluation for specific IgE
antibodies to airborne allergens in patients with RARS or CRS.
(Rec, B)

Allergic rhinitis is a very common chronic disease. The preva-
lence of the disease is estimated at 10% to 15% of the population at
any given time. Usually AR develops during childhood, although a
significant proportion of patients (30%) develop AR after the third
decade of life.!" Allergic inflammation of nasal tissue causes
swelling and congestion of the mucous membranes, which may
interfere with normal sinus drainage. In addition, there can be
increased mucus production of a quality that interferes with
normal ciliary function. Obstructed sinuses can fill with secretions
and become hypoxic and acidotic, leading to further mucociliary
dysfunction. Then, bacteria can multiply and infect the mucosa,
resulting in an influx of neutrophils and additional inflammation.

Multiple studies in adults and children support the association of
AR and rhinosinusitis in the acute and chronic forms. A recent
retrospective longitudinal cohort study of CRS determined pre-
morbid factors in newly diagnosed CRS cases compared with

controls. The study found that patients with CRS had a higher
prevalence of AR before the diagnosis of CRS was made, suggesting at
least an association between the 2 conditions.”” In children, AR has
been reported to be present in 36% to 60% of those with CRS."° In
young adults with ARS, there is a reported incidence of AR ranging
from 25% to 31%.%'° CRS in adults is associated with AR in 40% to 84%
of patients.'>!"”"119 One study reported an association between
extensive sinus disease quantified by CT and AR in 78% of patients.!?°
Another study reported that rhinosinusitis in patients with AR is
associated with more extensive abnormalities on sinus CT images.'?!
However, other studies have failed to confirm significant CT differ-
ences between allergic and nonallergic subjects with CRS.'"?? A
study of pediatric patients undergoing FESS suggested that those
with allergies may have persistent disease despite surgery compared
with those without allergies.'>* A recent study showed that patients
with CRS and AR are more likely to have had previous sinus surgery
compared with CRS without AR.'?* In surgical outcomes for CRSWNP,
AR does not seem to modify outcomes of FESS in symptoms or steroid
requirements.'>® There are 2 studies of anti-IgE therapy (omalizu-
mab) for CRSWNP that reported success and another that found no
efficacy.”®~1?® One distinct form of CRS, AFRS, is clearly related to
allergic sensitization.'?” There are observational studies of allergen
immunotherapy that have reported safety>®"*! and clinical
improvement in AFRS when performed in conjunction with appro-
priate surgery and corticosteroids.”>? 1>> One retrospective ques-
tionnaire study reported the effectiveness of subcutaneous allergen
immunotherapy in the treatment of recurrent rhinosinusitis associ-
ated with AR.*®

In numerous studies of nasal lavage fluids from patients with
CRS, the presence of different molecules was associated with
allergic inflammation, including histamine, leukotrienes, and T-
helper cell type 2 cytokines.?>®">” These data are further evidence
that allergic responses contribute to CRS.

Nonallergic rhinitis

Summary Statement 8: Physicians should recognize that NAR
can accompany and is in the differential of CRS. (Rec, C)

Nonallergic rhinitis can occur alone or in combination with AR,
in which case the diagnosis is mixed rhinitis. Studies have reported
that approximately 40 million Americans have mixed rhinitis or
NAR alone."® In rhinitis studies, the prevalence of NAR varies from
17% to 52%.13%140 There appears to be a slight female predomi-
nance.'*! It also has been reported to be more common in those
older than 50 years.'*> However, in some reported cohorts of
children with rhinitis, it has been observed that many with nasal
symptoms are not allergic.'*>'** The diagnosis of NAR requires a
careful history and skin test reactions that are negative or irrele-
vant.'”> Depending on the subtype of NAR, the nasal examination
may be completely normal or may have some evidence of edema
and secretions.

Classically, patients with NAR present with symptoms of rhi-
norrhea and congestion that are triggered by exposure to strong
odors (eg, cleaning solutions, perfumes) or changes in temperature,
barometric pressure, or humidity.'*> One form of NAR is NAR with
nasal eosinophilia syndrome; in 1 study, NAR with nasal eosino-
philia syndrome was estimated to account for 15% to 20% of NAR
cases.'“® Other causes of NAR include atrophic rhinitis, hormonally
induced rhinitis, and drug-induced rhinitis.

In some studies of CRS in which the diagnosis is based on
symptomatology, it is interesting to note that many subjects do not
have objective findings on endoscopy or CT scans.'*!#” In 1 study of
768 adults (204 allergic and 564 nonallergic), 73% of nonallergic
patients and 65% of allergic patients with symptom-based CRS had
normal CT and nasal endoscopy findings.'? It is likely that some of
these patients had NAR.
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Immunodeficiency

Summary Statement 9: Evaluate patients for an immune defi-
ciency if CRS is resistant to usual medical and/or surgical therapy.
(Rec, B)

Summary Statement 10: As part of an immunodeficiency
evaluation, check quantitative immunoglobulins (IgG, IgA and
IgM), specific antibody responses (eg, after tetanus toxoid and
pneumococcal vaccine), and, if necessary, T-cell numbers
(enumeration of T-cell number by flow cytometry) and function.
(Rec, B)

Immunodeficiency should be considered in the evaluation of
patients with RARS or CRS. It is especially important to evaluate
patients whose aggressive medical and surgical therapy has fail-
ed.>1#8-150 There are 2 studies that found immunodeficiency in
only 0% to 3% of such patients.””"'>? However, there are 5 studies
that found the prevalence of immunodeficiency to be much higher,
ranging from 11% to 19%.!4%1537156 At least 2 serious sinus infections
are considered 1 of the 10 warning signs of primary immunodefi-
ciency (PID) proposed by the Jeffrey Modell Foundation and the
American Red Cross.”” When the patient also has a history of
recurrent otitis media, recurrent lower respiratory tract infections,
or bronchiectasis, the suspicion for immunodeficiency is increased;
a history of life-threatening infections or infections with opportu-
nistic organisms are other indications for pursuing an immuno-
deficiency evaluation.””® Depending on the age of the patient, the
physical examination may include findings known to be associated
with specific immunodeficiency syndromes: abnormal Ilung
sounds, ocular telangiectasia, absence of tonsils, clubbing, and
petechiae.'”® Although humoral deficiency is the most likely culprit,
other immune defects might present with RARS; an example would
be acquired immunodeficiency syndrome, in which there are
cellular and humoral impairments.'>%160

Appropriate laboratory studies in patients with RARS or CRS in-
cludes quantitative immunoglobulin measurements (IgG, IgA, and
IgM), specific antibody responses to tetanus toxoid and pneumo-
coccal vaccines, and measurement of T-cell number (enumeration of
T-cell number by flow cytometry) and function. It should be noted
that evaluation of tetanus antibodies is especially useful because
most patients have been immunized, and 90% to 100% of children
who have completed primary immunization should have protective
titers.'®! Immune responses to polysaccharide antigens are unreli-
able at younger than 2 years. In patients older than 2 years, the
polysaccharide antigen response can be determined by measuring
specific antibody levels before and 4 to 8 weeks after immunization
with unconjugated pneumococcal vaccine. According to the work-
ing group of the Basic and Clinical Immunology Interest Section of
the American Academy of Allergy, Asthma and Immunology, chil-
dren 2 and 5 years old should respond to approximately half the
serotypes tested, and patients older than 5 years should respond to
at least approximately 70% of the serotypes.'®?

In patients with refractory CRS or RARS, the most common PIDs
are humoral, with specific antibody deficiency, IgA deficiency, and
common variable immunodeficiency being examples.””>%° In 1
study of 842 children with a PID, more than half the 425 partici-
pants with humoral defects had recalcitrant rhinosinusitis.'*® Other
PIDs that could present with recurrent or refractory rhinosinusitis
include ataxia telangiectasia,'®> Wiskott-Aldrich syndrome,'®* and
deficiency of complement protein such as C3 deficiency.'®> When
these syndromes are suspected clinically, referral to a board-
certified allergist-immunologist for evaluation and treatment is
indicated. RARS or CRS may occur in patients infected with human
immunodeficiency virus. In studies before the existence of retro-
viral therapy, prevalence estimates of CRS occurring in these pa-
tients were 30% to 68%.'°® With early diagnosis and antiretroviral
therapy, the prevalence is decreasing. In a study of 470 adults

receiving antiretroviral therapy followed to 80 months, the preva-
lence of CRS ranged from 3% to 6%.'°’

Immunoglobulin replacement

Immunodeficiency has been reported to be an underlying risk
factor for the development of refractory, recurrent acute, or recalci-
trant CRS.'#%1>~156 Immunoglobulin replacement is approved as a
replacement therapy for antibody deficiency disorders, including
common variable immunodeficiency, X-linked agammaglobulinemia,
Wiskott-Aldrich syndrome, and hyper-IgM syndrome.!*®168169 The
use of immunoglobulin in other immune disorders (eg, specific anti-
body deficiency or IgG subclass deficiencies) remains controversial.'>®

The appropriate use of immunoglobulin in patients with hu-
moral immunodeficiency can prevent complications from CRS,
including subperiosteal abscess, intracranial abscess, meningitis,
sepsis, or even death.!”°

Considerable controversy exists regarding prescribing immu-
noglobulin for therapy of patients with specific antibody deficiency
and normal immunoglobulin levels (see “Practice Parameters for
the Diagnosis and Management of Primary Immunodeficiency”'’!).
Most experts in this area consider demonstration of impaired
antibody production essential. It must be shown that (1) the patient
has significant and clearly documented infectious morbidity (eg,
recurrent pneumonias and frequent episodes of documented ABRS
and not just isolated CRS), (2) other disorders (eg, allergy or
anatomic defects) have been sought and treated aggressively if
present, and (3) other modes of therapy (antimicrobial, anti-in-
flammatory, and surgical) are inadequate or poorly tolerated. Many
clinicians who care for these patients will perform a clinical trial of
IgG replacement (400 mg/kg per month) for up to 6 months. If
administered to children with milder antibody deficiencies,
immunoglobulin therapy should be discontinued if there has been
an extended period of significant improvement because the sus-
ceptibility to infection might decrease over time.'”> Humoral im-
mune function should be reassessed but no sooner than 3 months
(preferably 4—6 months) after the last infusion. Patients must be
followed closely, and therapy should be discontinued, generally
after no more than 3 to 6 months, if there is lack of clinical efficacy.

Gastroesophageal reflux disease

Summary Statement 11: Evaluate patients for GERD if they have
appropriate symptoms, realizing that it probably coexists rather
than explains the etiology of rhinosinusitis. (Opt, C)

Gastroesophageal reflux disease has been suggested as a cause
of rhinosinusitis. The mechanism is thought to be direct reflux of
gastric acid into the pharynx and subsequently to the nasopharynx,
causing inflammation of the sinus ostium and leading to rhinosi-
nusitis."”> Recently, a meta-analysis performed by Flook and
Kumar'”* concluded that the evidence of a link between CRS and
GERD is poor, with no good randomized controlled trials (RCTs)
available. A study of 30 children with CRS was performed using 24-
hour monitoring with dual-pH probes, 1 in the nasopharynx and 1
in the distal esophagus. Nineteen (63%) showed gastroesophageal
reflux, well above the expected prevalence of 5% in the healthy
general population. Of these 19, 6 (32%) exhibited nasopharyngeal
reflux. Sinonasal symptoms improved in 79% after treatment of
GERD. The recommendation of the investigators was that children
with CRS refractory to medical therapy be evaluated for GERD and
treated before sinus surgery is considered.'””

A study in adults evaluated the prevalence of GERD in 11 pa-
tients with CRS (confirmed by CT) who had not responded to
conventional therapy and 11 healthy control subjects. A 3-site
ambulatory esophagopharyngeal pH monitoring technique was
used. Ambulatory pH monitoring documented GERD in 7 of 11
patients and 2 of 11 healthy volunteers.'”®
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A more recent study has shown a higher prevalence of naso-
pharyngeal reflux in patients with refractory symptoms despite
FESS compared with those without sinus disease and those with
successful sinus surgery.'”’

An uncontrolled study involved 19 adult patients with CRS, 18 of
whom had undergone sinus surgery.'’® Sixty-eight percent had
classic GERD symptoms, and 78% had abnormal results at an
esophageal pH probe. Twelve were treated with proton pump in-
hibitors, 4 were treated with proton pump inhibitors and proki-
netics, and 2 had repeat surgery. Six months later, 12 (67%) had
improvement in sinus symptoms, with 4 having dramatic
improvement. The investigators suggested that medical therapy as a
treatment for adults with CRS be confined to patients with abnormal
pH results.”’® The few adult studies that showed a link between
GERD and nasal symptoms were small case—control studies with
moderate levels of potential bias. There is not enough evidence to
consider antireflux therapy for refractory CRS in adults, and there is
no evidence that GERD is a significant causal factor in CRS.

