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Chronic rhinosinusitis is a high prevalence chronic inflammatory disease
that involves nasal mucosa and paranasal sinuses. Immunoglobulin E is an
inflammatory mediator that plays an etiopathogenic role in this condition,
Doi 10.5867/medwave.2018.07.7346 so omalizumab, an anti-immunoglobulin E monoclonal antibody, might
be a therapeutic alternative.
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data from the systematic reviews, reanalyzed data of primary studies, con-
ducted a meta-analysis and generated a summary of findings table using the

GRADE approach.

Results and conclusions

We identified five systematic reviews that included five primary studies
overall, of which two correspond to randomized trials. We concluded it is
not clear whether omalizumab leads to an improvement in the nasal polyps
scale, quality of life, general well-being or nasal symptoms in patients with

Epistemonikos, GRADE chronic rhinosinusitis, because the certainty of the evidence is very low. On

the other hand, omalizumab is probably associated with frequent adverse
effects.

Problem

Chronic rhinosinusitis is an inflammatory disease of the mucosa of the nasal cavity and paranasal sinuses lasting longer than 12
weeks. It is a common disease that could affect more than 15% of the total population in the United States', which is why it is an
important health problem that affects quality of life. Although there are therapeutic alternatives, a group of patients remains symp-
tomatic. It has been suggested that this may be due to most treatments focusing on relief of symptoms and reduction of inflamma-
tion, rather than in the cause. Current research has changed the approach to target barrier responses and states of chronic inflam-

mation?.
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Omalizumab is a humanized monoclonal antibody that selectively binds to the crystallizable fragment (Fc) region of immunoglobu-
lin E (IgE) by reducing free immunoglobulin E, which produces an anti-inflammatory effect and apoptosis of eosinophils. However,
it is not clear to what extent this is translated into a clinical effect. The objective of the arthrodesis to arthroplasty conversion is to
restore the range of movement in the joint, leading to an improvement in the functionality of the patient. However, it is not a
procedure that is performed frequently, since it is technically demanding and has a high rate of complications. It is currently unclear

what is the role of the conversion of arthrodesis to total knee arthroplasty.

Key messages

e It is not clear whether omalizumab leads to an improvement in the Nasal

Polyps Score, quality of life, general well-being or nasal symptoms in chronic

rhinosinusitis, because the certainty of the evidence is very low.

e Omalizumab is probably associated with frequent adverse effects.

About the body of evidence for this question

What is the evidence.
See evidence matrix in Episte-
monikos later

What types of patients were
included*

What types of interventions
were included*

What types of outcomes
were measured

We found five systematic reviews*® that included

913 of which two correspond to

9,12

five primary studies
randomized controlled trials

This table and the summary in general are based on

the two randomized trials”!?

, given the observa-
tional studies did not increase the certainty of the
existing evidence or provide relevant additional in-

formation.

Both trials included patients older than 18 years
[9,12]. One trial evaluated patients suffering from
chronic rhinosinusitis with nasal polyps and
asthma for more than 2 years '?, and the other trial
evaluated patients after sinus surgery’.

All trials used omalizumab as an intervention.

One trial administered omalizumab 150-375 mg
every 2 weeks'? and another 0,016 mg/kg once a
month’.

Both trials compared the intervention against pla-
cebo.

The trials evaluated multiple outcomes, which
were grouped by the systematic reviews as follows:

e Nasal Polyp Scale (Nasal Polyp Score - NPS)

e Nasal symptoms- Quality of life and general well-
being

e Adverse effects: such as headache, nasal obstruc-
tion, shortness of breath, allergies, common cold,
gastroenteritis, otitis media, shoulder of pain and
left ulnar hypoaesthesia.

The average follow-up was 12.9 months, with a
range between 5 and 28 months.

* The information about primary studies is extracted from the systematic reviews identified,

unless otherwise specified.

