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Reqgulatory Alert

FDA Warning/Regulatory Alert

Note from the National Guideline Clearinghouse: This guideline references a drug(s) for which
important revised regulatory and/or warning information has been released.


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=25832968

: The U.S. Food and Drug
Administration (FDA) is advising that the serious side effects associated with fluoroquinolone

e May 12, 2016 — Fluoroquinolone Antibacterial Drugs

antibacterial drugs generally outweigh the benefits for patients with sinusitis, bronchitis, and
uncomplicated urinary tract infections who have other treatment options. For patients with these
conditions, fluoroquinolones should be reserved for those who do not have alternative treatment

options.

Recommendations

Major Recommendations

The evidence grades (A-D, X) and evidence-based statements (Strong Recommendation,
Recommendation, and Option) are defined at the end of the "Major Recommendations" field.

Statement 1A. Differential Diagnosis of Acute Rhinosinusitis

Clinicians should distinguish presumed acute bacterial rhinosinusitis (ABRS) from acute
rhinosinusitis caused by viral upper respiratory infections and noninfectious conditions. A
clinician should diagnose ABRS when (a) symptoms or signs of acute rhinosinusitis (purulent
nasal drainage accompanied by nasal obstruction, facial pain-pressure-fullness, or both) persist
without evidence of improvement for at least 10 days beyond the onset of upper respiratory
symptoms, or (b) symptoms or signs of acute rhinosinusitis worsen within 10 days after an initial
improvement (double worsening).

Strong recommendation based on diagnostic studies with minor limitations and a preponderance
of benefit over harm.

Action Statement Profile

e Quality improvement opportunity: Avoid inappropriate use of antibiotics for presumed viral
infections

e Aggregate evidence quality: Grade B, systematic reviews, diagnostic studies with minor
limitations regarding signs and symptoms associated with ABRS

e Level of confidence in evidence: Medium


http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm500665.htm

o Benefit: Decrease inappropriate use of antibiotics for nonbacterial illness; distinguish
noninfectious conditions from rhinosinusitis

e Harms, risks, costs: Risk of misclassifying acute bacterial rhinosinusitis as viral or vice versa

e Benefits-harm assessment: Preponderance of benefit over harm

e Value judgments: Importance of avoiding inappropriate antibiotic treatment of viral or
nonbacterial illness; emphasis on clinical signs and symptoms for initial diagnosis; importance of
avoiding unnecessary diagnostic tests

e Intentional vagueness: None

e Role of patient preferences: None

e Exceptions: None

o Policy level: Strong recommendation

o Differences of opinion: None regarding the persistent and double-worsening presentations of
ABRS; minor regarding whether to include a severe pattern of ABRS presentation (1 group
member was in favor; 9 against)

Statement 1B. Radiographic Imaging and Acute Rhinosinusitis

Clinicians should not obtain radiographic imaging for patients who meet diagnostic criteria for
acute rhinosinusitis, unless a complication or alternative diagnosis is suspected.

Recommendation (against imaging) based on diagnostic studies with minor limitations and a
preponderance of benefit over harm for not obtaining imaging.

Action Statement Profile

e Quality improvement opportunity: Avoid costly diagnostic tests that do not improve diagnostic
accuracy yet expose the patient to unnecessary radiation

e Aggregate evidence quality: Grade B, diagnostic studies with minor limitations

o Level of confidence in evidence: High

o Benefit: Avoid unnecessary radiation exposure; avoid delays in diagnosis from obtaining and
interpreting imaging studies; incur financial savings by not performing routine radiologic
imaging; avoid incidental findings that may cause undue patient concern or result in additional
imaging studies

o Risks, harms, costs: Delayed diagnosis of serious underlying condition

e Benefits-harm assessment: Preponderance of benefit over harm

o Value judgments: Importance of avoiding unnecessary radiation and cost in diagnosing acute
rhinosinusitis



e Intentional vagueness: None

e Role of patient preferences: None

o Exceptions: Suspicion of complicated acute rhinosinusitis or alternative diagnosis based on
severe headache, proptosis, cranial nerve palsies, facial swelling, or other clinical findings

e Policy level: Recommendation

o Differences of opinion: None

Statement 2. Symptomatic Relief of Viral Rhinosinusitis (VRS)

Clinicians may recommend analgesics, topical intranasal steroids, and/or nasal saline irrigation
for symptomatic relief of VRS.

Option based on randomized controlled trials (RCTs) with limitations and cohort studies with an
unclear balance of benefit and harm that varies by patient.

Action Statement Profile

e Quality improvement opportunity: To encourage consideration of supportive therapies that may
improve quality of life for individuals with VRS and furthermore support the avoidance of
unnecessary antibiotics in viral disease

e Aggregate evidence quality: Grade B and C, RCTs with limitations and cohort studies

e Level of confidence in evidence: Medium

o Benefit: Reduction of symptoms; avoidance of unnecessary antibiotics

o Risks, harms, costs: Adverse effects of decongestants, antihistamines, topical steroid sprays; cost
of medications

o Benefits-harm assessment: Balance of benefit and harm

o Value judgments: A desire to call attention to VRS as a subset of the "common cold," yet distinct
from ABRS, that may benefit from explicit diagnosis and discussion of management options for
symptomatic relief

o Intentional vagueness: The specific "symptomatic relief" is at the discretion of the clinician and
patient but should not include antibiotics

e Role of patient preferences: Large role in selection and use of therapies for symptomatic relief
based on shared decision making

e Exceptions: None

e Policy level: Option

o Differences of opinion: Minor regarding the need to explicitly discuss VRS in a distinct key
action statement



Statement 3. Symptomatic Relief of Acute Bacterial Rhinosinusitis (ABRS)

Clinicians may recommend analgesics, topical intranasal steroids, and/or nasal saline irrigation
for symptomatic relief of ABRS.