To determine whether a neural arc exists between GERD and
nasal symptoms, Wong et al'’® infused normal saline and hydro-
chloric acid into the lower esophagus through an esophageal
manometry catheter and concomitantly analyzed nasal symptom
scores, nasal inspiratory peak flow, and mucus production. Their
study showed a trend in mucus production after saline and hyper-
chloric infusion with return to baseline within 45 minutes, sup-
porting the possibility of a neural reflex between the esophagus
and the nasal mucosa.'”®

Allergic fungal rhinosinusitis

Summary Statement 12: Be aware that a subgroup of patients
with CRSWNP has AFRS, which is a distinct entity associated with
eosinophilic mucin and type I hypersensitivity to fungi. (Rec, B)

Summary Statement 13: Treat AFRS with a combination of sur-
gery and systemic and/or topical corticosteroids for optimal disease
control. (Rec, B)

Summary Statement 14: Consider systemic or topical antifun-
gals as useful adjunctive treatment for AFRS. (Rec, C)

A subgroup of patients with CRSWNP with characteristic eosino-
philic mucin is categorized as having AFRS. The original criteria for
diagnosis of AFRS as proposed by Bent and Kuhn'®® are listed in
Table 5. Over time there has been significant controversy in the
diagnosis of AFRS but the characteristic findings that are most often
associated with AFRS are type I hypersensitivity, fungal elements on
pathology, characteristic CT findings, and eosinophilic mucin.
Approximately 5% to 10% of patients undergoing sinus surgery are
estimated to have AFRS. There appears to be a difference in the inci-
dence of AFRS relative to geography, with the highest incidence
diagnosed in the southern United States and along the Mississippi
River Basin.'®! The most common fungi to cause this clinical syndrome
are Bipolaris, Curvularia, Aspergillus, and Drechslera species, although a
wide variety of other fungi has been observed in a myriad of case
reports.'3>718% The pathogenesis of AFRS is believed to be similar to
allergic bronchopulmonary aspergillosis resulting from an allergic
response in a predisposed individual to inhaled fungi.'®® Patients with
AFRS often have asthma and AR.'®” AFRS is distinct from invasive
fungal disease (often seen in immunocompromised patients or dia-
betic patients) and distinct from fungus ball. Patients with AFRS
typically develop nasal congestion and have thick “peanut buttery
discharge.” Classic findings on sinus CT scan include high attenuation
areas and occasionally bony erosion.'®® MRI findings characteristic of
AFRS include a central low signal on T1- and T2-weighted images
corresponding to areas of eosinophilic mucin with peripheral high-
signal intensity corresponding to areas of inflammation.'®”

Treatment of AFRS includes surgical therapy in combination
with systemic and/or topical corticosteroids. Surgery for this

disease process seeks to address the following objectives: (1)
removal of polyps, (2) removal of fungal debris, (3) removal of
eosinophilic mucin, (4) enlarging the natural sinus ostia, and (5)
preservation of the mucous membranes of the newly marsupialized
sinus cavities. The ideal goal is restoration of normal mucociliary
clearance. With the understanding that this is often impossible, a
more practical goal is to create patent, mucosalized sinus cavities
that are amenable to cleaning by patient self-irrigation and office
procedures for debridement or irrigation. Surgery also allows for
better delivery of topical steroids to the sinuses.'”°

Oral steroids have been shown to cause regression of sinus
mucosal thickening in patients with AFRS before undergoing sinus
surgery.””! Treatment with a short course of oral steroids may be
useful to decrease bleeding and edema, thus improving surgical
landmarks, but insufficient evidence exists to advocate longer courses
of systemic steroids preoperatively. Systemic steroids are commonly
used in the postoperative management of AFRS. Initial reports of their
use came from retrospective case series in adults'®>~'°> and chil-
dren.'”®197 Rupa et al'*® conducted an RCT of the use of prednisone 50
mg/d for 6 weeks, followed by 6 additional weeks of tapering vs no
treatment with systemic steroids (placebo).”®® In this study, all pa-
tients also received systemic itraconazole 200 mg/d for 12 weeks and
steroid nasal spray in the postoperative period.””® At 6 weeks, pred-
nisone treatment was associated with complete relief of preoperative
symptoms in 8 patients and none of the patients who received pla-
cebo.'”® Nasal endoscopy showed that 8 of 12 patients who had
received oral steroids and 1 patient who had received placebo were
free of disease.'”® At 12 weeks, symptom relief was complete in all
patients who received prednisone but in only 1 patient who received
placebo.'?® Significant steroid-induced side effects were noted in the
steroid-treated patients, including weight gain, cushingoid features,
acne, and steroid-induced diabetes.'*® Although this is the only RCT of
systemic steroids for AFRS, most expert opinion reports advocate
using lower doses and shorter durations of systemic steroids in the
postoperative management of AFRS.'92~197

Systemic or topical antifungal treatments for AFRS have been
used, with mixed results. The only reports of the use of antifungal
treatment for AFRS involve open treatment trials'*>?%° or retro-
spective case series in adults'?' 1% and children.”®®'®” In an open
treatment study, Khalil et al'®’ compared oral itraconazole (100 mg/
d), topical fluconazole nasal spray, topical fluconazole irrigation, and
the combination of itraconazole plus fluconazole nasal spray with
placebo as a treatment to prevent postoperative recurrence of AFRS
in 50 patients after surgery. After 3 months of treatment, the rates of
AFRS relapse were 66.7% with itraconazole, 10% with topical flu-
conazole nasal spray, 28.6% with topical fluconazole irrigation, and
75% with placebo 75%.1°° It was concluded that topical fluconazole
was an effective treatment.'®” The dose of itraconazole in this study
was lower than that used in other studies and may have been sub-
therapeutic. In another open treatment study, Chan et al*°? treated
patients with AFRS who were refractory to prednisone, INS, and
amphotericin B nasal sprays with 100 mg of itraconazole 3 times a
day for 1 month, which was decreased to 200 mg/d for at least 2
more months. By endoscopic examination, 12 cases had improve-
ment, 15 had no difference, and 5 had worse stage after 3 months.?%°

Other studies have incorporated itraconazole in the postsurgical
management of AFRS in conjunction with systemic steroid treat-
ment.'92198201 | the largest case series, Rains and Mineck?"!
treated 139 patients (average dose 276 mg/d; average duration of
therapy 4.3 months). Treatment with itraconazole was generally
safe, and only 6 patients (4.3%) had significant liver enzyme
elevation (>2 times the upper limit of normal).>’! Unfortunately,
the data presented in this study do not allow for an assessment of
whether itraconazole provided a clinical benefit.’°! Although there
may be a subset of patients who respond dramatically to itraco-
nazole, it is unclear how to identify those patients.
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Because the pathogenesis of AFRS is believed to be an imme-
diate hypersensitivity to fungal antigens, immunotherapy with
relevant fungal antigens has been considered for treatment of AFRS.
Early reports indicated that immunotherapy was beneficial in pa-
tients with AFRS by lowering reoperation rates and decreasing
symptoms.’>"'*> However, a follow-up study failed to show a
benefit from immunotherapy in patients with AFRS.?°’> RCTs of
immunotherapy would be required to evaluate the utility of
immunotherapy for AFRS.

Cystic fibrosis

Summary Statement 15: Consider an evaluation for CF in any
patient who developed CRS at a young age or in any child with
nasal polyps, especially if P aeruginosa is cultured from the si-
nuses. (Rec, B)

Summary Statement 16: Consider adjunctive use of topical
therapies, including dornase alfa and/or antibiotic solutions, in
addition to endoscopic sinus surgery in patients with CF and CRS.
(Rec, B)

Cystic fibrosis is a disorder caused by mutations in CFTR on the
long arm of chromosome 7.°°> The heterozygous carrier rate for
such mutations is approximately 3% to 4%, with clinical disease
occurring in approximately 1 of 2,000.>°4 The primary patho-
physiology appears to involve decreased chloride ion secretion,
thus impairing the associated transport of water. This results in
increased viscosity of all exocrine secretions, particularly in the
airway (nose, sinuses, and lungs) and gastrointestinal tract. In
consequence, this promotes mucus stasis in the airways with bac-
terial infection. However, other specific hyper-inflammatory
mechanisms also have been implicated. These include upregula-
tion of cyclooxygenase enzymes and increased plasma cells, neu-
trophils, and mast cells compared with patients with CRS without
CF and controls.’?>?%% patients with CF also exhibit dilation of
glandular ducts, increased submucosal glands, and increases in
surfactant gene expression.’’’ Experiments also have shown
heightened expression of endothelial L-selectin ligand, which
modulates leukocyte recruitment into tissues.”’® Taken together,
these observations underscore that CRS in patients with CF arises
from multiple pathophysiologic processes and not just from
secretion retention with bacterial overgrowth. Patients with CF also
are known to exhibit underdevelopment of the paranasal sinus
cavities, which can lead to smaller ostia and greater retention of
secretions.?’

The historical gold standard for diagnosis is the Gibson-Cooke
sweat test or quantitative pilocarpine iontophoresis. Assuming
that at least 75 mg of sweat is obtained, chloride levels higher than
60 mEq/L are considered diagnostic in children; adults can have
values 10 to 15 mEq/L higher than this.”?%° A sweat test should be
performed in any child with nasal polyps or any patient with
chronic colonization of the nose and sinuses with Pseudomonas
species.””!” When results are equivocal, the diagnosis can be clar-
ified by DNA analysis for known genetic mutations: more than
1,000 CFTR mutations are known currently.’>> Among these, 16
mutations are thought to account for 85% of CF alleles across the
population. The most common is 4F508, which accounts for more
than 70% of CF cases in patients of European ancestry.’'' The 4F508
product cannot traffic out of the cytoplasm and remains nonfunc-
tional. Several studies have suggested that patients with CRS
without clinical evidence of CF carry CFIR alleles at a rate signifi-
cantly higher than in the general population, with rates of up to 12%
reported in children and adults.”’*>'? DNA analysis has been rec-
ommended in all patients with intermediate or positive sweat
chloride testing results because this confirms the diagnosis and the
results occasionally affect treatment choices. Drugs that are spe-
cifically designed to treat patients with certain mutations are being

investigated and 1 was recently approved for treatment of patients
with G551D mutation.?’?

Virtually all patients with CF have CRS as a consequence of com-
binations of factors outlined earlier. Clinically, chronic inflammation
subsequently stimulates even thicker mucus production, which in-
duces a vicious cycle of chronic sinus disease. CF is an important
consideration in all patients who develop CRS at a young age and in
any child with nasal polyposis. Overall, sinonasal polyps are observed
in approximately 40% of patients with CF, with the prevalence
increasing as a function of age.’’%?'* As a consequence of thick,
inspissated respiratory secretions and the presence of nasal polyps,
radiographic evidence of sinus disease is invariably present in patients
with CF, occurring in 92% to 100% of patients older than 2 years.”>1>216

Clinical signs and symptoms of CRS in patients with CF are
similar to those in such patients without CF, although often more
subtle because patients become accustomed to having sinus
symptoms. Physical examination findings also are similar, except
for the higher incidence of polyps. Interestingly, although patients
with CF are observed to have worse baseline CT and endoscopy
scores compared with matched patients with CRS without CF, im-
provements in endoscopy score and QOL are similar between
groups after treatment with endoscopic sinus surgery.?!”

The spectrum of sinus pathogens obtained during endoscopic si-
nus surgery in patients with CF primarily include P aeruginosa, S
aureus, and Streptococcus viridans and are similar to those recovered
from the patient’s lower airway, particularly with regard to
P aeruginosa and S aureus.’'® Burkholderia cepacia, a gram-negative
bacillus, has emerged as an important pathogen in the lower air-
ways of patients with CF, and one should look out for this organism in
sinus cultures.?’>??° In addition, there is emerging evidence that B
cepacia can be cultured in the sinuses of immunocompetent patients
with nasal polyposis without CE??' The sinuses also may act as a
reservoir that seeds the lower airways with bacteria, especially P
aeruginosa,”'®%?%> which is present in greater preponderance in CF
than is observed in the sinuses of patients with CRS without CF2'0
Fungi also are cultured from the sinonasal tract in up to one third of
patients with CF, but the pathophysiologic significance is unclear.??>

There is no evidence supporting the use of topical antibiotics in
the management of CRS in patients with CF, but the utility of topical
antibiotic irrigations after sinus surgery has been explored.
Compared with a historical control of adults receiving surgery alone,
those who underwent postoperative antibiotic lavage, including
monthly antral cannulations, required fewer revision operations at
the 1- and 2-year follow-up points??4; more recent work has shown
that inhaled tobramycin eradicated Pseudomonas species from the
lower airways of children for 1 to 3 months after treatment.??° Other
recent small studies have examined augmenting the benefits of
surgery with use of nasally inhaled dornase alfa postoperatively.
Compared with saline placebo, those receiving dornase alfa found
more improvement in nasal symptoms and forced expiratory vol-
ume in 1 second (FEV;) up to 12 months after surgery.>?%%?7

As alluded to earlier, endoscopic sinus surgery is thought to be
effective in the management of CRS in adults with CF2'7224 3nd the
surgical complication rate appears similar to that of the CRS pop-
ulation without CF. It should be noted that most data in this area are
derived from retrospective case series.’’” Many centers advocate
aggressive management of rhinosinusitis, including FESS, in pa-
tients with CF undergoing lung transplantation.?8~230

A systematic literature review of FESS in patients with CF has
supported the safety of surgery and found a positive effect on symp-
toms. Endoscopy scores and FEV; may not improve postoperatively.!

Ciliary dysfunction

Summary Statement 17: Suspect primary ciliary dyskinesia
in children with recurrent otitis media, rhinosinusitis, and
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pneumonia with bronchiectasis especially if situs inversus is
present. (Rec, B)

Primary ciliary dyskinesia (PCD) is a rare autosomal recessive
group of disorders occurring in 10 per million children based on a
prevalence study from Europe.”??233 Most of these patients have
recurrent otitis media, rhinosinusitis, and pneumonia with bron-
chiectasis.”?*?> Affected patients are generally sterile because de-
fects are associated with sperm and fallopian tube dysfunction.
Nearly half the patients have situs inversus with or without dex-
trocardia, a constellation of clinical findings first described in 4
patients by Kartagener in 1933.2** Loss of normal mucociliary
transport in patients with PCD increases susceptibility to bacterial
infection. Some defects also are associated with abnormal neutro-
phil chemotaxis.”>”

Many symptoms of PCD are nonspecific, such as rhinitis and
cough, and sophisticated diagnostic testing should be conducted in
centers with experience in treating and diagnosing PCD. Diagnosis
of PCD is an area of controversy, and it is currently not clear
whether the diagnosis of PCD should be based on genetic testing or
functional studies.

Screening tests include measurement of nasal nitric oxide (nNO)
and the saccharine test. Nasal NO is low in PCD.?*? Typically, nNO is
measured during breath holding (which precludes this test in in-
fants). Low nNO must be evaluated in the clinical context because
other conditions, such as CF and diffuse panbronchiolitis, may yield
low levels of nNO.>*5?37 A high nNO with a low-risk history ex-
cludes the diagnosis of PCD.?>8 The saccharin test also is useful for
screening.”>? A small amount of saccharin is placed at the bottom of
the inferior meatus. After 3 minutes, the patient swallows every 30
seconds until a sweet taste is detected. Normally, the patient should
detect the saccharin within 6 to 10 minutes.”®” A normal saccharin
test result may be useful in ruling out PCD, but an abnormal result
needs further evaluation because falsely positive and negative re-
sults have been reported.?*

Visual assessment can be performed by collecting ciliated cells,
which are suspended on a glass slide.>*? Ciliary motion should be
recorded with a charge-coupled device camera with beat frequency
and pattern analysis, because particular patterns are associated
with specific ultrastructural abnormalities.?

