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AstraZeneca’s comments for the assessment report: ”Medicinradets(DMC) anbefaling vedr.
tezepelumab til behandling af sveer astma”.

Overall, the assessment report and requests for subpopulation data during the application process has been
steered towards comparing tezepelumab to the previous assessment of other biologics within severe asthma.
AstraZeneca understands why this is helpful for the DMC in terms of placing tezepelumab in the existing
“Behandlingsvejledning” and tender. However, it is important to also remember that the indication for
tezepelumab is broader than the other biologics, as it is the only biologic which based on its indication can be
used for patients with severe asthma regardless of expression of one, or multiple elevated biomarkers or even
no elevated biomarkers at defined cut offs. Tezepelumab showed improved asthma outcomes in trials
irrespective of biomarkers and levels, however when a heterogenous patient population as severe asthma is, is
divided into smaller more homogenous patient populations (by request from the DMC), statistically significance
gets harder to show due to the size of the populations.

The T2 low population with EOS<150 and FeNO<25

It is stated in the assessment report that the effect observed in the T2 high population was not observed in the
T2 low population. AstraZeneca does not agree with this statement, as it is based on a broad Cl interval in the
rate ratio in exacerbation rate of tezepelumab versus placebo. In the opinion of AstraZeneca, a more correct
statement is that the broad Cl interval is an uncertainty parameter, but not the same as no effect.

In the NAVIGATOR trial this patient population is 16% of the total patient population and when excluding
patients with perineal allergy, it is only 6%.

AstraZeneca is therefore surprised by the estimate from the DMC regarding the size of this patient population
being 30% in Denmark. However, it does underline the level of unmet need in severe asthma, regardless of the
introduction of multiple biologic treatments which have improved the outcome for many patients. We also
support the statement from the DMC that these patients are not well treated at the current standard of care and
have higher healthcare resource utilization.

AstraZeneca understands that smaller patient populations can be linked to more uncertainties in analyses.
Since the Danish Severe Asthma Registry follows all severe asthma patients on biologics in Denmark, these
patients will also be followed, and the effect will be documented in the registry. This registry can also follow up
on the actual number of T2 low patients in Denmark, and whether this deviates from other countries/the
references used.

Different ICERs

AstraZeneca acknowledges that the ICER of the DMC main analysis/base case is very similar to AstraZeneca’s
results. In the sensitivity analyses mortality and exacerbation multipliers are removed. To our knowledge, there
is no possibility to track asthma-related mortality (ICD-10 codes J45 and J46) in the publicly available Danish
statistical databases. In other Nordic countries, this possibility exists. Between 2016 and 2021, in Sweden,
there were 96 to 153 asthma-related deaths, in Norway there were 80 to 110 asthma-related deaths, and in




Finland, there were between 61 to 90 asthma-related deaths. A recent study from France has shown that over two
years, there was a relative risk of death of 2.35 (95% CI 1.70 to 3.29) for severe uncontrolled asthma patients (Roche
etal., 20222). Thus, to completely remove the mortality from the cost-effectiveness model does not represent the real-
world setting. Furthermore, the argument raised by the DMC on page 7 in the

"vurderingsrapport”, which explains why the placebo group gets a good treatment response supports the use of the
exacerbation multiplier in the cost-effectiveness model. An improvement in asthma control during the study period
among the patients on placebo has been shown in several clinical trials compared to the pre-study period for patients
with severe uncontrolled asthma. In the cost-effectiveness model of Tezepelumab, an exacerbation multiplier of 1.52
was used, which is within the rangle of the placebo effect from the other clinical studies of biologic treatments for
severe uncontrolled asthma patients (Table 1).

Table 1. Exacerbation multipliers in clinical studies of biologic treatments for patients with severe uncontrolled asthma.