Option based on RCTs with heterogeneous populations, diagnostic criteria, and outcome
measures with a balance of benefit and harm.

Action Statement Profile

e Quality improvement opportunity: Promote interventions that may relieve ABRS symptoms
(analgesics, saline irrigation, topical intranasal steroids) and discourage interventions with
questionable or unproven efficacy (antihistamines, systemic steroids, guaifenesin)

e Aggregate evidence quality: Grade A, systematic review of RCTs for topical nasal steroids;
Grade B, RCTs with heterogeneous populations, diagnostic criteria, and outcomes measures for
saline irrigation and systemic steroids; grade D, first principles, for analgesics, decongestants,
antihistamines (in non-atopic patients) and guaifenesin.

o Level of confidence in evidence: Medium

o Benefit: Relief of facial pain with analgesics, modest increase in symptom relief from topical
nasal steroids (number needed to treat 14), and possible symptom relief from saline irrigations;
avoidance of adverse events from ineffective therapies

e Risks, harms, costs: Side effects of medications, which include local and systemic adverse
reactions; cost of medications

o Benefits-harm assessment: Balance of benefit and harm

e Value judgments: Provide symptomatic relief while minimizing adverse events and costs

e Intentional vagueness: The panel uses the broad term symptomatic relief to acknowledge there are
several interventions available for this purpose and to encourage a conversation between
clinicians and patients about which specific intervention(s) may be best for their specific ABRS
symptoms

e Role of patient preferences: Large role for shared decision making regarding use of analgesics,
topical nasal steroids, and saline irrigation

e Exceptions: None

e Policy level: Option

o Differences of opinion: None

Statement 4. Initial Management of Acute Bacterial Rhinosinusitis (ABRS)




Clinicians should either offer watchful waiting (without antibiotics) or prescribe initial antibiotic
therapy for adults with uncomplicated ABRS. Watchful waiting should be offered only when
there is assurance of follow-up, such that antibiotic therapy is started if the patient's condition
fails to improve by 7 days after ABRS diagnosis or if it worsens at any time.

Recommendation based on systematic reviews of double-blind RCTs with some heterogeneity in
diagnostic criteria and illness severity and a relative balance of benefit and risk.

Action Statement Profile

e Quality improvement opportunity: Make explicit to clinicians and patients that not prescribing
antibiotics for clinically diagnosed ABRS is an appropriate initial management strategy, because
many patients will improve spontaneously and antibiotics could be started later if follow-up was
assured.

e Aggregate evidence quality: Grade A, multiple systematic reviews of RCTs with some
heterogeneity in diagnostic criteria and illness severity

o Level of confidence in evidence: Medium

e Benefit: Promote more informed, shared decision making regarding whether or not to prescribe
initial antibiotics for ABRS given the favorable natural history in placebo groups, the small to
modest benefits of antibiotic therapy, and the higher rates of adverse events when antibiotics are
prescribed; more selective initial use of antibiotics will reduce adverse events and the risk of
bacterial resistance

e Risks, harms, costs: Antibiotics could be withheld from patients who would have derived benefit
from their use; antibiotics could be prescribed to patients who would have improved equally on
their own.

e Benefits-harm assessment: Preponderance of benefit over harm (regarding the decision for initial
management)

e Value judgments: Perception by the guideline update group (GUG) that watchful waiting, without
antibiotics, is an underused strategy for initial management of uncomplicated ABRS, despite
existing guidelines and systematic reviews that support this approach.

e Intentional vagueness: No restrictions have been stated for illness severity (e.g., mild, moderate,
or severe), which was done in the prior guideline, because insufficient evidence to determine that
severity would affect outcomes of antibiotic therapy, including the potential for complications.

e Role of patient preferences: Large role for shared decision making



Exceptions: Complicated sinusitis, immune deficiency, or coexisting bacterial illness; the
clinician should also consider the patient's age, general health, cardiopulmonary status, and
comorbid conditions when assessing suitability for watchful waiting.

Policy level: Recommendation

Differences of opinion: No difference of opinion regarding the choice to initially observe or
prescribe antibiotics (one abstention); minor difference of opinion (1 against, 9 in favor)
regarding the decision to remove severity (e.g., mild illness) as a criterion for watchful waiting

Statement 5. Choice of Antibiotic for Acute Bacterial Rhinosinusitis (ABRS)

If a decision is made to treat ABRS with an antibiotic agent, the clinician should prescribe
amoxicillin with or without clavulanate as first-line therapy for 5 to 10 days for most adults.

Recommendation based on RCTs with heterogeneity and noninferiority design with a

preponderance of benefit over harm.