Ciliary structure is determined by transmission electron mi-
croscopy and is the definitive test.>*? It is important to communi-
cate with the pathology service to assure proper fixation is used
(typically glutaraldehyde).>*"?*> In the presence of chronic
inflammation (eg, because of infection or smoking), ciliary function
might be compromised. In fact, improvement in saccharin clear-
ance has been found after successful FESS.?* In the setting of CRS, a
tracheal biopsy (noninflamed area) might be required for confir-
mation of suspected primary cilia defects. Defective cilia might be
missing any of the following components: outer dynein arms, inner
dynein arms, entire dynein arms, central pair, central sheath, radial
spokes, or nexin links.”>> Molecular testing may be useful in
screening for PCD. There are more than 15 genes involved in
different aspects of ciliary structure and function in which muta-
tions have been found to lead to PCD, with the most common genes
being the dynein heavy chains DNAH5 and DNAH11.2%?

Associated conditions
Otitis media

Summary Statement 18: When evaluating a patient with rhi-
nosinusitis, clinicians should look for the presence of otitis media.
The converse is also true. (Rec, C)

There are many clinical similarities between otitis media and
rhinosinusitis. The ears and paranasal sinuses are located in close
proximity to the nasal cavity and have a similar epithelial lining,
namely pseudostratified columnar ciliated epithelium. The 3 major

pathogens that cause acute otitis media (AOM) and ABRS, S pneu-
moniae, H influenzae, and M catarrhalis, are the same.®! The peak
age incidence of AOM is 3 to 24 months, and ABRS is most common
at 2 to 6 years of age. The important risk factors for AOM and ABRS
are viral URIs and AR or NAR.

In many children, AOM and ABRS begin soon after the onset of a
viral URL In a prospective study of 112 children 13 to 15 months of
age followed for 1,231 patient-months, the overall incidence of URIs
was 6.12 episodes per patient-year, that of AOM was 2.01 episodes
per patient-year, and that of ABRS was 0.48 episodes per patient-
year.'!! Thirty percent of all URIs were complicated by AOM, 8%
were complicated by ABRS, and 2% were complicated by AOM and
ABRS.""! The highest incidence of concomitant URI and AOM
occurred in children 6 to 11 months of age, whereas the highest
concomitant occurrence of URI and ABRS occurred in children 12 to
23 months of age.!"

Although many patients with otitis media with effusion have
ABRS, the data on this association are limited in the liter-
ature.>*424% In a more recent study of 520 patients undergoing
adenotonsillectomies, 15.4% had sinusitis and otitis media with
effusion.’” Therefore, when children with ABRS or CRS are evalu-
ated, it is common to find evidence of AOM or otitis media with
effusion and one should be on the lookout for it. Although the
relation is less frequent in adults, one should always incorporate an
ear examination when evaluating patients with rhinosinusitis.

Asthma

Summary Statement 19: Treat rhinosinusitis vigorously in pa-
tients with asthma because medical and surgical management of
rhinosinusitis results in objective and subjective improvement of
asthma. (Rec, C)

The association between rhinosinusitis and asthma has long
been appreciated. In one study, 100% of patients with steroid-
dependent asthma had abnormal CT scans of the sinuses
compared with 88% of patients with mild-to-moderate asthma.?*?
In another group of patients with severe asthma, 84% showed si-
nus CT abnormalities. There was a significant correlation among
sinus CT scores, eosinophils in peripheral blood and induced
sputum, and level of exhaled nitric oxide.>*? A recent study in
support of the unified airway theory has shown a direct correlation
between severity of asthma and severity of CRS measured radio-
logically.?>° This study also showed that CRSWNP is more likely in
severe asthma than in intermittent or mild asthma.

Although these studies suggest that rhinosinusitis triggers or
worsens asthma, it could be argued that they merely coexist and
represent different end products of the same inflammatory process
occurring in different organ systems.

Various mechanisms have been proposed to explain the relation
between rhinosinusitis and asthma. They include nasopharyngeal
bronchial reflex,?>' pulmonary aspiration of inflammatory cells and
mediators,”>” inhalation of dry cold air,”>> and local upper respira-
tory tract inflammation leading to pulmonary inflammation.”>* In
one study of 106 patients with acute exacerbations of CRS, histamine
challenges to the lower airway before and after medical treatment of
rhinosinusitis were performed. FEV; was measured as an index of
bronchial narrowing, and mid-inspiratory flow was measured as an
index of extrabronchial airway narrowing.?>> Intrabronchial and
extrabronchial hyperreactivity decreased, with the decrease in
extrabronchial hyperreactivity being more pronounced and pre-
ceding the decrease in intrabronchial hyperreactivity. The changes in
intrabronchial and extrabronchial reactivity were strongly associ-
ated with pharyngitis, as determined by history, physical examina-
tion, and nasal lavage fluid analysis. The investigators proposed that
airway hyperresponsiveness in rhinosinusitis might depend on
pharyngobranchial reflexes triggered by the postnasal drip of
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inflammatory mediators and infected material from infected sinuses
into the pharynx. In a later study, these same investigators found
actual damage of pharyngeal mucosa in patients with CRS marked by
epithelial thinning and a striking increase in pharyngeal nerve fiber
density.?°® This would favor increased access of irritants to submu-
cosal nerve endings, inducing the release of sensory neuropeptides
through axon reflexes with activation of a neural arch, resulting in
reflex airway constriction.

The linkage previously described between asthma and severity
of rhinosinusitis, including eosinophils in peripheral blood and
sputum and NO levels in exhaled air, would support the concept
that the influence of upper respiratory disease on asthma is
mediated through the circulation. It has been hypothesized that
inflamed sinus tissue not only releases mediators and cytokines
into the circulation, thereby directly inducing inflammation of the
upper airway, but also releases chemotactic factors that recruit
eosinophils from the bone marrow and from the circulation into the
upper and lower airways.”>* The mucosal inflammation in the
polyps is orchestrated by T-helper cell type 2 cytokines and it is
speculated that it is amplified by S aureus exotoxins. It is charac-
terized by increased eosinophilic inflammation and formation of
IgE antibodies to staphylococcal exotoxins.?’

Perhaps the most direct evidence of a cause-and effect relation of
rhinosinusitis to asthma is provided by studies that have shown sig-
nificant improvement in asthma symptoms when rhinosinusitis is
appropriately treated. Two uncontrolled observational studies in
children with combined infectious rhinosinusitis and asthma showed
significant improvement in the asthmatic state, including pulmonary
function, when rhinosinusitis was medically treated.?>%>>°

Functional endoscopic sinus surgery also has been shown to
result in improvement in lower airway disease. In one study, 15
adult patients with CRS who required INSs and at least intermittent
oral prednisone to control asthma showed an improvement in
symptoms and a decrease in total dosage and number of days of
systemic corticosteroid use in the postoperative year.’’° More
objective findings were reported in an uncontrolled study of adult
patients who not only showed improvement in symptoms but also
had a significant increase in peak expiratory flow after FESS.?®!

In a prospective randomized study of 43 patients, medical and
surgical treatments of CRS resulted in subjective and objective
improvements in asthma. Overall, asthma control improved
significantly after the 2 treatment modalities but was better
maintained after medical therapy.’®’> Although these reports are
encouraging, it is evident that blinded RCTs are needed in children
and adults to assess therapies of CRS and the response of asthma.
Further research is required to establish the relations between the
upper and lower airways.

ABRS
Antibiotics in ABRS

Summary Statement 20: Treat for ABRS if symptoms last longer
than 10 days or with recrudescence of symptoms after progressive
improvement (Rec, B).

Summary Statement 21: To avoid resistance and potential
adverse effects from antibiotics, the workgroup recommends
evaluation of (-lactam allergy by penicillin skin testing and/or
graded oral challenge if f-lactam is the most appropriate antibiotic
ABRS. (Rec, B)

Acute bacterial rhinosinusitis

Acute rhinosinusitis and ABRS are defined in the Executive sum-
mary. ABRS is used when the inclusion criteria in the studies are
stringent enough to suggest ABRS, and ARS is used when the studies
may include patients with viral or bacterial rhinosinusitis. Although

most cases of ARS are viral in origin, treatment of bacterial infection
should be considered when symptoms last longer than 7 to 10 days or
with recrudescence of symptoms after progressive improvement.
The most commonly reported bacterial pathogens in ABRS are S
pneumoniae, Streptococcus pyogenes, H influenzae, M catarrhalis, and
S aureus.”®®> The antibiotics currently approved by the FDA for
ABRS are azithromycin, clarithromycin, amoxicillin-clavulanate, cef-
prozil, cefuroxime axetil, loracarbef, levofloxacin, trimethoprim-
sulfamethoxazole, and moxifloxacin. Although some studies have
reported comparisons of different antibiotics for adult ABRS, not one
was found to be superior.’® It should be noted that, owing to concerns
over bacterial resistance, the Infectious Diseases Society of America
no longer recommends the use of macrolides for empiric treatment of
ABRS.?% That organization recommends amoxicillin-clavulanate as
first-line therapy and doxycycline, levofloxacin, and moxifloxacin in
patients allergic to penicillin.®> To avoid resistance and potential
adverse effects from antibiotics, the workgroup recommends evalu-
ation of §-lactam allergy by penicillin skin testing and/or graded oral
challenge if 8-lactam is the most appropriate antibiotic for an urgent
case of ABRS. Since its licensure, the prevalence of S pneumoniae as a
cause of ABRS has probably decreased and H influenzae increased.
Accordingly, amoxicillin clavulanate is an excellent selection for
children with ABRS. Pediatric therapy is discussed in further detail
later in the document. The Infectious Diseases Society of America
recommends 5 to 7 days of treatment with antibiotics for uncom-
plicated ABRS in adults and 10 to 14 days in children.?®" Intravenous
antibiotics may be considered in children who cannot tolerate oral
medications for ABRS or in those with orbital, subperiosteal, or
epidural abscesses.’>* The guidelines recommend evaluating a pa-
tient with multiple medication allergies by skin testing, if appro-
priate, or graded oral challenge so that appropriate antibiotics are
used.

Although the literature suggests that antibiotics shorten the time
to cure in ABRS, there is concern about the adverse effects of anti-
biotics, including resistance. A previous expert panel recommended
a watchful waiting approach without antibiotics in nonsevere ABRS.
The panel recommended re-evaluation as necessary and antibiotics
if there was worsening or no improvement with symptomatic
therapy.® A Cochrane database review assessed the effect of antibi-
otics in uncomplicated ABRS in a primary care setting and concluded
that antibiotics are not recommended as first-line treatment in
adults with clinically diagnosed ABRS.”®® Their review of 10 trials
found that irrespective of the treatment group, 47% of patients were
cured after 1 week and 71% after 2 weeks.?®° The investigators noted
that the potential benefit of antibiotics needs to be assessed in the
context of a high prevalence of adverse effects. This review did not
make recommendations for pediatric patients, patients with sup-
pressed immune system, and patients with severe disease.?” It is
important to caution that this was a review in the primary care
setting and many cases of ABRS are indeed viral in origin.*%°

Steroids in ABRS

Summary Statement 22: Use INSs for treatment of ARS as
monotherapy or with antibiotics. (Rec, B)

Most studies of INS use in ABRS treatment were reported in
subjects who were already on antibiotics, although there are some
data on INS use as monotherapy for the treatment of ABRS. A trial
comparing INS with placebo and amoxicillin in ABRS found that 200
ug of mometasone furoate twice daily improved symptoms
compared with placebo or amoxicillin.?®® A study with fluticasone
furoate and another with mometasone furoate showed similar
positive effects of INS monotherapy in ABRS, whereas 1 study with
budesonide did not show a benefit.?®’ 2% These studies show that
INS monotherapy may be an effective treatment option for un-
complicated ABRS. Potentially, the use of INS monotherapy may
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decrease the unnecessary use of antibiotics and thus lower the risk
of antibiotic-associated adverse effects and antimicrobial resistance.

Topical INSs are beneficial in ABRS when added to antibiotics.
Studies have shown a higher rate of clinical success and more rapid
recovery with the addition of INS to antibiotics in the treatment of
ABRS.?’%271 A Cochrane database review of the literature found 4
well-conducted randomized, placebo-controlled trials of INS as
monotherapy or as adjunctive therapy to antibiotics. The review
concluded that there may be a modest beneficial effect with INS in
the resolution or improvement of symptoms associated with ABRS.
Minor adverse effects such as epistaxis, headache, and nasal itching
were reported in these studies.”’> Another recent systematic re-
view and meta-analysis concluded that INSs offer a small thera-
peutic benefit in ABRS which may be greater with higher doses and
with courses of at least 21 days. Antibiotics and INSs were pre-
scribed in 5 of the 6 trials included in this review. Facial pain and
congestion were the individual symptoms most improved with
topical INS in this study.?”>

There are sparse data on the use of systemic corticosteroids in
the treatment of ABRS. A recent randomized, double-blinded, pla-
cebo-controlled trial comparing 30 mg/d of prednisolone or pla-
cebo for 7 days did not find systemic corticosteroid monotherapy to
be superior to placebo.?’* The most recent Cochrane database re-
view on the use of oral steroids in ABRS concluded that oral corti-
costeroids as adjunctive therapy to oral antibiotics are effective for
short-term relief of symptoms in ABRS. However, they also noted
that the data are limited and there was a significant risk of bias.?”

Adjunctive therapy with decongestants, antihistamines, and saline
in ABRS

A systematic review of antihistamines and decongestants in
common colds found that there is insufficient evidence to suggest
that antihistamines or decongestants are of benefit for the common
cold. Antihistamines may slightly alleviate rhinorrhea and sneez-
ing, but the overall benefit is minimal. Decongestants decrease
congestion over 6 to 10 hours, but there is no evidence to suggest
benefit for longer than 10 hours.>’®?”” Thus, there is little evidence
to suggest the use of antihistamines or decongestants in ABRS,
although they may help with symptoms. Topical decongestants,
when used for a short period, are of benefit in decreasing conges-
tion but can lead to rebound congestion if used for a longer term.

Nasal irrigation with saline is often used as adjunct treatment of
rhinosinusitis, but the evidence is limited. A recent Cochrane
database review of saline nasal irrigation for acute URTIs concluded
that the trials were too small and had too high a risk of bias to
support the use of nasal saline for acute upper respiratory in-
fections.”’® Although the evidence is limited, saline irrigation may
improve mucociliary clearance and provide symptomatic relief by
mechanically facilitating mucus removal.