ME

Methods

To answer the question, we used
Epistemonikos, the largest database
of systematic reviews in health,
which is maintained by screening
multiple information sources, in-
cluding MEDLINE, EMBASE,
Cochrane, among others, to iden-
tify systematic reviews and their in-
cluded primary studies. We ex-
tracted data from the identified re-
views and reanalyzed data from pri-
mary studies included in those re-
views. With this information, we
generated a structured summary
denominated FRISBEE (Friendly
Summary of Body of Evidence us-
ing Epistemonikos) using a pre-es-
tablished format, which includes
key messages, a summary of the
body of evidence (presented as an
evidence matrix in Epistemonikos),
meta-analysis of the total of studies
when it is possible, a summary of
findings table following the
GRADE approach and a table of
other considerations for decision-
making.
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Summary of Findings

The information on the effects of omalizumab in chronic rhinosinusitis is based on two randomized trials that included 38 pa-

tients

9,12

Both trials reported the effect on the Nasal Polyp Score (31 patients), changes in quality of life (38 patients) and nasal symptoms

(38 patients

)”12. Only one trial reported adverse effects (24 patients)'*

The summary of findings is as follows:

It is not clear whether omalizumab leads to an improvement in the Nasal Polyps Score in chronic rhinosinusitis because the certainty of

the evidence is very low.

It is not clear whether omalizumab leads to an improvement in quality of life and general well-being because the certainty of the evidence

is very low.

It is not clear whether omalizumab leads to an improvement in nasal symptoms (nasal obstruction, loss of sense of smell and presence

of rhinorrhea) because the certainty of the evidence is very low.
Omalizumab probably has adverse effects in patients with chronic rhinosinusitis. The certainty of the evidence is moderate.

Omalizumab for chronic rhinosinusitis

Patients Chronic rhinosinusitis
Intervention Omalizumab
Comparison Placebo
Absol ffect* .
DOt Relative Certainty of
Outcome WITHOUT omalizumab WITH omalizumab effect evidence
% CI RADE
Difference: patients per 1000 ©5% €D (G )
MD 1.1 points better OO
XXk __
Nasal polyps scale (4.08 better to 1.89 worse) Very low

Quality of life and gen- | Omalizumab improved the score on symptom scales RSOM-31 and OO0
eral well-being SNOT-20 [9],[12]. Very low

Omalizumab improved nasal symptoms, such as nasal obstruction, ante-

©OOO*

Nasal symptoms rior rhinorrhea and smell alterations

91,0121, Very low
Adverse effects 95.7% of the participants reported at least one adverse event, most of DPRPO*
them mild. The common cold was the most frequent [12]. Moderate

Margin of error: 95% confidence interval (CI).
MD: Mean difference.
GRADE: Evidence grades of the GRADE Working Group (see later).

*The risk WITHOUT omalizumab is based on the risk in the control group of the trials. The risk WITH omalizumab (and
its margin of error) is calculated from relative effect (and its margin of error).

** Nasal Polyp Score: The polyp scoring system used to evaluate the size of the polyp in each nostril by nasal endoscopy with a
Likert scale that ranges from a score of 0= "without polyps”, score 2= "polyps that are found below the lower limit of the middle
turbinate ", score 3=" large polyps that reach the lower edge of the inferior turbinate or medial polyps to the middle shell", up to
a maximum of 4=" Large polyps that cause complete obstruction of the lower nasal cavity. "

! The certainty of evidence was downgraded one level due to inconsistency (12 = 73%).

2 The certainty of evidence was downgraded one level for risk of bias because the randomization sequence generation and con-
cealment were not clear, and there was not blinding. The certainty on adverse effects was not decreased by this factor, since in
the absence of bias the conclusion would be reinforced.

3 The certainty of evidence was downgraded one level for imprecision because the confidence interval includes the possibility that
there is an effect of minimal clinical relevance, and each end of this interval would lead to different decisions.