Action Statement Profile

Quality improvement opportunity: Discourage initial prescribing of antibiotics other than
amoxicillin, with or without clavulanate, that may have lower efficacy or have comparable
efficacy but more adverse events.

Aggregate evidence quality: Grade A, systematic reviews of RCTs with heterogeneity and
noninferiority design

Level of confidence in evidence: Moderate regarding choice of antibiotic but lower regarding the
optimal duration of antibiotic therapy because of limited supporting evidence and statistical
power

Benefit: Clinical outcomes that are comparable to broader spectrum antibiotics for initial therapy;
potential reduced bacterial resistance by using a narrow-spectrum antibiotic as first-line therapy;
cost-effectiveness of amoxicillin vs other antibiotic choices

Risks, harms, costs: Potential increased gastrointestinal adverse effects with amoxicillin-
clavulanate compared with other antibiotics; adverse effects from penicillin allergy
Benefits-harm assessment: Preponderance of benefit over harm

Value judgments: Promote safe and cost-effective initial therapy

Intentional vagueness: Whether to prescribe amoxicillin or amoxicillin-clavulanate is at the
discretion of the clinician, as is the duration of therapy because systematic review has not shown
consistent benefits for 10 days of therapy compared with shorter courses. A longer course of



therapy may be appropriate for more severe illness or when symptoms persist despite a shorter
course.

e Role of patient preferences: Moderate role for shared decision making; large role in determining
duration of antibiotic therapy since adverse events are reduced with shorter duration of therapy.

e Exceptions: Patients with penicillin allergy for whom amoxicillin is contraindicated

e Policy level: Recommendation

o Differences of opinion: None

Statement 6. Treatment Failure for Acute Bacterial Rhinosinusitis (ABRS)

If the patient fails to improve with the initial management option by 7 days after diagnosis or
worsens during the initial management, the clinician should reassess the patient to confirm
ABRS, exclude other causes of illness, and detect complications. If ABRS is confirmed in the
patient initially managed with observation, the clinician should begin antibiotic therapy. If the
patient was initially managed with an antibiotic, the clinician should change the antibiotic.

Recommendation based on RCTs with limitations supporting a cut-point of 7 days for lack of
improvement and expert opinion and first principles for changing therapy with a preponderance
of benefit over harm.

Action Statement Profile

e Quality improvement opportunity: Define realistic expectations regarding clinical response to
initial management and to articulate clearly when reassessment of the patient is warranted

e Aggregate evidence quality: Grade B, RCTs with limitations supporting a cut-point of 7 days for
lack of improvement; Grade D, expert opinion and first principles for changing therapy, including
the use of rescue antibiotic in RCTs

o Level of confidence in evidence: High

o Benefit: Prevent complications, detect misdiagnosis, institute effective therapy

o Risks, harms, costs: Delay of up to 7 days in changing therapy if patient fails to improve;
medication cost

o Benefits-harm assessment: Preponderance of benefit over harm

o Value judgments: Avoid excessive classification as treatment failures because of a premature
time point for assessing outcomes; emphasize importance of worsening illness in definition of
treatment failure



e Intentional vagueness: How to define worsening is left to the judgment of the clinician and
patient, but there was group consensus that fluctuations in signs and symptoms within the first 48
to 72 hours of initial therapy were not uncommon and not necessarily indicative of failure.

e Role of patient preferences: None (unless the patient declines reassessment)

e Exceptions: Include but are not limited to severe illness, complicated sinusitis, immune
deficiency, prior sinus surgery, or coexisting bacterial illness; the clinician should also consider
the patient's age, general health, cardiopulmonary status, and comorbid conditions in determining
an appropriate cut-point for assessing treatment failure; changing antibiotic therapy before failure
would be appropriate in the face of adverse treatment effects.

e Policy level: Recommendation

o Differences of opinion: None

Statement 7A. Diagnosis of Chronic Rhinosinusitis (CRS) or Acute Rhinosinusitis (ARS)

Clinicians should distinguish CRS and recurrent ARS from isolated episodes of acute bacterial
rhinosinusitis and other causes of sinonasal symptoms.

Recommendation based on cohort and observational studies with a preponderance of benefit over
harm.

Action Statement Profile

o Quality improvement opportunity: Raise awareness of the distinct clinical entities of CRS and
recurrent ARS so that appropriate management strategies may be implemented

e Aggregate evidence quality: Grade C, cohort and observational studies

o Level of confidence in evidence: High

e Benefit: Distinguish conditions that might benefit from additional management strategies than
isolated cases of ABRS

e Risks, harms, costs: Potential misclassification of illness because of overlapping symptomatology
with other illnesses; no cost

e Benefits-harm assessment: Preponderance of benefit over harm

e Value judgments: Importance of accurate diagnosis

e Intentional vagueness: None

o Role of patient preferences: Not applicable

e Exceptions: None

e Policy level: Recommendation

o Differences of opinion: None



Statement 7B. Objective Confirmation of a Diagnosis of Chronic Rhinosinusitis (CRS)

The clinician should confirm a clinical diagnosis of CRS with objective documentation of
sinonasal inflammation, which may be accomplished using anterior rhinoscopy, nasal
endoscopy, or computed tomography.