Complementary treatment

Supplements such as zinc and vitamin C are extensively used in
the treatment of the common cold and ARS; however, the studies
don not show consistent benefit in treating ABRS.?’° Similarly,
herbal supplements are used for treatment of the common cold and
for ABRS. However, the evidence is often of poor quality and more
rigorous studies are necessary before conclusions can be drawn
about the effectiveness of herbal supplements in treating ABRS.?%°

CRS
Systemic antibiotics in CRS

Summary Statement 23: Clinicians should use systemic antibi-
otics for acute exacerbations of CRS. However, in some patients, this
may not be necessary. (Rec, C)

Antibiotic treatment for CRS is controversial because of a lack of
evidence from well-conducted clinical trials. Clinical trials that
specifically attempt to eradicate pathogens or that document
sterilization of sinus cavities are very limited. Eradication of
infection also depends greatly on whether sinus aeration and
adequate mucociliary clearance can be restored. A recent Cochrane
review identified only 1 RCT of antibiotics, the study of long-term
macrolide treatment (see below), but this study excluded non-
placebo comparison studies.’®' Since then, another RCT of long-
term macrolides was published, with negative results.’%?

Antibiotics are acknowledged as useful for acute exacerbations
of CRS.>'®4* The most appropriate patients with CRS for antibiotic
treatment are those with persistent purulent drainage. For patients
with persistent purulence despite previous antibiotics, obtaining a
sinus culture is strongly recommended.'®”

CRS without nasal polyps

A few nonplacebo-controlled comparison RCTs of systemic an-
tibiotics have been conducted for CRS. These studies have focused
on “CRS,” presumably more representative of CRSsNP than CRSwWNP.
Short-term treatment trials are defined as those no longer than 4
weeks in duration. In a study by Huck et al,*®> 56 patients with
ABRS, 25 patients with RARS, and 15 patients with CRS (maxillary
involvement) were randomized to receive 500 mg of cefaclor twice
a day or 500 mg of amoxicillin 3 times a day for 10 days. Clinical
improvement was reported in 86% of patients with ARS and 56% of
those with recurrent rhinosinusitis. No significant differences in
outcomes were noted in cefaclor- vs amoxicillin-treated patients.
The small number of patients with CRS precluded any meaningful
comparison of differences in outcome compared with patients
with recurrent or acute sinusitis. In a study by Legent et al,*%
amoxicillin-clavulanate was compared with ciprofloxacin. Treat-
ment lasted only 9 days; however, patients were evaluated 40 days
after treatment. Similar clinical cure and bacteriologic eradication
rates were found for the 2 treatments; however, in patients who had
a positive initial culture and who were evaluated 40 days after
treatment, ciprofloxacin had a higher cure rate (83.3% vs 67.6%, P =
.043) and fewer gastrointestinal side effects. In a study by Namy-
slowski et al,%®> patients with CRS or acute exacerbations of CRS
were treated with amoxicillin-clavulanate or cefuroxime acetyl for
14 days. The bacteriologic cure rates, defined as eradication of the
original pathogen with or without recolonization with nonpatho-
genic flora, were similar for the 2 treatments, although relapses
were more frequent in cefuroxime-treated patients.”®>

Although consensus documents on rhinosinusitis treatment
have historically included a recommendation for prolonged course
of antibiotic treatment in refractory cases, there is very little pub-
lished evidence to support this practice. In an open-label study of
adult patients with CRS refractory to previous antibiotic treatment,
Dubin et al?®® treated patients with 150 mg of clindamycin 3 times
a day (13 patients), amoxicillin-clavulanate (2 patients), or doxy-
cycline (1 patient) for 6 weeks and performed sinus CT scanning at
baseline and week 3 and week 6 of treatment. Improvement in the
Lund-Mackay score was noted after comparing baseline with week
6 (8.9 to 4.1).2% This improvement occurred between weeks 3 and
6 in 6 patients (38%).2%5° Only 1 of these 6 patients was recom-
mended for sinus surgery after the 6 weeks of treatment.>®® This
small study suggests some patients with CRSsNP may benefit from
prolonged antibiotic treatment. This may be especially relevant to
treatment of pediatric CRS, in which the histopathology is most
consistent with chronic infection.?87288

CRS with nasal polyps

Mucosal colonization with S aureus has been found in 64% of
patients with CRSWNP compared with roughly 30% of healthy
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subjects or patients with CRS.?® In addition, IgE directed against
staphylococcal superantigens have been found in the tissues of a
large percentage of patients with CRSWNP who had colonization.?®”
Given the substantial evidence for the presence of colonizing S
aureus producing superantigens in CRSWNP,>3%20 2 recent studies
assessed whether anti-staphylococcal antibiotic treatment could
ameliorate symptoms or decrease nasal polyp size.

Van Zele et al*®' conducted a randomized, double-blinded,
placebo-controlled trial to assess whether doxycycline could
decrease nasal polyp size and provide anti-inflammatory effects.
Doxycycline (200 mg on the first day followed by 100 mg once daily
for 20 days) caused a small but statistically significant decrease in
polyp size beginning at week 2 and persisting for 12 weeks.>”! A
significant decrease in nasal secretion of eosinophil cationic protein
also was found after 20 days of doxycycline treatment.’®! However,
doxycycline caused no statistically significant improvement in
nasal peak inspiratory flow rate.?"’

A placebo controlled study was performed by Schalek et al.>?% In
this study, 23 patients undergoing FESS who tested positive for S
aureus enterotoxin-producing strains were randomized to oral
anti-staphylococcal antibiotics (quinolone, amoxicillin-clavulanate
or cotrimoxazole) or placebo for 3 weeks.>?> The 2 groups were
compared preoperatively and at 3 and 6 months using endoscopic
scoring and the Sino-Nasal Outcome Test-22.2%% Slightly better re-
sults were found in the antibiotic group, but this difference did not
reach significance.?®> Doxycycline had a significant but small effect
on polyp size compared with placebo, which was present for the
length of the study (12 weeks).?*? Doxycycline showed a significant
effect on postnasal discharge but not on other CRS symptoms.>?

Long-term systemic macrolide antibiotics

Long-term use of macrolide antibiotics has been popularized by
reports suggesting that macrolides have anti-inflammatory ef-
fects.>”> However, clinical studies showing beneficial effects are
quite limited. These studies do not clearly differentiate effects in
CRSsNP or CRSWNP.

Ragab et al’*?* performed a prospective RCT of medical vs sur-
gical treatment of CRS. In this trial, 90 patients with CRSsNP or
CRSWNP were randomly assigned to medical vs surgical treatment.
All patients received an initial 6 weeks of medical treatment and
only patients remaining symptomatic after this treatment were
randomized into the study.>’* Medical treatment consisted of
erythromycin (500 mg twice daily for 2 weeks followed by 250 mg
twice daily for 10 weeks), alkaline nasal irrigation, and intranasal
corticosteroids for 12 weeks.?** Surgically treated patients received
a 2-week course of 500 mg of erythromycin twice daily, Dexa-
Rhinaspray, and alkaline nasal douches followed by a 3-month
course of fluticasone propionate intranasal spray (100 ug/d per
nostril) plus alkaline nasal douche. Patients in the medical and
surgical groups showed significant improvement, and no signifi-
cant differences in subjective and objective parameters of CRS were
found between groups.>>* The combined use of antibiotics with
nasal douches and INSs precludes any assessment of the effect of
long-term macrolides in this study.

The study by Wallwork et al*®®> was a randomized, placebo-
controlled investigation of 150 mg/d of roxithromycin vs placebo
for 12 weeks. Patients in the roxithromycin group showed a sta-
tistically significant change from baseline in Sino-Nasal Outcome
Test-20 score at 12 weeks, which was not seen in the placebo
group.’®® By using a “change from baseline” analysis, the roxi-
thromycin group also showed an improvement in saccharine
transit time and nasal endoscopy not observed in the placebo
group.>®® The statistical analysis in this study was unconventional
in that it evaluated the results of each study arm at study end
against respective values at baseline rather than a more

conventional comparison of the change from baseline in each arm
using an analysis of covariance model.>%®

In a study by Videler et al,’®> 60 patients with CRSSNP or
CRSWNP were randomized to receive azithromycin vs placebo at
500 mg/d for 3 days and then 500 mg weekly for 11 weeks. Multiple
clinical assessment tools were used, including symptom scoring,
the Short Form-36, rigid nasal endoscopy, peak nasal inspiratory
flow, and endoscopically guided middle meatus cultures. No sig-
nificant differences were found between groups at the end of
treatment.

Topical antibiotics in CRS

Summary Statement 24: Consider a 3- to 6-week course of
topical antibiotics for CRS. (Rec, C)

A recent systematic review of topical antimicrobials for CRS
concluded that there is some evidence for the use of antibiotic nasal
irrigations or nebulizations.”?® The highest level of evidence exists
for studies of postsurgical patients and culture-directed therapy.
CRS and acute exacerbations of CRS might conceivably benefit.
Most topical antibiotic studies have involved administration of
nebulized antibiotic for 3 to 6 weeks in prospective observational
studies only rather than double-blinded or placebo-controlled
studies.??”?%8 Excellent to good improvement was reported in
82% of cases. Endoscopic improvement and an increase in infection-
free interval after treatment were reported in another study.’®
Recent examples include the study of mupirocin irrigations for
patients with refractory CRS with culture-proven S aureus infec-
tion.>*° Topical irrigation with 80 mg/L of gentamicin or tobramycin
also can be useful for this purpose.’° Most studies reported a low
rate of side effects. Twice-daily irrigation with gentamicin for 3 to
15 weeks caused low but measurable systemic absorption, with
blood levels ranging from 0.3 to 0.7 mg/mL>°" Sensorineural
hearing loss was noted in 23% of patients with CF who had used
frequent irrigations.>°> Topical aminoglycosides should be used
with caution and for a defined treatment period. Topical antibiotics
can be administered with or without a nebulizer.

Intravenous antibiotics for CRS

Intravenous antibiotics have been used in the treatment of CRS;
however, the studies have been conflicting. In an observational
cohort, Anand et al*°® reported improvement in symptom scores;
however, the study was underpowered and no comparator group
was included. In a retrospective chart review of patients with CRS
treated with intravenous antibiotics for an average of 4.8 weeks,
only 29% of patients had disease resolution and there was an 89%
relapse rate.>** There are also potentially serious complications
associated with intravenous antiobiotics.>°> A recent evidence-
based review recommended against the use of intravenous anti-
biotics for uncomplicated CRS.>%°

Combination therapy with systemic antibiotics and systemic
steroids for CRS

Summary Statement 25: Consider the use of systemic antibiotics
plus a short course of oral steroids in the treatment of CRS. Greater
benefit with antibiotics has been reported in CRSsNP than in
CRSWNP. (Rec, A)

Oral steroids have been used as an adjunct to antibiotic or INS
for treatment of CRSsNP in limited studies. These studies reported
improved CRS outcomes after treatment. Subramanian et al*®’
performed a retrospective chart review of 40 patients with CRS
who were treated with antibiotics for 4 weeks plus 20 mg of
prednisone twice daily for 8 to 10 days. The study population
consisted of patients with CRSSNP and CRSwWNP. Thirty-six of the 40
patients showed symptomatic and/or radiographic improvement
after the medical regimen. Twenty-six patients had sustained
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Table 6

Recommendation for induction of aspirin drug tolerance (aka aspirin desensitization)***°3>2

Assessment and FEV; >70% predicted on day of procedure (if outpatient)®
premedication (<1 wk
before procedure)
start or continue leukotriene modifier therapy
start or continue treatment with high-dose inhaled corticosteroid and long-acting $-agonist if poorly controlled asthma (may
continue current asthma medication if asthma is well controlled)
systemic steroid burst if low FEV; or bronchial instability
if receiving maintenance systemic steroids, consider doubling daily dose (if on alternate-day steroids, change to daily dose)
discontinue oral antihistamines and decongestants 48 h procedure®

Protocol®
Cumulative time (h) Aspirin dose (mg)
0 20.25
1.5¢ 40.5°
3.0 60.75
4.5 81
6.0 101.25
7.5 162.5
9.0 325
10.5 650°

Abbreviation: FEV,, forced expiratory volume in 1 second.

20Once a patient is diagnosed with aspirin-exacerbated respiratory disease, there are 2 choices. The patient is advised to completely avoid cyclooxygenase-1 inhibitors or to
consider aspirin desensitization and continuous aspirin therapy. Patients with aspirin-exacerbated respiratory disease in whom aspirin desensitization should be considered
include those who have suboptimal control with currently available pharmacologic therapy, those who have required multiple polyp removal surgeries, those who require
frequent or daily systemic steroids to control nasal or asthma symptoms, and those who require aspirin or other nonsteroidal anti-inflammatory drugs for other coexisting
disease, such as cardiovascular disease or arthritis. Contraindications to aspirin desensitization include pregnancy, unstable asthma, gastric ulcers, and bleeding disorders.
PThe patient’s asthma should be optimized and stable. An FEV; <70% predicted warrants conducting this procedure in an inpatient setting. Inpatient desensitization also
should be used for patients with risk factors such as recent myocardial infarction or §-blocker use.

“Discontinue antihistamines and decongestants before the challenge so that a naso-ocular reaction can be observed and aspirin sensitivity can be confirmed.

dBefore the procedure, document informed consent and advise the patient it may take several days to complete (often 2 days). The patient should understand that there may
be a severe exacerbation of asthma, and that if aspirin is stopped for longer than 48 hours, the desensitization procedure will need to be repeated. If the procedure is performed
over 2 days, the first dose given on day 2 should be the highest tolerated dose the patient received on day 1. Throughout the procedure, FEV; and clinical assessment should
occur every 90 minutes and with symptoms. Intravenous access, emergency resuscitation equipment (including nebulized $-agonists and intramuscular epinephrine), and
medical supervision also should be present.

¢Dosing interval may be extended to 3 hours based on individual patient characteristics. An alternative protocol, involving use of Alka-Seltzer, is shown in Table 7.
fReactions will likely occur with early doses, usually 40.5 to 60.75 mg. The average time to reaction is 1 to 2 hours after the last dose. Treat reactions. After the patient is
completely stabilized (but not <3 hours after the last dose), the provoking dose can be repeated. When the provocation dose is tolerated, dose escalation may continue. A
persistent decrease in FEV, greater than 15%, with or without associated symptoms, lasting longer than 3 hours despite therapy, is an indication to discontinue the desen-
sitization process for the day. If nasal, gastrointestinal, or cutaneous reactions occur on day 1, pretreat with histamine-1 and histamine-2 receptor antagonists for the
remainder of the procedure.