# The certainty of evidence was downgraded one level for imprecision due to the small sample size of the trials.

Follow the link to access the interactive version of this table (Interactive Summary of Findings — iSoF)
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https://isof.epistemonikos.org/%23/finding/5beecd7de3089d07c0874d4e

About the certainty of
the evidence

(GRADE)*

SeISP LS
High: This research provides a very

good indication of the likely effect. The
likelihood that the effect will be sub-
stantially differentt is low.

SIS,

Moderate: This research provides a
good indication of the likely effect. The
likelihood that the effect will be sub-

stantially differentt is moderate.

®e00

Low: This research provides some indi-
cation of the likely effect. However, the
likelihood that it will be substantially
differentt is high.

00@)

Very low: This research does not pro-
vide a reliable indication of the likely
effect. The likelihood that the effect
will be substantially differentt is very
high.

* This concept is also called ‘quality of
the evidence’ or ‘confidence in effect es-
timates’.

1 Substantially different = a large
enough difference that it might affect a
decision

Other considerations for decision-making
To whom this evidence does and does not apply
The conclusions of this summary apply to adults patients with chronic rhinosinusitis.

Due to the limitations of the identified evidence, it is not possible to draw conclusions
about whether there is a subgroup of patients that especially benefits from the interven-
tion.

About the outcomes included in this summary

Among the outcomes evaluated in the table are those considered critical for decision
making, according to the opinion of the authors of this summary.

It was decided to focus on the changes in the nasal polyps scale, which is an outcome
widely used in the clinic, and for which the trials provided the necessary information to
conduct a meta-analysis.

Although both trials included changes in computed tomography of paranasal cavities
within their outcomes, it was decided not to include them in the summary of findings
table because it is a surrogate outcome.

Balance between benefits and risks, and certainty of the evidence

It is not possible to make an adequate balance between the risks and benefits of omali-
zumab in patients with chronic rhinosinusitis, due to the uncertainty about the benefits.

On the other hand, although the trials have a small sample size, the evidence is sufficient
to conclude that the adverse effects are probably frequent.

Resource considerations

Omalizumab is a high-cost intervention, so it is particularly important for decision mak-
ing to have accurate information about the benefits. Given the uncertainty associated
with the benefits, it is not possible to make an adequate estimation of the cost-benefit.

What would patients and their doctors think about this intervention

Faced with the evidence presented in this summary, most clinicians and patients should
lean against the use of omalizumab as the first therapeutic line in chronic rhinosinusitis,

mainly due to the uncertainty about its benefit, its cost and the frequency of adverse effects.

However, in refractory cases or with comorbidities, it is likely that some people may be inclined to use it, especially if there are no
resource constraints.

Differences between this summary and other sources

This summary presents concordant conclusions with those of the six systematic reviews identified*®.

The conclusions of this summary agree with the European Consensus on Rhinosinusitis and Nasal Polyps 20122

Could this evidence change in the future?

It is very likely that future evidence will change the conclusions of this summary, due to the uncertainty about the benefits.

We identified three ongoing trials in the International Clinical Trials Registry Platform of the World Health Organization on the

use of Omalizumab in chronic rhinosinusitis with polyps'*'>1°.

No systematic reviews in progress were found in the PROSPERO database (International Prospective Register of Systematic Re-
views).
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How we conducted this summary

Using automated and collaborative means, we compiled all the relevant evi-
dence for the question of interest and we present it as a matrix of evidence.

Pinto JM

2010

Gevaert P
2013

Vennera Mdel
2011

Penn R

2007

Tajiri T

2013

Rivero A
2017

Santos TS
2014

Hong CJ
2015

Tsetsos N
2018

Banglawala SM
2014

An evidence matrix is a table that compares systematic reviews that answer the same

question.
Rows represent systematic reviews, and columns show primary studies.

The boxes in green comespond to studies included in the respective revisions.
The system automatically detects new systematic reviews including any of the primary
studies in the matrix, which will be added if they actually answer the same guestion.

Follow the link to access the interactive version: Omalizumab for chronic

rhinosinusitis.
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