Strong recommendation based on cross-sectional studies with a preponderance of benefit over
harm.

Action Statement Profile

e Quality improvement opportunity: Reduce overdiagnosis of CRS based on self-reported
symptoms

e Aggregate evidence quality: Grade B, cross-sectional studies

e Level of confidence in evidence: High

o Benefit: Improved diagnostic certainty for CRS and fewer false-positive diagnoses, which allows
patients with CRS to be managed more promptly and those without CRS to seek additional
evaluation of their sinusitis-like symptoms and institute effective therapy

e Risks, harms, costs: None associated with improved diagnostic certainty, but diagnostic
modalities have their own risk and direct cost profiles

e Benefits-harm assessment: Preponderance of benefit over harm

o Value judgments: Strong consensus by the GUG that the need for objective documentation of
sinonasal inflammation is likely underappreciated and underperformed, despite its critical role in
substantiating a diagnosis of CRS

o Intentional vagueness: Which of the three listed diagnostic modalities to use is not stated

e Role of patient preferences: Large role for shared decision making with clinicians regarding
choice of the confirmatory diagnostic modality

e Exceptions: None

o Policy level: Strong recommendation

o Differences of opinion: None

Statement 8. Modifying Factors

Clinicians should assess the patient with chronic rhinosinusitis or recurrent acute rhinosinusitis
for multiple chronic conditions that would modify management such as asthma, cystic fibrosis,
immunocompromised state, and ciliary dyskinesia.



Recommendation based on one systematic review and multiple observational studies with a
preponderance of benefit over harm.

Action Statement Profile

e Quality improvement opportunity: Identify comorbid conditions that are known to accompany
CRS and recurrent ARS, the knowledge of which would improve management of the sinusitis,
and conversely, management of sinusitis may improve the associated chronic condition (asthma)

e Aggregate evidence quality: Grade B, one systematic review and multiple observational studies

o Level of confidence in evidence: Medium

e Benefit: Identify modifying factors that would alter management of CRS or recurrent acute
rhinosinusitis; identify conditions that require therapy independent of rhinosinusitis

e Risks, harms, costs: Identifying and treating incidental findings or subclinical conditions that
might not require independent therapy; morbidity related to specific tests; variable costs based on
testing ordered

e Benefits-harm assessment: Preponderance of benefit over harm

e Value judgments: Consensus that identifying and managing modifying factors will improve
outcomes

e Intentional vagueness: The method of assessing for these conditions is at the discretion of the
clinician and may include history, physical examination, or diagnostic tests.

e Role of patient preferences: Small

e Exceptions: None

e Policy level: Recommendation

o Differences of opinion: None

Statement 9. Testing for Allergy and Immune Function

The clinician may obtain testing for allergy and immune function in evaluating a patient with
chronic rhinosinusitis or recurrent acute rhinosinusitis.

Option based on observational studies with an unclear balance of benefit vs harm.

Action Statement Profile

e Quality improvement opportunity: Improve patient quality of life by identifying, and managing,
allergies that often coexist with CRS and recurrent ARS and have overlapping symptoms that
may make diagnosis difficult using strictly clinical criteria without testing

e Aggregate evidence quality: Grade C, systematic review of observational studies



o Level of confidence in evidence: Medium

e Benefit: Identify allergies or immunodeficient states that are potential modifying factors for CRS
or recurrent acute rhinosinusitis and improve management strategies

e Risks, harms, costs: Procedural discomfort; instituting therapy based on test results with limited
evidence of efficacy for CRS or recurrent acute rhinosinusitis; very rare chance of anaphylactic
reactions during allergy testing; procedural and laboratory cost

o Benefits-harm assessment: Balance of benefit and harm

e Value judgments: Need to balance detecting allergy in a population with high prevalence vs
limited evidence showing benefits of allergy management on rhinosinusitis outcomes

e Intentional vagueness: The methods and scope of testing for allergy and immune function are at
the discretion of the clinician

e Role of patient preferences: Large for shared decision making

e Exceptions: None

e Policy level: Option

o Differences of opinion: None

Statement 10. Chronic Rhinosinusitis (CRS) With Polyps

The clinician should confirm the presence or absence of nasal polyps in a patient with CRS.

Recommendation based on observational studies with preponderance of benefit over harm.

Action Statement Profile

e Quality improvement opportunity: Improve awareness of the prevalence of polyps in patients
with CRS and their role as a modifying factor for further diagnostic assessment and treatment.

e Aggregate evidence quality: High; Grade A, systematic review of multiple RCTs

e Level of confidence in evidence: Medium

o Benefit: Prioritize referral for specialty evaluation, identify patients likely to benefit most from
topical (intranasal) or systemic corticosteroid therapy, identify patients for additional diagnostic
tests to assess for conditions other than CRS that are associated with nasal polyposis and may
require different management strategies

o Risks, harms, and costs: None related to identifying patients; specific costs and risks based on the
choice of diagnostic procedure

o Benefits-harm assessment: Preponderance of benefit over harm

o Value judgments: Underappreciation of the importance of polyps as a modifying factor for CRS;
perception of diagnostic uncertainty in the ability to detect or exclude the presence of polyps



e Intentional vagueness: The method of confirming the diagnosis is left to the discretion of the
clinician, provided that a high degree of diagnostic certainty is achieved

e Role of patient preferences: None

e Exceptions: None

e Policy level: Recommendation

o Differences of opinion: None

Statement 11. Topical Intranasal Therapy for Chronic Rhinosinusitis (CRS)

Clinicians should recommend saline nasal irrigation, topical intranasal corticosteroids, or both
for symptom relief of CRS.