2After successful desensitization, the patient should continue taking 650 mg twice daily, but tapering of the dose can be attempted if the patient is doing well 6 months after
desensitization. Some patients may require only 325 mg twice or once a day to maintain improvement. If the need for higher-dose aspirin or another nonsteroidal anti-

inflammatory drug is likely, continue maintenance with at least 325 mg/d.

symptomatic benefit beyond 8 weeks of the initial treatment. Using
a log-rank test to compare rates of sinusitis relapse, patients with
CRSwWNP or a history of sinus surgery were more likely to develop
relapse within 8 weeks. In contrast, atopy, asthma, and persistent
obstruction of the ostiomeatal unit were not associated with early
relapse.

The highest level of evidence comes from a prospective case
series>®® and a recently published double-blinded, placebo-
controlled trial in children.>*® In the latter study, children were
randomized to receive amoxicillin-clavulanate in combination with
either methylprednisolone (MP) or matching placebo. The
amoxicillin-clavulanate plus MP treatment arm was superior in
decreasing radiographic extent of disease and alleviating
symptoms.

Glucocorticoids in CRS

Systemic glucocorticoids

Summary Statement 26: Consider a short course of oral steroids
for treatment of CRSsNP. (Rec, C)

Summary Statement 27: Use short-term treatment with oral
steroids in CRSWNP because it decreases polyp size and alleviates
symptoms. (StrRec, A)

CRS without nasal polyps
In a retrospective series of children with CRS, oral glucocorti-
coids alone, but not antibiotics alone, led to significant radiologic

improvement.’'? Lal et al®'" performed a systematic review of oral
glucocorticoids for CRSsNP and reported symptom resolution in
54% of patients with CRSsNP vs 51% of patients with CRS in general.

CRS with nasal polyps

A brief course of oral glucocorticoids is popularly used to relieve
CRS symptoms and decrease nasal polyps (“medical polypectomy”).
Treatment usually results in clinical improvement and transient
improvement in sense of smell, although the duration of clinical
benefit is variable and may decrease with repeated courses (expert
opinion). A systematic review of oral glucocorticoids for CRSWNP
found only 1 randomized trial that met the inclusion criteria.>'? In
this trial, 60 adult patients with severe nasal polyps were randomly
assigned to receive oral prednisone (2-week taper starting at 30
mg/d for 4 days with a 5-mg decrease every 2 days) or no steroid
treatment for 2 weeks.>'> The prednisone-treated patients showed
significant improvement in symptom scores and polyp size at 2
weeks compared with 18 patients who received placebo.’’®

Hissaria et al>'* performed a randomized double-blinded, pla-
cebo-controlled trial with 20 subjects per group. The group
receiving prednisolone treatment (50 mg/d for 14 days) was asso-
ciated with improvement in rhinosinusitis outcome measurement
scores, a decrease in polyp size, and improvement in the extent of
sinus disease at MRI. Other studies have reported the benefit of
prednisone given over a 2-week period (30 mg/d for 4 days fol-
lowed by a 2-day decrease of 5 mg) followed by INSs for 10
weeks.>®
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Table 7
Alternative Protocol for Induction of Aspirin Drug Tolerance (aka Aspirin Desensi-
tization)® using Alka-Seltzer**° 3

Assessment and premedication
(<1 wk before procedure)

FEV; >70% predicted on day of procedure
(if outpatient)”

start or continue leukotriene modifier therapy

start or continue treatment with high-dose
inhaled corticosteroid and long-acting
(-agonist if poorly controlled asthma
(may continue current asthma medication
if asthma is well controlled)

systemic steroid burst if low FEV; or bronchial
instability

if receiving maintenance systemic steroids,
consider doubling daily dose (if on
alternate-day steroids, change to daily dose)

discontinue oral antihistamines and
decongestants 48 h before procedure®

dissolve 325 mg of Alka-Seltzer (regular
strength) in 65 mL of water (alternatively,
dissolve 500 mg of Alka-Seltzer Extra
Strength in 100 mL of water)

Prepare 5-mg/mL mixture of
water and Alka-Seltzer

Protocol®
Cumulative time (h) Aspirin dose (mg) in mixture (mL)
0 5(1)
1° 25 (5)
25 80 (16)"
4 160 (32)2
5.5 325 (65)"
7 650'

Abbreviation: FEV, forced expiratory volume in 1 second.

20nce a patient is diagnosed with aspirin-exacerbated respiratory disease, there are
2 choices. The patient is advised to completely avoid cyclooxygenase-1 inhibitors or
to consider aspirin desensitization and continuous aspirin therapy. Patients with
aspirin-exacerbated respiratory disease in whom aspirin desensitization should be
considered include those who have suboptimal control with currently available
pharmacologic therapy, those who have required multiple polyp removal surgeries,
those who require frequent or daily systemic steroids to control nasal or asthma
symptoms, and those who require aspirin or other nonsteroidal anti-inflammatory
drugs for other coexisting disease, such as cardiovascular disease or arthritis. Con-
traindications to aspirin desensitization include pregnancy, unstable asthma, gastric
ulcers, and bleeding disorders.

PThe patient’s asthma should be optimized and stable. FEV; <70% predicted war-
rants conducting this procedure in an inpatient setting. Inpatient desensitization
also should be used for patients with risk factors such as recent myocardial
infarction or §-blocker use.

“Discontinue antihistamines and decongestants before the challenge so that a naso-
ocular reaction can be observed and aspirin sensitivity can be confirmed.

dBefore the procedure, document informed consent. The patient should understand
that there may be a severe exacerbation of asthma, and that if aspirin is stopped for
longer than 48 hours, the desensitization procedure will need to be repeated.
Throughout the procedure, FEV; and clinical assessment should occur every 90
minutes and with symptoms. Intravenous access, emergency resuscitation equip-
ment (including nebulized §-agonists and intramuscular epinephrine), and medical
supervision also should be present.

®Dosing interval may be extended to 3 hours based on individual patient
characteristics.

fInstead of the mixture of Alka-Seltzer and water, the clinician may consider admin-
istering 1 81-mg tablet of aspirin for this step. Reactions to aspirin tend to occur with
early doses, usually 40.5 to 60.75 mg. The average time to reaction is 1 to 2 hours after
the last dose. Treat reactions. After the patient is completely stabilized (but not <3
hours after the last dose), the provoking dose can be repeated. When the provocation
dose is tolerated, dose escalation may continue. A persistent decrease in FEV; greater
than 15%, with or without associated symptoms, lasting longer than 3 hours despite
therapy, is an indication to discontinue the desensitization process for the day. If nasal,
gastrointestinal, or cutaneous reactions occur on day 1, pretreat with histamine-1 and
histamine-2 receptor antagonists for the remainder of the procedure.

®Instead of the mixture of Alka-Seltzer and water, the clinician may consider
administering 2 tablets of aspirin containing 81 mg each (total 162 mg) for this step.
Mnstead of the mixture of Alka-Seltzer and water, the clinician may consider
administering 1 325-mg tablet of aspirin for this step.

iAdministered as 2 tablets of aspirin containing 325 mg each (total 650 mg). After
successful desensitization, the patient should continue taking 650 mg twice daily, but
tapering of the dose can be attempted if the patient is doing well 6 months after
desensitization. Some patients may require only 325 mg twice or once a day to
maintain their improvement. If the need for higher-dose aspirin or another nonste-
roidal anti-inflammatory drug is likely, continue maintenance with at least 325 mg/d.

In an open-label study, patients with severe nasal polyps
received oral prednisone (n = 60) or no steroid treatment (control
group, n = 18) for 2 weeks.>' Treatment with prednisone consisted
of 2-week taper starting at 30 mg/d for 4 days with a 5-mg decrease
every 2 days followed by intranasal budesonide (400 mg twice
daily) and showed significant improvement in symptom scores and
polyp size at 2 and 12 weeks compared with 18 patients who
received placebo.®"® In clinical practice, topical steroids are often
begun simultaneously with oral steroids. The British rhinosinusitis
guidelines suggest prednisolone (0.5 mg/kg each morning for 5—-10
days) accompanied by instillations of betamethasone nasal drops
(not approved or available in the United States).!%

An MP treatment arm was included in a recent doxycycline trial
for CRSWNP.>°! In this trial, MP treatment alone significantly
decreased nasal polyp size compared with placebo.

Steroid nasal sprays (INSs) and steroid sinus irrigations
Summary Statement 28: Use INS (sprays and aerosols) for the
treatment of CRSWNP and CRSsNP. (StrRec, A)

Intranasal corticosteroids (sprays and aerosols) for CRSSNP

Intranasal corticosteroids have been studied in CRSsNP. The
studies vary in whether they included patients with previous sinus
surgery. A meta-analysis of 5 published studies was reported in the
European Position Paper on rhinosinusitis and nasal polyps 2012
document.”®3"7=321 This analysis included the study by Lavigne
et al’'” and Furukido et al®>'® using topical steroid delivery to the
sinuses but did not include other studies for various reasons,
including lack of a placebo control group>?' or lack of an INS-only
treatment arm.>??>>?3 It is not clear why the studies of Qvarnberg
et al,>** Parikh et al,>'° Dijkstra et al,>*> Hanson et al,**® and Mosges
et al’’/ were not included in this analysis. The meta-analysis
concluded that “topical” steroid treatment was effective for
CRSsNP, but it is important to point out that 2 of the 5 studies
reviewed involved instillation of steroid into the sinuses.”® INSs per
se have not been consistently effective in CRSsNP. Adequacy of
delivery of INSs to the sinuses is a significant factor affecting the
efficacy of INSs in CRSsNP (see discussion of topical steroid in-
stillations below).

Intranasal steroids (sprays and aerosols) for CRSWNP

Intranasal steroids (sprays and aerosols) have been extensively
studied as a treatment for CRSWNP, with studies dating to 1975.
Several different INSs have been shown to be effective at decreasing
nasal polyp size or preventing the regrowth of nasal polyp after
surgical removal, including (in alphabetic order) beclomethasone
diproprionate, budesonide, ciclesonide, flunisolide, fluticasone
furoate, fluticasone propionate, mometasone furoate, and triam-
cinolone acetonide. None of the studies compared one INS to
another. The published studies have consistently shown INS to be
superior to placebo for improving nasal patency, lessening nasal
symptoms, decreasing polyp size, and improving QOL when used
for 1 to 12 months; however, the magnitude of effect is variable and
not seen in all studies (eg, Keith et al’?®). Furthermore, the extent to
which use of INS prevents the need for sinus surgery or regrowth of
nasal polyps is still not well established.>>° Some studies have
shown superior results from the use of higher doses of INS.>>0—332

Steroid sinus instillations or drops

Topically applied corticosteroids have been studied as a means
of improving the therapeutic efficacy of corticosteroids for CRSWNP.
These studies compared topical corticosteroid treatment with
placebo, not with intranasal treatment. The studies were mixed
with respect to prior sinus surgery.
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Steroid sinus instillations or drops for CRSSNP

Two studies of topical steroid irrigations (rinses) for CRSSNP
have been conducted, both of which showed a benefit from topical
steroid instillation through a catheter.>'7318

Steroid sinus instillations or drops for CRSWNP

Topically applied steroid instillations also have been studied as a
treatment for CRSWNP. Three studies showed a beneficial effect of
topically applied steroids on polyp size>>*3333* and 1 showed
improvement in patient QOL.>*> The study by Keith et al>*® showed
a nonsignificant decrease in nasal polyp size but improvement in
nasal blockage and peak nasal inspiratory flow. The study by
Ehnhage et al*>® found no benefit from topically applied steroids. In
this study, patients underwent FESS at week 5 after initiation of
fluticasone propionate nasal drops or placebo, after which the
treatment was continued another 5 weeks. It is possible that the
effects of fluticasone propionate nasal drops were masked by FESS
in this study. In the study by Aukema et al,>>* topically delivered
fluticasone propionate was superior to placebo at improving
disease-specific symptoms and grading of nasal polyp severity us-
ing a visual analog scale score. The duration of this study was 12
weeks, and treatment was unassociated with significant systemic
toxicity. The primary outcome measurement in this study was the
physician’s assessment of the need for sinus surgery. Treatment
with fluticasone propionate nasal drops was associated a decreased
need for sinus surgery (from 78% to 52%).

Topical steroid instillations and/or drops are not approved by
the FDA in the United States.

Saline irrigations

Summary Statement 29: Use nasal saline irrigation as an
adjunctive treatment for the therapy of CRS. (Rec, A)

Nasal saline irrigation is used as an adjunct treatment of CRS. It
has been shown to improve QOL and decrease infections and
medications.>*’ >3 A Cochrane Database review evaluating the
efficacy and safety of nasal saline irrigation concluded that saline
irrigations are well tolerated and that saline is beneficial for
symptoms of CRS as a sole modality and as an adjunct to treat-
ment.>3 There also was some evidence that hypertonic saline may
be better than isotonic saline.**®

Although generally considered safe, 2 deaths in the United
States related to Naegleria fowleri were reported in individuals us-
ing nasal irrigation with Neti pots. Naegleria fowleri, present in
unboiled or otherwise unsterilized water, causes the fatal brain
infection primary amoebic meningoencephalitis.>*°

Distilled or boiled tap water is the safest way of mixing the
solution for saline irrigation and patients should be instructed on
cleaning the device to prevent bacterial contamination.*!