Clinical study Annual exacerbations
for the placebo

AAER for the placebo
population during the
study period

Exacerbation
population prior to the multiplier

study period

PATHWAY (Corren et al., 20173) ,

QUEST (Castro et al., 20184) 2.09 0.87 | 1.22

MENSA (Ortega et al., 2014%) 3.60 1.74 j 1.86

SIROCCO (Bleecker et al., 20165) 3.00 1.30 1.70
Allergy:

AstraZeneca do agree that it is up to the treating physician to evaluate the main drivers of asthma in patients,
and that allergy is not the main driver of asthma in all patients with allergy. The reason why allergy as a
parameter is only included indirectly in the analysis requested by the DMC is difficult to understand as the
argument is that even though a high proportion of the patient population in the trial data have allergy confirmed
by sensibilization, the DMC does not think that this proves the impact of allergy in the severity of the asthma.
This deviates from Swedish epidemiological evidence stating that 26-42% of total asthma incidence among
younger adults can be attributed to allergic sensitization and in just over 70% of those sensitized, the asthma
disease can theoretically be attributed to the sensitization itself. 78 AstraZeneca therefore chooses to highlight
the importance of taking allergy as a parameter into account for severe asthma patients, also for the patients
without co-expression of elevated EOS or FeNO.

We hope that DMC will take our comments into account before taking the final decision at the meeting on April
26th.

Kind regards

Bianca Kennedy Hall, Market Access Manager and Josefine Persson, Health Economist
AstraZeneca A/S
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Leverandgr AstraZeneca

Leegemiddel Tezspire (tezepelumab)

Som tilleegsvedligeholdelsesbehandling til voksne og unge pa 12 ar
og derover med svaer astma, der ikke er kontrolleret tilstraekkeligt
pa trods af hgj dosis inhalationskortikosteroider plus et andet
astmalaegemiddel til vedligeholdelsesbehandling.

Ansggt indikation

Nyt leegemiddel / indikationsudvidelse RNNVEESCllleleE]

Prisinformation

Amgros har fglgende aftalepris pa Tezspire (tezepelumab):

Tabel 1: Aftalepris

Leegemiddel Styrke Pakningsstgrrelse AIP (DKK)  SAIP (DKK) pr. 3.4.23  Rabatprocent ift. AIP

Tezspire 210 mg 1 stk 8.677,70

Aftaleforhold

1/2
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Konkurrencesituationen

Tabel 12: Sammenligning af laegemiddeludgifter

Leegemiddeludgift*
For 2 ar. (SAIP, DKK)
Priser pr.01.06.2023

Sammenlignende mangde

Leegemiddel over 2 &r.

Tezspire 26 doser af 210 mg

Nucala (mepolizumab) 26 doser af 100 mg
Fasenra (benralizumab) 14 doser a 30 mg
Dupixent (dupilumab) 53 doser a 200 mg
Dupixent (dupilumab) 53 doser a 300 mg

* |eegemiddeludgiften er priserne pr.1.6.2023 som er brugt i den kommende rekommandation for svaer astma.

Status fra andre lande

Land Status ‘ Link
Norge N/A
Sverige N/A
England Under evaluering
Konklusion
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Application for the assessment of Tezspire
(tezepelumab) as an add-on maintenance
treatment 1n adults and adolescents 12 years
and older with severe asthma who are
inadequately controlled with high dose inhaled
corticosteroids plus another medicinal product
for maintenance treatment
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4. Summary

Tezepelumab will be the first biologic to receive marketing authorization regardless of biomarker profile and across
phenotypes, which includes Type 2 high (including allergic asthma) and Type 2 low asthma. The GINA guideline
recommends tezepelumab for patients with Type 2 high asthma, allergic asthma, as well as patients with Type 2 low
asthma.

Tezepelumab has demonstrated efficacy across phenotypes and irrespective of biomarkers, as evidenced by direct
clinical evidence, as well as comparable effectiveness with other biologics observed in the ITCs. Even though other
biologic treatments exist, some patients with severe asthma still remain untreated or uncontrolled and switch between
products, which underlines the need for a new mode of action.

This consolidates its positioning as the preferred first-line biologic across all patients with severe, uncontrolled asthma.

4.1 Tezepelumab clinical value

Tezepelumab represents a new class of biologic (anti-thymic stromal lymphopoietin [TSLP]) in the treatment of severe,
uncontrolled asthma, blocking TSLP in the airway epithelium at the top of the inflammatory cascade (1-6) and interfering
with multiple downstream inflammatory pathways to deliver efficacy across phenotypes and irrespective of biomarkers,
including allergic, non-allergic, EOS-high and -low, and FeNO high and low populations — and even for patients with
expression of multiple biomarkers. (1, 7) Beyond reducing airway inflammation, tezepelumab has been shown to have
an impact on airway hyperresponsiveness, indicating that TSLP blockade might have additional benefits beyond
reducing eosinophilic and allergic inflammation in asthma.