Recommendation based on a preponderance of benefit over harm.

Action Statement Profile

e Quality improvement opportunity: Address underutilization; promote awareness of efficacy;
reduce confusion over delivery method, frequency, and duration; educate patients on optimal
administration

e Aggregate evidence quality: Grade A, systematic reviews of RCTs

o Level of confidence in evidence: High

o Benefit: Symptomatic relief, promoting awareness of effective over-the-counter interventions,
discouraging improper and ineffective usage, and avoiding adverse events from systemic
therapies

o Risks, harms, costs: Intranasal discomfort, burning, stinging; epistaxis; direct costs of saline or
steroid

e Benefits-harm assessment: Preponderance of benefit over harm

e Value judgments: None

o Intentional vagueness: The choice of saline, steroid, or both is a shared decision; it is not clear
how long the treatment should last as the natural history is unknown

e Role of patient preferences: Large role for deciding which products to use and their duration

e Exceptions: None

e Policy level: Recommendation

o Differences of opinion: None

Statement 12. Antifungal Therapy for Chronic Rhinosinusitis (CRS)

Clinicians should not prescribe topical or systemic antifungal therapy for patients with CRS.



Recommendation (against therapy) based on systematic review of RCTs with a preponderance of

benefit over harm (for not treating).

Action Statement Profile

Quality improvement opportunity: Discourage use of antifungal therapy for CRS based on lack of
efficacy and presence of significant cost and adverse effects

Aggregate evidence quality: Grade A, systematic reviews of RCTs

Level of confidence in evidence: High

Benefit: Avoid cost of ineffective medications, avoid unnecessary adverse events, direct
management away from ineffective therapy to beneficial therapy (opportunity cost), avoid
selection of resistant fungi and alterations of sinonasal flora

Risks, harms, costs: None (for avoiding ineffective therapy)

Benefits-harm assessment: Preponderance of benefit over harm (for not treating)

Value judgments: Antifungal therapy is frequently used, with regional variations, for treating
CRS despite good evidence of no efficacy

Intentional vagueness: None

Role of patient preferences: None

Exceptions: Patients with allergic fungal sinusitis or invasive fungal sinusitis

Policy level: Recommendation

Differences of opinion: None

Definitions

Aggregate Grades of Evidence by Question Type*

Grade

A

Treatment Diagnosis Prognosis

Systematic review” of cross-

sectional studies with
Systematic review” of consistently applied reference Systematic review” of
randomized trials standard and blinding inception cohort studies*



Grade Treatment Diagnosis Prognosis

Randomized trials or
observational studies with Cross-sectional studies with

dramatic effects or highly consistently applied reference

B consistent evidence standard and blinding Inception cohort studies®
Nonrandomized or Nonconsecutive studies, case- Cohort study, control arm
historically controlled control studies, or studies with of a randomized trial, case
studies, including case- poor, nonindependent, or series, or case-control
control and observational inconsistently applied reference | studies; poor-quality

C studies standards prognostic cohort study

D Case reports, mechanism-based reasoning, or reasoning from first principles

Exceptional situations where validating studies cannot be performed and there is a clear
X preponderance of benefit over harm

*American Academy of Otolaryngology—Head and Neck Surgery Foundation guideline development manual (see the
"Availability of Companion Documents” field).

PA systematic review may be downgraded to level B because of study limitations, heterogeneity, or imprecision.

°A group of individuals identified for subsequent study at an early, uniform point in the course of the specified health condition or
before the condition develops.

Strength of Action Terms in Guideline Statements and Implied Levels of Obligation



Strength

Strong
Recommendation

Recommendation

Option

Definition

A strong recommendation means the benefits of
the recommended approach clearly exceed the
harms (or, in the case of a strong negative
recommendation, that the harms clearly exceed
the benefits) and that the quality of the
supporting evidence is high (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.

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

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

Implied Obligation

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

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

Clinicians should be flexible in
their decision making regarding
appropriate practice, although
they may set bounds on



Strength Definition Implied Obligation

clear advantage to one approach vs another. alternatives; patient preference
should have a substantial
influencing role.

*See the "Rating Scheme for the Strength of Evidence" field for definitions of evidence grades.

Clinical Algorithm(s)

An algorithm titled "Algorithm Showing the Interrelationship of Guideline Key Action
Statements” is provided in the original guideline document.

Scope

Disease/Condition(s)

Uncomplicated rhinosinusitis

e Acute rhinosinusitis (ARS)
e Chronic rhinosinusitis (CRS)

Note: The guideline will not consider management of the following clinical presentations: allergic rhinitis, eosinophilic
nonallergic rhinitis, vasomotor rhinitis, invasive fungal rhinosinusitis, allergic fungal rhinosinusitis, vascular headaches, and
migraines.