The optimal delivery method for saline irrigation is not clear.
Studies have suggested that squeeze bottles may provide the best
delivery to sinuses and are superior to saline sprays, nebulizers, or
low-pressure devices, such as the Neti pot.>39342

Antihistamines

Summary Statement 30: Consider antihistamines for treatment
of symptoms associated with AR in patients with coexistent CRS.
(Opt, D)

Patients with underlying AR also might benefit from a daily,
nonsedating second-generation antihistamine, particularly if
sneezing and rhinorrhea are present.’® Allergen remediation
measures in the home or workplace and specific allergen immu-
notherapy to decrease sensitivity to specific allergens can help
lessen mucosal edema over time.

a-Adrenergic decongestants

Summary Statement 31: Neither oral nor topical de-
congestants are beneficial for maintenance treatment of CRS.
(Opt, D)

Long-term use of oral decongestants is generally not recom-
mended for maintenance treatment because of concerns about
increasing blood pressure and lack of supportive clinical evidence.
Topical decongestants can be considered for short-term and
possibly for intermittent or episodic therapy of nasal congestion
but are inappropriate for regular daily use because of the risk of
development of rhinitis medicamentosa.>**

Leukotriene modifiers

Anti-leukotriene agents have been used as an adjunct to topical
glucocorticoids in the treatment of CRSWNP.>44 346 A small ran-
domized trial reported a modest benefit of montelukast after 1
month for health-related QOL but not for nasal eosinophil cationic
protein levels or polyp size.>** Montelukast also was shown to
afford a modest symptomatic benefit over placebo (significantly
less headache, facial pain, and sneezing) when given as an
adjunctive therapy to oral prednisolone and budesonide nasal
spray.>*® In patients with aspirin-intolerant asthma, montelukast
blocked the increase in nasal airway resistance and decrease in
nasal volume induced by intranasal lysine-aspirin, whereas the
nasal reaction to lysine-aspirin remained unchanged with pla-
cebo.>* It is unclear whether the 5-lipoxygenase inhibitor zileuton
is any more effective than cysteinyl leukotriene D4 receptor
blockers (eg, montelukast or zafirlukast) for treatment of nasal
polyps. Leukotriene-modifier drugs are useful to help protect
against significant aspirin-induced bronchospasm during aspirin
desensitization.>*8

Pharmacologic induction of aspirin drug tolerance (aka aspirin
desensitization)

Summary Statement 32: Consider aspirin desensitization fol-
lowed by aspirin therapy in patients with AERD that is refractory
to other medical therapy. (Rec, C)

A subgroup of patients with CRSWNP and asthma note worsening
respiratory symptoms with aspirin and nonsteroidal anti-
inflammatory drug ingestion and have been classified as having
Samter triad or AERD. Management of patients with AERD involves
avoidance of aspirin and other nonsteroidal anti-inflammatory
drugs and aggressive medical and/or surgical treatment of under-
lying asthma, rhinitis, and rhinosinusitis. A pharmacologic induction
of a drug-tolerance procedure, also called aspirin desensitization,
during which tolerance to aspirin is induced and maintained, is a
potential therapeutic option for patients with AERD. This procedure
consists of administration of incremental oral doses of aspirin over 1
to 2 days until a dose of 650 mg of aspirin can be taken without
adverse reaction (Tables 6, 7).24%3°07352 Although 650 mg twice a
day is the optimal initial dose, lower doses such 325 mg twice a day
also may be effective.>*® The desensitization procedure may be
conducted in an outpatient setting, particularly if the patient’s FEV,
exceeds 70% predicted. The procedure requires frequent monitoring
with spirometry in an observational setting with trained staff.
Coexistent asthma needs to be optimized with medications,
including INSs, long-acting (-agonists, and leukotriene inhibitors,
before the procedure.>>*>*>* Initiation of a proton pump inhibitor
and misoprostol may be considered, based on patient preference.>”
Recently, a modified oral aspirin desensitization protocol using
intranasal ketorolac followed by rapid oral aspirin challenge was
published. This protocol decreased the duration of the desensitiza-
tion process and was safer compared with standard oral aspirin
desensitization protocols.>>®
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Induction of drug tolerance of patients with AERD may be
appropriate if aspirin is therapeutically necessary or if the respi-
ratory disease is poorly controlled with medical and/or surgical
treatment. Aspirin desensitization therapy improves clinical out-
comes for upper and lower respiratory tract disease.>’ >°° There is
a documented decrease in asthma-related hospitalizations, emer-
gency department visits, and medication use with aspirin desen-
sitization. In addition, improvements in asthma symptom scores
and sinus disease and symptoms including sense of smell have
been noted. During long-term aspirin desensitization, urinary
leukotriene E4 is lowered to baseline levels, leukotriene C4 and
histamine in nasal secretions disappear, bronchial responsiveness
to leukotriene E4 is greatly decreased, and cysteinyl leukotriene
receptor-I expression decreases on respiratory cells.>®0—>64

Zileuton, a 5-lipoxygenase inhibitor, has been studied as add-on
therapy in 40 patients with AERD. This addition resulted not only in
alleviation of asthma but also in return of smell, less rhinorrhea, and
a trend toward less stuffiness and greater nasal inspiratory flow.>%°

Antifungal drugs

Summary Statement 33: Realize that neither topical antifungals
(sprays and irrigations) nor systemic terbinafine are beneficial for
treatment of CRS. (Rec, A)

Antifungal treatment for CRS is predicated on studies showing
that (1) fungal hyphae colonize the mucus of a large percentage of
patients with CRS*°%367 and (2) that patients with CRS may show a
systemic immune hyperresponsiveness to common inhalant fungi,
such as Alternaria species, as evidenced by activation of peripheral
blood T lymphocytes to produce IL-5, IL-13, and interferon-vy.>%8
However, some studies have failed to confirm the latter
observation.>%°

A double-blinded, placebo-controlled trial of topical ampho-
tericin B involving 24 patients treated for 6 months produced a
small but statistically significant improvement in sinus mucosal
thickening.>’° However, a subsequent double-blinded, placebo-
controlled trial in Europe involving 116 patients treated for 3
months failed to show efficacy over placebo.>’! Suboptimal delivery
of a topical antifungal medication to affected sinus areas is a po-
tential explanation for failure of antifungal treatment. However, a
study of oral terbinafine given at a dose of 625 mg/d vs placebo also
failed to show efficacy in symptomatic or radiographic improve-
ment for the treatment of CRS in a 12-week RCT of 56 patients.>”
There are no other studies of systemic antifungal treatment for
CRS. In summary, the published clinical trials of antifungal treat-
ment failed to show benefit of antifungal treatment and fall short of
providing compelling proof for the “fungal hypothesis” of CRS
pathogenesis. Potential limitations of these trials include that (1)
the studies enrolled patients with CRS without regard to the
presence or absence of nasal polyps (it is unknown whether fungi
might play a greater role in CRSWNP than in CRSwWNP), (2) the
antifungal trials involved a very crude quantification of “fungal
burden” in the sinus mucus and did not confirm whether antifungal
treatment actually eradicated colonization, (3) the degree of sys-
temic immune hyperresponsiveness to fungi was not assessed

Table 8
Indications for referral to a specialist (allergist and/or otolaryngologist)

before treatment, and (4) the studies involving antifungal rinses did
not assess how well the antifungal drug actually rinsed the sinuses.

Biologic therapy with anti—IL-5

Summary Statement 34: Clinicians should be apprised that,
although not approved for commercial use, anti—IL-5 monoclonal
antibody (reslizumab or mepolizumab) has shown benefit in
treatment of CRSWNP. (Rec, B)

Gevaert et al*”? performed a phase I, double-blinded, placebo-
controlled RCT of a single-dose treatment with reslizumab at 3 or 1
mg/kg or placebo. In this study, nasal polyp score was only signif-
icantly decreased in the 1-mg/kg reslizumab treatment group at
week 12. In contrast, peripheral blood eosinophil numbers and
concentrations of eosinophil cationic protein in serum and nasal
secretions were decreased up to 8 weeks in the 2 active treatment
arms. Individual nasal polyp scores improved in only 50% of treated
patients for 4 weeks (“responders”). Responders had increased IL-5
concentrations in nasal secretions at baseline compared with
nonresponders.

Gevaert et al*’* conducted a double-blinded, placebo-cotrolled
RCT of mepolizumab as a treatment for CRSWNP in patients deemed
“refractory” to corticosteroid therapy (defined only insofar as to
indicate that patients “must have had failure of standard care for
CRSWNP”). In this study, patients received active treatment (n =
20), consisting of 2 single intravenous injections (28 days apart) of
750 mg of mepolizumab, or placebo (n = 10) over an 8-week
period. Mepolizumab treatment was associated with a significant
decrease in nasal polyp size lasting at least 1 month after dosing in
12 of the 20 patients (P = .028 vs placebo). This study found no
relation between mepolizumab response and nasal IL-5 levels.

Biologic therapy with anti-IgE (omalizumab)

Summary Statement 35: Consider anti-IgE (omalizumab) for
treatment of CRSWNP. (Rec, C)

A 2010 RCT by Pinto et al'?/ did not find a significant effect when
patients with CRS were treated with omalizumab, but 2 recent
studies have suggested a benefit.'”® Gevaert et al'?® conducted a
double-blinded, placebo-controlled RCT of omalizumab as a treat-
ment in patients with CRSWNP and comorbid asthma. Allergic and
nonallergic patients with CRSWNP and asthma were included. Pa-
tients received 4 to 8 (subcutaneous) doses of omalizumab (n = 16)
or placebo (n = 8) based on standard dosing guidelines (based on
serum IgE level and body mass). Omalizumab treatment was
associated with a significant decrease in total nasal endoscopic
polyp scores after 16 weeks compared with placebo. This decrease
was confirmed by sinus CT scoring (Lund-Mackay score) and was
irrespective of the presence of allergy. Omalizumab also alleviated
airway symptoms (nasal congestion, anterior rhinorrhea, loss of
sense of smell, wheezing, and dyspnea) and QOL scores. It should be
considered after failure of medical and surgical treatment.

Surgical treatment of rhinosinusitis

Summary Statement 36: Consider antral puncture and irrigation
in the management of acute ethmomaxillary rhinosinusitis

When the condition or its treatment is interfering with a patient’s performance or causing significant loss of school or work on a long-term or recurrent basis or when the

patient’s quality of life is significantly affected

When there are significant comorbidities of rhinosinusitis, such as otitis, asthma, bronchiectasis, nasal polyps, or bronchitis

When there are complications of acute rhinosinusitis, such as orbital cellulitis or orbital abscess and/or brain abscess

When there is consideration for an allergic or immunologic basis for rhinosinusitis or when immunocompetence needs to be assessed

When the condition becomes chronic, persists for several months, or recurs 2 to 3 times per year, despite treatment by primary care physician

When there is the need for complex pharmacology to treat recalcitrant infections caused by underlying allergies, allergic fungal rhinosinusitis, or resistant pathogens or for

treatment of aspirin-exacerbated respiratory disease
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Table 9
What the specialist should provide to the referring physician

Clarification of allergic, immunologic, or nonallergic causative basis for patient’s condition
Assessment of nasal and sinus outflow tract anatomy, evaluation for persistent inflammation, and assessment of the contribution of these factors in the causation of

rhinosinusitis

Assistance in developing an effective treatment plan, including patient education, allergen avoidance, pharmacotherapy, anti-infectious therapy, and immunotherapy

Evaluation for associated conditions, such as asthma and immunodeficiency
Surgical treatment by otolaryngologist if medical therapy fails

refractory to medical therapy or in ABRS in an immunosuppressed
patient in whom early identification of pathogenic organisms is
paramount. (Rec, D)

Summary Statement 37: Consider ostial dilatation with a
balloon in a small sub-segment of patients with medically unre-
sponsive ABRS, especially those with early or localized disease.
(Rec, D)

Summary Statement 38: Endoscopic surgical intervention is
required in ABRS to provide drainage when there is a significant
risk of intracranial complication or in a patient with visual
compromise or periorbital or intraorbital abscess. (Rec, C)

Summary Statement 39: Consider endoscopic surgical inter-
vention as an adjunct to medical treatment in patients with CRS
that is poorly responsive to medical therapy. (Rec, C)

The surgical approach to sinus disease underwent a significant
change in the latter part of the 20th century as a result of the
widespread use of nasal endoscopy, improved imaging, and
renewed insights into sinus physiology and pathophysiology. The
middle meatus and the ethmoid sinuses were recognized as
important factors in the persistence of frontal and maxillary
sinusitis.>’> This region was termed the ostiomeatal complex in
recognition of the importance of this drainage area to disease in the
dependent sinuses.>?7°

Current knowledge continues to indicate that limited and
localized inflammation within the ostiomeatal complex may cause
or exacerbate disease within the dependent sinuses.>’” There is
also evidence that the underlying bone may become involved in the
area of disease and that the inflammation may spread through the
bone to adjacent areas. This bone involvement may explain why
medical therapy alone may not resolve CRS in some patients and
why surgical intervention is sometimes required. Surgery also
provides access for topical therapy aimed at the bacterial biofilms
that have been implicated in the persistence of CRS.>”8379

Thus, surgical therapy is typically directed toward removing
mucosal disease and the involved bone within the ethmoid sinuses
and sinus ostia under endoscopic visualization (FESS). During sur-
gery, significant attention should be paid to mucoperiosteal pres-
ervation and the avoidance of bone exposure to minimize the risk
of delayed healing and improve ciliary regeneration.>%°

After surgical intervention, most patients with bacterial rhino-
sinusitis have marked improvements in disease-specific symp-
toms.>®! However, frequently, endoscopic and radiologic evidence
of asymptomatic disease persists, requiring local debridement and
continued long-term medical therapy.>®? Eventually, with proper
ventilation and appropriate local and systemic therapy, residual
endoscopic evidence of chronic inflammation seems to slowly

Table 10
Indications for surgical intervention

resolve in many patients.>®> Such local therapy may include saline
nasal irrigations, steroid or antibiotic nasal irrigations, or, more
recently, the use of steroid-eluting stents, which slowly release
topical nasal steroids within the cavity over time.>43%>

Evaluation for surgery
Acute bacterial rhinosinusitis

In ABRS the necessity for surgery is usually predicated by a
threatened complication or by symptoms unresponsive to medical
therapy.

Chronic rhinosinusitis

In CRS, patient evaluation should include a careful history and
evaluation for environmental and general host factors that might
predispose to rhinosinusitis, in addition to evaluation of the local
host factors within the sinuses and ostiomeatal complex. There also
should be demonstrated failure to resolve on medical therapy. It is
important that patients with environmental allergies and envi-
ronmental exposures have these controlled in conjunction with
surgical intervention whenever this is possible. Surgical interven-
tion exposes virgin mucosa to nasal airflow and thus potentially
allows initiation of the inflammatory process at a new site.
Although there has been some controversy about the influence of
continued smoking after surgical intervention, at least 1 study has
indicated that this is a major factor in persistent disease.>%°

Surgery is typically required for fungal rhinosinusitis. Fungus
balls, typically within the maxillary or sphenoid sinuses, AFRS, and
invasive fungal sinusitis generally require surgical intervention.
Because the radiographic and endoscopic appearance of unilateral
polypoid disease may frequently be the result of fungal disease or
tumor (eg, inverted papilloma), biopsy examination should be
considered in these patients. Rhinosinusitis of dental origin also
typically presents as unilateral disease.>®” Such patients typically
require endoscopic surgical intervention for sinus drainage and
management of the underlying dental cause, typically an apical
abscess or infected dental implant, for resolution of the disease.