The efficacy of tezepelumab 210 mg Q4W + standard of care (SoC) in reducing the rate of asthma exacerbations and
improving pulmonary function, asthma control and quality of life (QoL) in patients with severe, uncontrolled asthma
was assessed in the PATHWAY (Phase llb) and NAVIGATOR (Phase IIl) clinical trials. The SOURCE (Phase Ill) trial
additionally assessed the effect of tezepelumab 210 mg Q4W + SoC versus placebo (PBO) + SoC in reducing OCS use in
adults with severe OCS-dependent asthma.

NAVIGATOR and PATHWAY both met their primary endpoint (annualised asthma exacerbation rate [AAER]) and
demonstrated that tezepelumab 210 mg Q4W + SoC reduced the AAER by up to 71% and exacerbations leading to
hospitalisation by up to 85% compared with PBO + SoC. (1, 8) Results from NAVIGATOR indicate that 0.85 patients need
to be treated with tezepelumab 210 mg Q4W + SoC, instead of PBO Q4W + SoC alone, for one year in order to prevent
an additional asthma exacerbation (i.e., the number needed to treat [NNT]).(9) The efficacy of tezepelumab 210 mg
Q4W + SoC is supported across trials by clinically meaningful improvements in lung function, as measured by pre-
bronchodilator (BD) forced expiratory volume in one second (FEV1), in addition to asthma control (Asthma Control
Questionnaire 6-item [ACQ-6]), symptoms (Asthma Symptom Diary [ASD]) and HRQoL (Standardised Asthma Quality of
Life Questionnaire for 12 years and older [AQLQ(S)+12] and St George’s Respiratory Questionnaire [SGRQ]). (1, 7, 8, 10)
Importantly, the efficacy of tezepelumab 210 mg Q4W + SoC was observed across the enrolled population of severe,
uncontrolled asthma patients in all trials, irrespective of phenotypes and biomarkers, including in patients with EOS
<150 cells/uL, for whom a particularly high unmet need exists due to the lack of available treatment options. (1, 7, 8,
10)

In SOURCE, 54.1% of patients treated with tezepelumab 210 mg Q4W + SoC achieved an OCS dose reduction of 290%,
which was numerically greater than with PBO Q4W + SoC (46.1%). However, the primary endpoint of a categorised
percent reduction in final daily OCS dose at Week 48 did not reach statistical significance. The proportion

of patients treated with placebo who were able to reduce their OCS dose (i.e. placebo response) in this study was larger
than observed in similar published studies of biologics.(11-13) This may be attributable to the unique SOURCE study
design; a post hoc analysis of SOURCE results was performed in which OCS reduction phase duration and rules for
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permission of multiple down-titration attempts were retrospectively altered to align with previous OCS-sparing studies.
The post hoc analyses of categorised percent reduction in OCS dose resulted in a greater odds ratio (OR) in favour of
tezepelumab 210 mg Q4W + SoC versus PBO Q4W + SoC that achieved statistical significance (OR: 2.16, 95% Cl: 1.20,
3.89; nominal p=0.010).(14) The reduced exacerbation rate with tezepelumab compared with placebo observed across
trials may result in a lower cumulative OCS dose; this may therefore prevent patients treated with tezepelumab from
requiring long-term OCS use and becoming OCS-dependent. Accordingly, in a post hoc analysis of NAVIGATOR, patients
treated with tezepelumab 210 mg Q4W + SoC had fewer exacerbations and, amongst those with exacerbations, fewer
days of exacerbation-related systemic corticosteroid (SCS) use than patients who received PBO Q4W + SoC. Amongst
patients who received OCS for exacerbations, patients treated with tezepelumab 210 mg + SoC received a lower total
OCS dose than patients treated with PBO Q4W + SoC.(15) Tezepelumab has also been shown to be efficacious in OCS-
dependent patients. Results from SOURCE and pooled results across NAVIGATOR and PATHWAY demonstrate the
efficacy of tezepelumab in the subgroup of OCS-dependent patients for the majority of endpoints.(16-18)