Guideline Category
Diagnosis

Management



Risk Assessment

Treatment

Clinical Specialty

Allergy and Immunology
Family Practice
Infectious Diseases
Internal Medicine
Nursing

Otolaryngology
Pulmonary Medicine

Radiology

Intended Users

Advanced Practice Nurses
Nurses
Physician Assistants

Physicians

Guideline Objective(s)

To identify quality improvement opportunities in managing adult rhinosinusitis and to create
explicit and actionable recommendations to implement these opportunities in clinical practice



Target Population

Patients age 18 years or older with a clinical diagnosis of uncomplicated rhinosinusitis

Note: The guideline will not consider management of rhinosinusitis in patients with the following modifying factors: cystic
fibrosis, immotile cilia disorders, ciliary dyskinesia, immune deficiency, prior history of sinus surgery, and anatomic
abnormalities (e.g., deviated nasal septum).

Interventions and Practices Considered

1. Differential diagnosis
o Distinguishing between bacterial or viral acute rhinosinusitis (ARS)
o Signs/symptoms worsening within 10 days
2. Symptomatic relief of ARS and chronic rhinosinusitis (CRS) (analgesics, topical intranasal
therapy and/or nasal saline irrigation)
Watchful waiting (without antibiotics)
Initial antibiotic therapy (amoxicillin with or without clavulanate)
Confirmation of clinical diagnosis of CRS and recurrent ARS from isolated episodes of acute
bacterial rhinosinusitis (ABRS)
Assessment for multiple chronic conditions
Testing for allergy and immune function
8. Confirmation of the presence or absence of polyps in CRS

Note: The following interventions were considered but not recommended:

e  Radiographic imaging
e  Antifungal therapy (topical or systemic) for CRS

Major Outcomes Considered

e Sensitivity and specificity of a diagnostic tests
e Cure or improvement rates

e Adverse events

e Quality of life

e Patient satisfaction



Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases

Description of Methods Used to Collect/Select the
Evidence

A systematic literature search was performed by an information specialist to identify systematic
reviews, clinical practice guidelines, and randomized controlled trials (RCTs) published since the
prior guideline (2007). The original MEDLINE search was updated from December 2006 to
March 2014 to include MEDLINE, National Guideline Clearinghouse (NGC), Cochrane
Database of Systematic Reviews, Excerpta Medica database (EMBASE), Cumulative Index to
Nursing and Allied Health (CINAHL), and Web of Science using the search string "(sinusit* OR
rhinosinusit*)." The initial English-language search identified 54 potential clinical practice
guidelines, 166 systematic reviews, and 352 RCTs. Systematic reviews were emphasized and
included if they met quality criteria of (a) clear objective and methods, (b) an explicit search
strategy, and (c) valid data extraction. Additional evidence was identified, as needed, with
targeted searches to support needs of the guideline development group in updating sections of the
guideline text.

Number of Source Documents

After assessing quality and relevance of the initial search results, the guideline developers
retained 5 guidelines, 42 systematic reviews, and 70 randomized controlled trials (RCTSs).

Methods Used to Assess the Quality and Strength
of the Evidence

Weighting According to a Rating Scheme (Scheme Given)



Rating Scheme for the Strength of the Evidence

Aqgaregate Grades of Evidence by Question Type*

Grade

Treatment

Systematic review” of
randomized trials

Randomized trials or
observational studies with
dramatic effects or highly
consistent evidence

Nonrandomized or
historically controlled
studies, including case-
control and observational
studies

Diagnosis

Systematic review” of cross-
sectional studies with
consistently applied reference
standard and blinding

Cross-sectional studies with
consistently applied reference
standard and blinding

Nonconsecutive studies, case-
control studies, or studies with
poor, nonindependent, or
inconsistently applied reference
standards

Prognosis

Systematic review” of
inception cohort studies*

Inception cohort studies®

Cohort study, control arm
of a randomized trial, case
series, or case-control
studies; poor-quality
prognostic cohort study

Case reports, mechanism-based reasoning, or reasoning from first principles



Grade Treatment Diagnosis Prognosis

Exceptional situations where validating studies cannot be performed and there is a clear
X preponderance of benefit over harm

*American Academy of Otolaryngology—Head and Neck Surgery Foundation guideline development manual (see the
"Availability of Companion Documents" field).

A systematic review may be downgraded to level B because of study limitations, heterogeneity, or imprecision.

°A group of individuals identified for subsequent study at an early, uniform point in the course of the specified health condition or
before the condition develops.

Methods Used to Analyze the Evidence

Review of Published Meta-Analyses

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the
Evidence

The evidence-based approach to guideline development requires that the evidence supporting a
policy be identified, appraised, and summarized and that an explicit link between evidence and
statements be defined. Evidence-based statements reflect both the quality of evidence and the
balance of benefit and harm that are anticipated when the statement is followed. The definitions
for evidence-based statements are listed in the "Rating Scheme for the Strength of Evidence™ and
"Rating Scheme for the Strength of the Recommendations” fields.

Methods Used to Formulate the
Recommendations



Expert Consensus

Description of Methods Used to Formulate the
Recommendations

In developing this update of the evidence-based clinical practice guideline, the methods outlined
in the American Academy of Otolaryngology—Head and Neck Surgery Foundation (AAO-
HNSF) Guideline Development Manual, third edition (see the "Availability of Companion
Documents" field), were followed explicitly.