Surgical approaches

Endoscopic approaches have generally become the surgical
standard of care for CRS. However, open surgical procedures may
still be required in rare situations. Given the markedly improved
safety of general anesthesia and rapid recovery after total intrave-
nous anesthesia, endoscopic sinus surgery is typically performed

When nasal polyps obstruct sinus drainage or cause significant nasal congestion and persist despite appropriate medical treatment
When there is recurrent or persistent infectious rhinosinusitis despite adequate trials of medical management that at least includes topical nasal steroids and nasal irrigations;
in many cases, >1 course of antibiotics is required, chosen to cover the spectrum of pathogens anticipated to be causing the disease, and a course of oral steroids may be

considered if there is no contraindication

For biopsy of sinonasal tissue to rule out granulomatous disease, neoplasm, ciliary dyskinesia, or fungal infections

When maxillary antral puncture is required (eg, as for culture-directed therapy)

When anatomic defects obstruct the sinus outflow tract, particularly the ostiomeatal complex (and adenoidal tissues in children)
For rhinosinusitis with threatened complications (eg, threat of brain abscess, meningitis, cavernous sinus thrombosis, or frontal bone osteomyelitis)
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under total intravenous anesthesia, although local anesthesia is a
viable alternative.’”

In part, the migration toward general anesthesia also has been
spurred as a result of the recognition of the importance of carefully
removing disease and meticulously preserving the mucoperiosteum,
thus increasing the length of carefully performed surgical pro-
cedures. In most cases, surgery is performed on an outpatient basis,
but patients with significant underlying medical conditions may
require overnight observation. Endoscopic surgical procedures are
carried out through the nostril under endoscopic visualization and
do not involve external incisions. The extent of the surgical dissec-
tion is dictated by the amount and location of disease identified by
preoperative sinus CT and by findings during the surgical procedure.
There are different opinions regarding the extent of surgery that
should be performed, ranging from a very minimal procedure or
balloon dilatation of the affected ostia, to very complete opening of
all the sinuses. However, the standard teaching for the functional
endoscopic approach is that the surgical procedure should extend
beyond the margins of the ostiomeatal disease and the inflamed
boney partitions should be removed. Although symptomatic
improvement from balloon dilation has been well documented, in
general, patients selected for this approach have only minor disease,
a significant proportion of which might be amenable to medical
therapy alone. Conclusions regarding long-term resolution of dis-
ease with minimal interventional approaches remain unproved.
With endoscopic sinus surgery, postoperative pain after surgery is
typically minimal, and early symptom improvement is generally the
rule. The incidence of severe surgical complications is 0.1% to 0.5%.>%8
However, poorly performed surgery or inadequate postsurgical
follow-up and medical therapy may result in worsened symptomes,
persistent inflammation, or even “empty nose syndrome.” The
meticulous surgical techniques used in endoscopic sinus surgery
require considerable experience.

The surgical treatment of rhinosinusitis has been significantly
enhanced by the routine use of nasal endoscopy and by the use of
CT imaging and the 2 modalities are complimentary in diagnostic
evaluation. Although CRS is typically a multifactorial disease with
environmental and general host factors, localized persistent disease
within the ostiomeatal complex plays a significant part in contin-
uation of the disease process.

There are very few studies comparing medical vs surgical ther-
apy. A Cochrane database review from 2006 concluded that, based
on the few studies that were available, FESS could not be consid-
ered superior to medical therapy.>®° Although limited in number,
randomized studies that have compared surgery with medical
treatment in CRS have shown that the 2 therapies offer significant
improvement. A recent multicenter study concluded that surgery
provides longer-lasting and superior QOL compared with medical
therapy.22#299391 Therefore, although medical therapy is the
mainstay of disease management, FESS should be considered when
medical therapy fails. Properly conducted, sinus surgery can result
in significant improvement in the large majority of patients, and
long-term follow-up after surgery has shown significantly
improved overall QOL, decreased medication requirements, and
alleviation of sinonasal symptoms and asthma. However, appro-
priate surgical intervention requires a combination of surgery, local
postoperative care, and topical and systemic medical management.
In addition to removing inflamed tissue and improving sinus
drainage, surgery provides access for topical therapies to control
the inflammatory cascade.

Balloon dilatation of the sinuses in very select cases may be a
valid alternative to medical or other forms of surgical intervention.
Balloon catheter technology has been validated in multiple proof-
of-concept studies as a feasible means to dilate sinus ostia, with
improvement in subjective and objective measurements of disease
compared with pretreatment baseline. These have been elaborated

in a recent review.>*> However, it remains debatable whether
balloon sinus ostial dilation is efficacious as an alternative to
traditional FESS. One RCT of 32 patients, ostensibly designed to
evaluate efficacy of balloon dilation of the frontal sinuses, suggested
a slight advantage of balloon dilation of the frontal ostium
compared with classic FESS.>** These findings did not achieve sta-
tistical significance. A major limitation of this study is that more half
the frontal sinuses in the FESS group underwent a Draf I procedure,
which is a procedure that does not deliberately address the frontal
ostium.>*> An Austrian study prospectively compared balloon sin-
uplasty alone with a hybrid procedure.®* The investigators
observed a failure rate of 65% for balloon-only and of 66% for hybrid
procedures, leading them to terminate the study at 45 patients and
to doubt the utility of the balloon as stand-alone therapy or as a part
of conventional FESS.3% Case—control studies comparing balloon
sinuplasty with FESS suggested that there might be benefit to FESS
in patients with CRS-related comorbidities or ongoing occupational
exposure. Those in the balloon group also required larger numbers
of antibiotic courses and office interventions during a 12 month
follow-up.>®> In summary, balloon catheter technology has been
shown as a safe method to dilate sinus ostia but no studies to date
can conclude an advantage over FESS.

Recent trends have included the use of drug-eluting stents after
FESS. The hypothesis behind this approach is that moderate local
concentrations of steroid introduced into the healing milieu will
promote more optimal healing patterns and suppress recurrence of
inflammatory disease.>?° Meta-analysis of 2 prospective random-
ized placebo-controlled multicenter trials using a stent that eluted
mometasone over 30 days showed a 51% decrease in postoperative
lysis of adhesions (P = .0016) and a 40% decrease in oral steroid
needs (P = .0023) compared with controls. Also, a 46% relative
decrease in frank polyposis was observed with the mometasone-
eluting stents compared with controls (P < .0001).38°3%:397 ¢ is
notable that the series (n = 143) included a broad base of patients
among whom more than one fourth had previous sinus surgery and
more than half had nasal polyposis. One limitation of these data is
that follow-up was carried out for months only. Although there is
some decrease in need for oral steroids after the introduction of
steroid-eluting stents, further investigation is necessary to elucidate
whether local application of topical steroid influences long-term
outcomes over years after FESS. Safety also has been assessed for
the steroid-eluting stents. Prospective studies after implantation of
the stents have not found elevation in intraocular pressures, increase
in cataract risk, or adrenal cortical suppression.>343%6397

Tables 8 and 9 list indications for referral to a specialist treating
sinus disease and how the specialist can assist the referring
physician. Table 10 lists indications for surgical interventions.

Pediatric rhinosinusitis

The presentation and diagnosis of rhinosinusitis in children is
described and detailed alongside the description of the same sec-
tions in adults in this practice parameter. It is noteworthy to point
out some characteristics of pediatric disease that are slightly
different from those in adults. As to symptoms, cough is a promi-
nent symptom of rhinosinusitis in children and rhinosinusitis is
always considered in the differential diagnosis of a child with cough
(acute or chronic). The frequency of URTIs in children (especially
those in daycare) is higher than that in adults and therefore has a
greater impact on rhinosinusitis in children. Related to the physical
examination, some younger children might not tolerate nasal
endoscopy, and clinicians are sometimes hindered in their physical
examination and have to rely on history and or imaging studies for
appropriate diagnosis. Unilateral nasal drainage in children should
alert the clinician to the possible differential diagnosis of unilateral
choanal atresia and nasal foreign body. Nasal polyps are not as
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common in children as they are in adults and usually represent
underlying CF, AFRS, or antrochoanal polyps. Adenoids, present in
children and rarely present in adults, play an important role in the
diagnosis and presentation and in the management of rhinosinu-
sitis in children. Infection of the adenoids (ie, adenoiditis) presents
with symptoms similar to those of rhinosinusitis in children and it
is often difficult to distinguish the 2 entities based solely on
symptoms and physical examination. It has been suggested that
only a Lund-Mackay score above 5 is indicative for CRS in chil-
dren.>® The Lund-Mackay scoring system stages sinus disease
based on the severity observed on a sinus CT scan.>??

Medical treatment of pediatric rhinosinusitis

Summary Statement 40: Realize that ARS in children is a self-
limited process in most cases and treatment with antibiotics
seems to accelerate resolution. (Rec, A)

Summary Statement 41: Use an INS as a potentially useful
adjunct to antibiotics in the treatment of ARS in children.
(StrRec, A)

Summary Statement 42: Realize that ancillary therapy in the
form of nasal irrigations, antihistamines, decongestants, or muco-
lytics has not been shown to be helpful in the treatment of ARS in
children. (Opt, D)

Summary Statement 43: Realize that there are limited data to
justify the use of oral antibiotics for the treatment of CRS in chil-
dren. (Opt, C)

Summary Statement 44: Consider use of antibiotic therapy in
acute exacerbations of CRS. (Rec, C)

Summary Statement 45: Use INS in the treatment of CRS in
children. (Rec, C)

Acute bacterial rhinosinusitis
Antibiotics

Antibiotics are the most frequently used therapeutic agents in
ABRS. Published trials in children and adults were reviewed in a
recent meta-analysis of RCTs in which 3 of the 17 evaluated studies
were performed in the pediatric age group.*°® In total, 3,291 out-
patients (2,915 adults and 376 children) were treated in the trials
included. The diagnosis of ABRS in the trials was based on clinical
criteria in most studies and radiologic and other laboratory criteria
in the rest. In most studies, inclusion of patients with viral URTIS
was avoided by enrolling patients whose symptoms were longer
than 7 to 10 days in duration. The results suggested that, compared
with placebo, antibiotics were associated with a higher rate of cure
or improvement within 7 to 15 days, with the rate of resolution of
symptoms being faster with antibiotics in most RCTs. The overall
positive effect in favor of antibiotics was significant but modest. No
difference in cure was found when a subgroup analysis was per-
formed for age. A more recent randomized, placebo-controlled trial
evaluated the efficacy of amoxicillin (90 mg/kg) and clavulanate or
placebo in children 1 to 10 years of age with a clinical presentation
compatible with ABRS (persistent symptoms, acutely worsening
symptoms, or severe symptoms).*’! Symptom scores were ob-
tained at multiple time points and the children were evaluated at
day 14 from onset of treatment and their condition was rated as
cured, improved, or failed. Twenty-eight patients in each group
completed the study and their average age was approximately 5
years. Children receiving the antibiotic were more likely to be cured
(50% vs 14%, P = .01) and less likely to experience treatment failure
(14% vs 68%, P < .001) than children receiving placebo. Similar to
other studies, there were more side effects in the antibiotic-treated
group compared with placebo treatment (44% vs 14% of children,
P=.014). In another RCT in patients 1 to 15 years of age with clinical
and radiographic signs and symptoms of ABRS, patients received a

cephalosporin (8—12 mg/kg of cefditoren daily) or amoxicillin-
clavulanate (80—90 mg/kg of amoxicillin daily) for 14 days.**> The
results showed comparable rates of improvement at 14 days: 78.8%
for cefditoren and 84.7% for amoxicillin-clavulanate. The median
time to improvement was 3 days in the 2 groups and the rate of
diarrhea was significantly higher in the patients treated with
amoxicillin-clavulanate (18%) compared with those treated with
cefditoren (4.5%).

Most of these studies could be criticized for potentially
including patients with ongoing viral URIs and selecting patients
based on clinical symptoms and examination only, without radio-
logic documentation. However, the results suggest that most cases
of uncomplicated ABRS will improve irrespective of treatment used
but will do so faster and will have a better chance of improvement if
given antibiotics. Antibiotic therapy would be reserved for children
with complications or concomitant disease that could be exacer-
bated by ABRS (asthma, chronic bronchitis). In some situations,
children with purulent rhinorrhea are prevented from staying in
daycare and thus have created problems for working parents.
Whether an acceleration of improvement of symptoms with anti-
biotics in these children is worth the increased risk of antimicrobial
resistance remains to be determined.

When considering antibiotic choices, uncomplicated ABRS in a
child who has not received multiple previous courses of antibiotics
can still be treated with amoxicillin (45 or 80 mg/kg daily).?%*
Another reasonable and safe choice is amoxicillin-clavulanate,
which provides good coverage of typical organisms, especially
those producing §-lactamase. As the likelihood that the prevalence
of H influenzae has increased in children with ABRS, amoxicillin
clavulanate is the preferred treatment. If hypersensitivity to any of
these antimicrobials is suspected, alternative choices include
quinolones or clindamycin or linezolid with a second or third
generation cephalosporins (for those with late or delayed >72-hour
non—type I reaction to amoxicillin).?644%34%4 As mentioned earlier,
penicillin skin testing may be considered in patients with §-lactam
allergy if $-lactams are the most appropriate antibiotic. Clinda-
mycin is useful if anaerobic organisms are suspected but provides
no coverage against gram-negative organisms.

Intranasal steroids

In a pediatric trial, 89 children with ABRS received amoxicillin-
clavulanate and were randomized to receive budesonide or placebo
nasal sprays for 3 weeks.?”! There were significant improvements
in the scores of cough and nasal discharge at the end of the second
week in the steroid group compared with placebo, suggesting a
benefit of adding INSs to antibiotics in the treatment of ABRS.
Several trials in mixed adult and pediatric populations (usually
12—14 years and older) have shown similar benefits of using an INS
with an antibiotic for the treatment of ABRS.*?>% Therefore, there
is reasonable evidence to support the addition of an INS to antibi-
otics in the treatment of ABRS. In a randomized, placebo-controlled
trial in patients older than 12 years with ABRS, 200 ug of mome-
tasone twice daily (twice the allergic rhinitis dose) was more
effective in controlling symptoms than placebo and amoxicillin.”®®
Thus, there is also some evidence that a high dose of INSs in older
children might be effective as monotherapy for ABRS. However,
generalizing to younger children is not justified in the absence of
more studies.