Together, these trials demonstrate the favourable benefit/risk profile of tezepelumab in patients with severe,
uncontrolled asthma, with no clinically meaningful differences in safety versus optimised SoC alone and no safety
signals. (1, 7, 10)

4.2 Tezepelumab safety

Overall

Across the NAVIGATOR, PATHWAY and SOURCE trials, tezepelumab was well tolerated in patients with severe asthma
and demonstrated a similar safety profile to optimised SoC alone. Furthermore, tezepelumab was associated with low
discontinuation rates in patients with severe, uncontrolled asthma across phenotypes and irrespective of biomarkers.

AEs of special interest

Trial results show that the incidence of severe infections was low overall and similar between the tezepelumab 210 mg
Q4W + SoC and PBO Q4W + SoC groups in NAVIGATOR (46 [8.7%] and 44 [8.3%)] patients, respectively) and in PATHWAY
(4 [2.9%] and 4 [2.9%)], respectively). (7, 10) In SOURCE, the incidence of severe infections in the on-treatment period
was lower in the tezepelumab 210 mg Q4W + SoC group (n=4 [5.4%]) than the PBO Q4W + SoC group (n=7 [9.2%]).(18)
Furthermore, an in vitro study on human cells demonstrated that tezepelumab therapy improves host tolerance to
viruses by decreasing inflammatory alarmins or cytokines without affecting anti-viral resistance.(19) The incidence of
cancer did not differ between the treatment groups in NAVIGATOR (n=4 in both groups)(20) in SOURCE, there was one
event of incidence of malignancy reported in the tezepelumab 210 mg Q4W + SoC group (1/74 [1.4%]) and no events in
the PBO Q4W + SoC group. The event was not considered to be causally related to the treatment.(18)

4.3 Comparator and comparative efficacy

The included tezepelumab studies NAVIGATOR, PATHWAY and SOURCE all compare with SoC which is defined as
medium to high-dose ICS and other maintenance treatment.

Side 13/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



:_» Medicinradet

There are currently approved biologic treatments in asthma which are indicated for patients with severe disease;
however, no head-to-head trials have compared the efficacy of tezepelumab with these biologics. ITC was therefore
performed to compare tezepelumab with relevant biologics for the treatment of moderate-to-severe, uncontrolled
asthma (covering the indications of approved biologics). (21, 22) Due to the complexity of trial comparisons
(tezepelumab having a broader trial population than other biologics), a robust and exhaustive analysis has been
developed. In indirect treatment comparisons (ITCs) with the other biologics, considering the outcomes of AAER and
reduction in exacerbations leading to hospitalisation, tezepelumab 210 mg Q4W + SoC consistently demonstrated
numerically favourable effectiveness compared to all comparators in the network meta-analysis (NMA). In terms of ACQ
and FEV1, no clear clinical differences between biologics were observed in the NMA. Considering categorised percent
reduction in OCS dose, although the results of the NMA favoured the other biologics, the NMA subgroup which offer
more targeted comparisons, especially with respect to EOS-defined subgroups, suggested favourable effectiveness with
tezepelumab.(22) A list of the biologic treatments included in the ITC is listed in Table 1.

AstraZeneca has analyzed the severe asthma treatment guideline made by the DMC with respect to identify
comparators for this application. Overall, the DMC has deemed the clinical efficacy between dupilumab, benralizumab,
mepolizumab, reslizumab and omalizumab to be comparable/equal where indications overlap. AstraZeneca has
performed a network meta-analysis (NMA) confirming tezepelumab to also have a similar clinical efficacy compared to
the other biologic therapies. Based on this, AstraZeneca regards dupilumab as the most relevant comparator to
tezepelumab and dupilumab will therefore be the only biologic comparator in the health economic analysis. This is due
to the broader trial population including both type 2 high asthma with EOS >150 and allergic asthma patients which is
most similar to the indication of dupilumab.