The AAO-HNSF assembled a guideline update group (GUG) representing the disciplines of
otolaryngology-head and neck surgery, infectious disease, family medicine, allergy and
immunology, advanced practice nursing, and a consumer advocate. The GUG also included a
staff liaison from AAO-HNSF, but this individual was not a voting member of the GUG and
served only in an editorial capacity in writing the guideline. Although radiology was represented
on the original guideline development group, they were excluded from the update since the
AAO-HNSF had recently published a clinical consensus statement on imaging for sinusitis. The
guideline developers did, however, solicit radiology feedback about pertinent statements to
ensure they remained valid and current.

The GUG had several conference calls and one in-person meeting, during which comments from
the expert panel review and the literature search were reviewed for each key action statement.
The GUG then decided to leave the statement unaltered, change slightly, or rewrite the statement
based on the impact of the literature search and the reviewer comments. The supporting text was
then edited to explain any changes from the original key action statement, and the
recommendation level was modified accordingly.

The evidence profile for each statement was then converted into an action statement profile,
which was moved up in the text to immediately follow the action statement. Statements about the
quality improvement opportunity, level of confidence in the evidence, differences of opinion,
intentional vagueness, and any exclusion to which the action statement does not apply were
added to the action statement profiles. These additions reflect the current methodology for
guideline development by the AAO-HNSF and conform to the Institute of Medicine's standards
for developing trustworthy guidelines. The updated guideline then underwent Guideline
Implementability Appraisal (GLIA) to appraise adherence to methodologic standards, to improve
clarity of recommendations, and to predict potential obstacles to implementation.



Rating Scheme for the Strength of the
Recommendations

Strength of Action Terms in Guideline Statements and Implied Levels of Obligation

Strength

Strong
Recommendation

Recommendation

Definition

A strong recommendation means the benefits of
the recommended approach clearly exceed the
harms (or, in the case of a strong negative
recommendation, that the harms clearly exceed
the benefits) and that the quality of the
supporting evidence is high (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.

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

Implied Obligation

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

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



Strength Definition

An option means that either the quality of

evidence is suspect (Grade D)* or that well-

done studies (Grade A, B, or C)* show little
Option clear advantage to one approach vs another.

Implied Obligation

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.

*See the "Rating Scheme for the Strength of Evidence" field for definitions of evidence grades.

Cost Analysis

The guideline developers reviewed published cost analyses.

Method of Guideline Validation

External Peer Review

Internal Peer Review

Description of Method of Guideline Validation

The final draft of the updated clinical practice guideline was revised based on comments
received during multidisciplinary peer review, open public comment, and journal editorial peer
review. The recommendations contained in the guideline are based on the best available

published data through March 2014.



Evidence Supporting the
Recommendations

Type of Evidence Supporting the
Recommendations

The type of supporting evidence is identified and graded for each recommendation (see the
"Major Recommendations” field).

The recommendations contained in the guideline are based on the best available published data
through March 2014. Where data were lacking, a combination of clinical experience and expert
consensus was used.

Benefits/Harms of Implementing the
Guideline Recommendations

Potential Benefits

Improved diagnostic accuracy for adult rhinosinusitis, promotion of judicious use of systemic
and topical therapy, and promotion of appropriate use of ancillary tests to confirm diagnosis and
guide management.

For benefits of specific interventions considered in the guideline, see the "Major
Recommendations" field.

Potential Harms

e Topical decongestants should not be used more than 3 to 5 consecutive days without a prolonged
intervening drug-free period due to their propensity to cause rebound congestion and rhinitis
medicamentosa.



Adverse events are common with antibiotic therapy. An average event rate of 15% to 40% is
observed, with the most frequent complaints being nausea, vomiting, diarrhea, abdominal pain,
headache, skin rash, photosensitivity, and vaginal moniliasis.

Resistance patterns must be considered when prescribing antibiotics for acute bacterial
rhinosinusitis (ABRS) to avoid using an antibiotic that may be rendered ineffective by bacterial
resistance. For example, B-lactamase producing H influenzae has a prevalence of 27% to 43% in
the United States and would not be expected to respond to amoxicillin unless clavulanate was
added.

Common side effects of nasal irrigation include fluid dripping from the nose.

For possible harms of specific interventions considered in the guideline, see the "Major
Recommendations" field.

Contraindications

Contraindications

Oral decongestants may provide symptomatic relief and should be considered barring any
medical contraindications, such as hypertension or anxiety.