Ancillary therapy

A systematic review of the literature was undertaken to evaluate
the efficacy of decongestants (oral or intranasal), antihistamines,
and nasal irrigation in children with clinically diagnosed acute
sinusitis.*°” RCTs that evaluated children 0 to 18 years of age with
ABRS, defined as 10 to 30 days of rhinorrhea, congestion, or daytime
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cough, were included. Of 402 articles reviewed, 44 references were
retrieved and all were excluded because they did not satisfy the set
criteria. The investigators concluded that there is no evidence to
determine whether the use of these agents is efficacious in children
with ABRS. In a more recent publication, erdosteine, a mucolytic
agent, was investigated in a randomized, placebo-controlled
trial.**% Eighty-one patients completed the study (average age 8.5
years) and all had symptoms consistent with ABRS. The 2 treatment
groups had an alleviation in symptoms on day 14 of treatment, with
no statistically significant differences between the active and pla-
cebo groups. Therefore, there is really no good evidence to support
the use of ancillary therapies in the treatment of ABRS in children.

Chronic rhinosinusitis
Antibiotics

There is no good evidence in the literature to support the use of
antibiotics for the treatment of CRS in children. Otten and Grote%®
investigated 141 children 3 to 10 years of age with CRS as defined by
purulent nasal drainage lasting at least 3 months, signs of purulent
rhinitis at rhinoscopy, and unilateral or bilateral abnormalities of
the maxillary sinus on plain films. The patients were assigned non-
selectively to receive 1 of the following 4 treatments for 10 days:
saline nose drops (placebo), xylometazoline 0.5% nose drops with
250 mg of amoxicillin orally 3 times daily, drainage of the maxillary
sinus under anesthesia and irrigation through an indwelling cath-
eter for at least 5 days, and a combination of drainage and irrigation
with xylometazoline and amoxicillin. They followed the patients
for up to 26 weeks after treatment and found no significant dif-
ferences in cure rate among the treatments based on history,
physical examination, or maxillary sinus films. In the total group,
the cure rate was approximately 69%. Although this study did not
show a significant difference among treatments, it has some
methodologic limitations, including lack of randomization or
blinding, and that the placebo group actually received saline, which
alone might have been helpful. Further, this study did not assess the
state of the ethmoid sinuses and used plain x-rays as the objective
diagnostic modality. In a later study, the same group performed a
randomized, double-blinded study of cefaclor (20 mg/kg daily) vs
placebo in 79 healthy children 2 to 12 years old with CRS defined
essentially as in the first study.*'® All patients had a maxillary sinus
tap and washout and were randomized to cefaclor or placebo orally
for 1 week and were followed at 6 weeks. After 6 weeks, there was
no significant difference in resolution rate between the children on
cefaclor (64.8%) and those on placebo (52.5%). Among the limita-
tions of this study that could have influenced the outcome is that all
children had an initial tap and washout, which could have helped
the entire group even before enrollment, making the antibiotic
irrelevant, and plain radiographs were used to evaluate the sinuses.

Despite the lack of good evidence to support the use of antibi-
otics for any length of time in children with CRS, in practice, these
children are often treated with the same antibiotics listed in the
section on ARS but typically for longer periods that vary from 3 to 6
weeks. Because of the lack of data to support this practice, its
usefulness must be weighed against the increasing risks of inducing
antimicrobial resistance. Moreover, it is difficult to ascertain
whether what is actually being treated is CRS or acute exacerba-
tions on top of pre-existing chronic disease. The exact type of an-
tibiotics used is usually dependent on local resistance patterns,
which might be different in different countries. Further, it is
advisable to always treat with as narrow a spectrum of antibiotics
as will likely cover the bacteria that are prevalent in a specific
geographic locale.

Intravenous antibiotic therapy for CRS resistant to maximal
medical treatment has been studied as an alternative to endoscopic
sinus surgery. In a retrospective analysis of 70 children 10 months to

15 years old with CRS, Don et al*!! found that 89% had complete
resolution of symptoms after maxillary sinus irrigation and selective
adenoidectomy followed by 1 to 4 weeks of culture-directed intra-
venous antibiotics. Cefuroxime (intravenous) was most frequently
used followed by ampicillin-sulbactam, ticarcillin clavulanate, and
vancomycin. Despite the good success rate, the therapy was not
without adverse effects, which included superficial thrombophle-
bitis (9%), dislodgment of wire during placement necessitating
venotomy (1%), and antibiotic-related complications such as serum
sickness, pseudomembranous colitis, and drug fevers. A similar
retrospective study evaluated 22 children with CRS refractory to
medical therapy and with an age range from 1.25 to 14.5 years.!>*
All underwent adenoidectomy, maxillary sinus aspiration and
irrigation, and placement of intravenous catheters and then culture-
directed intravenous antibiotic therapy until resolution of symp-
toms (mean duration of therapy 5 weeks). All patients achieved
control of symptoms at the end of intravenous therapy and 89%
showed long-term amelioration of CRS symptoms (>12 months
after cessation of intravenous therapy). The retrospective design,
lack of randomization, and lack of placebo arms limit the value of
these studies. Furthermore, it is difficult to assign benefit to intra-
venous antibiotic therapy when other interventions were used, such
as irrigation and aspiration of the sinus and adenoidectomy.

Steroids

There are no RCTs evaluating the effect of INSs in children with
CRS. However, the combination of proven efficacy of INSs in CRS
with and without nasal polyps in adults and proven efficacy and
safety of INSs in AR in children makes INSs a reasonable and safe
choice for treatment of CRS.*'>~# A recent randomized, placebo-
controlled, double-blinded trial was conducted in children with
CRS with signs and symptoms longer than 3 months in duration
and CT abnormalities.>*? All children were treated with amoxicillin-
clavulanate for 30 days and were randomized to receive methyl-
prednisolone or placebo orally for first 15 days of treatment (1 mg/
kg daily [maximum 40 mg] for 10 days, 0.75 mg/kg daily for 2 days,
0.5 mg/kg daily for 2 days, and 0.25 mg/kg daily for 1 day). The
average age of the children was 8 years and the total CT score was 11
to 12 (maximal score 24), suggesting mild to moderate disease.
When comparing post-treatment outcomes with baseline, there
were significant improvements in all parameters (symptoms and
CT scores) in the 2 groups, suggesting that antibiotics alone and
antibiotics and steroids together improved outcomes compared
with baseline. Furthermore, there was a significant additional effect
of oral steroids over placebo on cough, CT scan, nasal obstruction,
postnasal drainage, and total symptom scores. The strength of the
evidence for the efficacy of antibiotics alone is unfortunately
diminished by the absence of a placebo group, but the superiority of
the combination of antibiotics and steroids over antibiotics alone is
clearly supported by this trial.

Ancillary therapy

Nasal irrigations and decongestants have been thought to help in
decreasing the frequency of rhinosinusitis episodes. Michel et al*!?
in 2005 performed a randomized, prospective, double-blinded,
controlled study looking at the effect of a 14-day treatment (1—2
sprays) with isotonic saline solution or a nasal decongestant in
children 2 to 6 years of age. Outcomes evaluated included the de-
gree of mucosal inflammation and nasal patency. They found that
the 2 groups showed improvement in outcomes measured with no
significant differences between groups. There were no side effects
observed with the saline spray. The decongestant group used 120%
more drug than prescribed, showing the potential for these medi-
cations to be overused. No cases of rhinitis medicamentosa were
reported.
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A recent Cochrane review analyzed RCTs in which saline was
evaluated in comparison with no treatment, a placebo, as an
adjunct to other treatments, or against other treatments.>>® Eight
trials satisfied the inclusion criteria, of which 3 were conducted in
children. The studies included a broad range of delivery techniques,
tonicity of saline used, and comparator treatments. Overall there
was evidence that saline is beneficial in the treatment of the
symptoms of CRS when used as the sole modality of treatment.
Various forms of administration of saline were well tolerated. In a
more recent trial, Wei et al>*” enrolled 40 children with CRS in a
randomized, prospective, double-blinded study comparing once-
daily irrigation with saline with saline and gentamicin for 6
weeks. There were statistically significant improvements in QOL
scores after 3 weeks and a decrease of CT scores after 6 weeks in the
2 groups, with no significant difference between groups, suggesting
that the addition of gentamycin to saline irrigations provided no
additional benefit.

Clinicians have certainly tried other treatments for CRS,
including antihistamines and leukotriene modifiers, especially in
light of their effectiveness in treating AR. However, no data exist
about their potential efficacy and thus usefulness in the context of
CRS in children.

Surgical treatment of rhinosinusitis in children

Summary Statement 46: Realize that surgery is used much less
frequently in the management of CRS in children compared with
adults and that the mainstay of therapy is medical. (Rec, C)

Summary Statement 47: Consider adenoidectomy with or
without maxillary sinus irrigation as the first-line surgical therapy
in children with CRS. (Rec, C)

Acute bacterial rhinosinusitis

Surgery for ABRS in children is indicated only in cases of asso-
ciated complications, such as orbital cellulitis or abscess and brain
abscess.

Chronic rhinosinusitis

Surgical intervention for rhinosinusitis is usually considered for
patients with CRS whose maximal medical therapy has failed. This
is difficult to define but usually includes a course of antibiotics and
intranasal and/or systemic steroids and differs widely between
practitioners and practice locations. Adenoidectomy with or
without antral irrigation, balloon sinus dilation, and FESS are the
most commonly used modalities.

Adenoidectomy with or without sinus irrigation and balloon dilation

The rationale behind removal of the adenoids in patients with
CRS stems from the hypothesis that the adenoids are a nasopha-
ryngeal bacterial reservoir and the possibility that many of the
symptoms might be related to adenoiditis proper. The benefit of
adenoidectomy alone in the treatment of children with CRS was
recently evaluated by a meta-analysis.*'® The review included 9
studies that met the inclusion criteria. Mean sample size was 46
subjects with a mean age of 5.8 years (range 4.4—6.9 years). All
studies showed that sinusitis symptoms or outcomes improved in
at least half the patients after adenoidectomy. Eight of 9 studies
were sufficiently similar to undergo meta-analysis and, in these, the
summary estimate of the proportion of patients who showed sig-
nificant improvement after adenoidectomy was 69.3%. Ramadan
and Tiu*"” reported on the failures of adenoidectomy over a 10-year
period and found that children younger than 7 years and those with
asthma were more likely to have failed adenoidectomy and go on to
require salvage FESS.

Macxillary antral irrigation is frequently performed in conjunc-
tion with adenoidectomy. To evaluate the efficacy of this added
intervention, Ramadan and Cost*'® analyzed 60 children who un-
derwent adenoidectomy for CRS (symptoms and positive scans
despite prolonged medical treatment), 32 of which also had a sinus
wash and culture through the middle meatus. All children received
postoperative antibiotics for 2 weeks and outcomes were assessed
at least 12 months postoperatively. Patients who underwent ade-
noidectomy alone had a 61% success rate at 12 months compared
with children who underwent adenoidectomy with a sinus wash
who had a higher success rate of 88%. Children with a high Lund-
Mackay CT score and asthma had better success with adenoidec-
tomy with a wash compared with adenoidectomy alone. In a similar
retrospective study, Criddle et al'® reviewed the records of 23
children who had adenoidectomy with a sinus wash for CRS
(persistent symptoms in all and a positive scan in 7 of 23) followed
by a course of postoperative oral antibiotics (average duration 5.8
weeks). If there was no improvement after the procedure on oral
antibiotics, intravenous antibiotics were used in a small proportion
of the children. Long-term resolution rate was reported in 78% of
the 18 patients who did not need intravenous antibiotics. These
data suggest that antral irrigation adds to the efficacy of adenoi-
dectomy and suggests that a prolonged course of intravenous an-
tibiotics (as reported earlier) might not be necessary to obtain a
good result.

Balloon sinuplasty was approved by the FDA for use in children
in the United States in 2006, and a preliminary study in children has
shown the procedure to be safe and feasible.*!” Most surgeons
currently use the illuminated catheter to confirm cannulation of the
sinus, thus avoiding fluoroscopy and its inherent risks. In a recent
nonrandomized, prospective evaluation of children with CRS
whose maximal medical therapy failed, balloon catheter sinuplasty
and adenoidectomy were compared.*?° Outcomes were assessed at
1 year after surgery and were based on Sinonasal-5 quality of life
scores and the need for revision surgery. Twenty-four of 30 pa-
tients (80%) who underwent balloon sinuplasty showed alleviation
of their symptoms compared with 10 of 19 patients (52.6%) who
underwent adenoidectomy (P < .05). Because some of the patients
who underwent balloon sinuplasty also underwent irrigation, it is
difficult to discern the effect of dilation vs irrigation from this study.
In summary, most of the available surgical data support adenoi-
dectomy with sinus irrigation as a first step in the management of a
child with CRS refractory to maximal medical management.
Whether balloon maxillary sinuplasty imparts additional benefit to
irrigation alone or in combination with adenoidectomy cannot be
established with the currently available data.

Functional endoscopic sinus surgery

A meta-analysis of FESS results in the pediatric population has
shown that this surgical modality is effective in alleviating symp-
toms, with an 88% success rate and a low complication rate.*’!
Initial concerns about possible adverse effects of FESS on facial
growth have been allayed by a long-term follow-up study by
Bothwell et al**? that showed no impact of FESS on qualitative and
quantitative parameters of pediatric facial growth evaluated up to
10 years postoperatively. Many have advocated a limited approach
to FESS in children, consisting of removal of any obvious obstruc-
tion (such as polyps and concha bullosa) and anterior bulla eth-
moidectomy and maxillary antrostomy. This approach typically has
yielded significant improvements in nasal obstruction (91%), rhi-
norrhea (90%), post nasal drainage (90%), headache (97%), hypo-
smia (89%), and chronic cough (96%).>>

In summary, the most supported surgical approach to the child
with CRS whose maximal medical therapy has failed probably con-
sists of an initial attempt at an adenoidectomy with a maxillary sinus
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wash with or without balloon dilation followed by FESS in case of
recurrence of symptoms. An exception to this statement are children
with CF, nasal polyposis, antrochoanal polyposis, or AFRS, when FESS
to decrease disease burden is the initial favored surgical option.
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