Qualifying Statements

Qualifying Statements

The clinical practice guideline is provided for information and educational purposes only. It is not
intended as a sole source of guidance in managing adults with rhinosinusitis. Rather, it is
designed to assist clinicians by providing an evidence-based framework for decision-making
strategies. The guideline is not intended to replace clinical judgment or establish a protocol for all
individuals with this condition and may not provide the only appropriate approach to diagnosing
and managing this program of care. As medical knowledge expands and technology advances,
clinical indicators and guidelines are promoted as conditional and provisional proposals of what



is recommended under specific conditions but are not absolute. Guidelines are not mandates;

these do not and should not purport to be a legal standard of care. The responsible physician, in

light of all circumstances presented by the individual patient, must determine the appropriate

treatment. Adherence to these guidelines will not ensure successful patient outcomes in every

situation. The American Academy of Otolaryngology—Head and Neck Surgery Foundation

(AAO-HNSF) emphasizes that these clinical guidelines should not be deemed to include all

proper treatment decisions or methods of care, or to exclude other treatment decisions or methods

of care reasonably directed to obtaining the same results.

e Guidelines are never intended to supersede professional judgment; rather, they may be viewed as

a relative constraint on individual clinician discretion in a particular clinical circumstance. Less

frequent variation in practice is expected for a strong recommendation than might be expected

with a recommendation. Options offer the most opportunity for practice variability. Clinicians

should always act and decide in a way that they believe will best serve their individual patients'

interests and needs, regardless of guideline recommendations. Guidelines represent the best

judgment of a team of experienced clinicians and methodologists addressing the scientific

evidence for a particular topic.

e Making recommendations about health practices involves value judgments on the desirability of

various outcomes associated with management options. Values applied by the guideline update

group (GUG) sought to minimize harm, diminish unnecessary and inappropriate therapy, and

reduce the unnecessary use of systemic antibiotics. A major goal of the panel was to be
transparent and explicit about how values were applied and to document the process.

Implementation of the Guideline

Description of Implementation Strategy

Implementation Considerations

The complete guideline is published as a supplement to Otolaryngology—Head and Neck
Surgery, and an executive summary will be simultaneously published in the main journal. A full-

text version of the guideline will also be accessible free of charge at www.entnet.org

, the

American Academy of Otolaryngology—Head and Neck Surgery Foundation (AAO-HNSF)
Web site. The guideline will be presented to AAO-HNSF members as a miniseminar at the



annual meeting following publication. Existing brochures, publications, and patient information
sheets from the AAO-HNSF will be updated to reflect the guideline recommendations.

An anticipated barrier to the diagnosis of rhinosinusitis is the differentiation of viral
rhinosinusitis (VRS) from acute bacterial rhinosinusitis (ABRS) in a busy clinical setting. This is
facilitated by the clear, unambiguous criteria in Table 4 (see the original guideline document)
and in Key Action Statement 1a, which allow clinicians to identify illness that is likely bacterial
based on the history and time course of illness, without invasive tests or imaging studies. Use of
these criteria may be assisted by a teaching card or visual aid. Patient education (see Table 5 in
the original guideline document) may help address this barrier. When diagnosed with VRS,
patients may pressure clinicians for antibiotics, in addition to symptomatic therapy, especially
when nasal discharge is colored or purulent. Existing educational material from the Centers for
Disease Control and Prevention (CDC) Get Smart Campaign can be used by clinicians to help
clarify misconceptions about viral illness and nasal discharge.

Anticipated barriers to "watchful waiting" for ABRS are the reluctance of patients and clinicians
to consider observing a presumed bacterial illness. Compared with the first version of this
guideline, however, there is a now a more robust evidence base to substantiate watchful waiting
as an initial management strategy, even when more severe symptoms are present. These barriers
can be overcome with an educational handout (see Table 6 in the original guideline document) of
patient information of nonsevere ABRS, the moderate incremental benefit of antibiotics on
clinical outcomes, and the potential adverse effects of orally administered antibiotics (including
induced bacterial resistance).

A potential barrier to using "wait-and-see™ or "safety net" prescriptions as part of a watchful
waiting strategy for initial management of ABRS is that electronic health records may consider
all antibiotic prescriptions, even if never filled by the patient, as "antibiotic prescribing,"” which
could adversely affect quality measures. One solution would be for companies that produce
electronic health records to include a means of documenting delayed prescribing strategies (e.qg.,
wait-and-see) for antibiotic therapy.

Some patients and clinicians might object to amoxicillin, with or without clavulanate, as first-
line therapy for ABRS, based on assumptions that newer, more expensive alternatives "must be"
more effective. Most favorable clinical outcomes for nonsevere ABRS, however, result from
natural history, not antibiotics, and randomized controlled trials of comparative efficacy do not
support superiority of any single agent for initial empiric therapy. Pamphlets may help in
dispelling myths about comparative efficacy.



Barriers may also be anticipated concerning guideline statements for chronic rhinosinusitis
(CRS) and recurrent acute rhinosinusitis. The diagnostic criteria for these entities are unfamiliar
to many clinicians, who might benefit from a summary card or teaching aid that lists these
criteria along with those for ABRS and VRS. Performance of nasal endoscopy, allergy
evaluation, and immunologic assessment, when appropriate, may be hindered by access to
equipment and by procedural cost.

Implementation Tools

Clinical Algorithm

Mobile Device Resources

Patient Resources

Pocket Guide/Reference Cards

Quick Reference Guides/Physician Guides
Resources

Slide Presentation

Wall Poster

For information about availability, see the Availability of Companion Documents and Patient Resources

fields below.

Institute of Medicine (IOM) National
Healthcare Quality Report
Categories

IOM Care Need



Getting Better
Living with IlIness

Staying Healthy

IOM Domain

Effectiveness

Patient-centeredness

|ldentifying Information and
Avallability
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