Severe asthma is a heterogenous patient population. The DMC treatment guideline and clinical guidelines has therefore
also been analysed to define the patient population in this application in accordance with current treatment initiation
criteria, biomarker cut-offs etc used in Danish clinical practice. The definition of the patient populations which is used
in both the medical section and the health economic section is therefore outlined below.
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5. The patient population, the intervention and choice of comparator(s)

5.1 The medical condition and patient population

The pathophysiology of the disease and the clinical presentation/symptoms

Asthma is a chronic inflammatory disorder of the airways caused by the interaction of genetic and environmental
factors. It is characterised by variable and reversible airflow obstruction, airflow inflammation, excessive mucus
production and airway hyperresponsiveness that lead to recurrent episodes of wheezing, breathlessness, chest
tightness and coughing.(29-31) Progressive pathologic airway remodelling may also occur, resulting in partially
reversible or irreversible airway obstruction.(31) Severe asthma is a heterogeneous syndrome encompassing several
clinical phenotypes that differs according to age of onset of asthma, presence or absence of allergy, severity of airflow
limitation, frequency of exacerbations, response to treatment and prognosis and is associated with a reduced quality of
life, exacerbations, increased health care resource use, hospitalization and death. (32, 33)

Even though these patients often require repetitive glucocorticoid bursts, maintenance oral glucocorticoid therapy on
top of adequate treatment with high dose inhaled glucocorticoids, LABA and LAMA, disease control is not obtained as
some patients still experience persistent symptoms and frequent exacerbations.(29)

In Denmark it is estimated that approximately 7-11% of the Danish population are suffering of asthma.(34) The
prevalence of severe asthma is 5-15% of asthma patients and approximately half (50%) of these patients have type 2-
inflammation (T2 inflammation), which is categorized by production of cytokines IL-4, IL-5, IL-13, IL-25, IL-33 and thymic
stromal lymphopoietin (TSLP) initiated by either the adaptive or the innate immune system. (35, 36) T2 inflammation
can be initiated by allergens, virus, bacteria, and irritants. T2 inflammation is often characterized by increased level of
eosinophiles (EOS) in the blood and/or increased fractional exhaled nitric oxide FeNO and/or allergic asthma with IgE-
sensitization for allergens demonstrated by measuring of increased level of specific IgE in the blood or by skin prick
test.(36)

Type 2 high inflammation (T2 high) is characterized by eosinophilic airway inflammation, where increased blood
eosinophil counts and/or elevations of FeNO often can be measured. Type 2 low inflammation (T2 low) can beside lower
levels of Type 2 high inflammation also be characterized by neutrophilic asthma and/or paucigranulocytic asthma.(32)

Current treatment option(s)

(the section below is based on the DMC treatment guideline and the protocol for assessment of dupilumab)
The Danish Respiratory Society (DLS) defines severe asthma in accordance with ERS (European Respiratory Society)/ATS

(American Thoracic Society) guidelines as: asthma which for at least the last year, has required high dose inhalation
steroid treatment as well as one or more additional treatments (2nd controller (typically long-acting beta2-agonist,
LABA) and/or who have required perorally steroid (OCS) for > 50% of the time) to prevent asthma from becoming
uncontrolled or, despite this treatment, remains uncontrolled. (35, 37) Systematic examination of possible severe
asthma is essential to ensure diagnosis and that the lack of disease control is not due to incorrect diagnosis, lack of
adherence with the prescribed treatment, treatable comorbidities, or avoidable triggers.7 However, there is a smaller
proportion of patients who do not achieve adequate disease control despite the above measures. For patients with
severe eosinophilic asthma, an additional biologic treatment option is available with mepolizumab, reslizumab,
dupilumab or benralizumab, which are antibodies targeting interleukin 5 (IL-5), anti-IL4Ra or IL-5 receptor (IL-5R).
Mepolizumab is approved by the EMA for adults and children over 6 years of age.(25) Reslizumab and benralizumab are
approved for adults. (26, 27) IL-5 is a cytokine that plays a key role in the production, maturation, and survival of
eosinophilic granulocytes, and binding the antibodies to IL-5 or IL-5R thus leads to a reduction in the number of
eosinophilic granulocytes, resulting in better disease control. In adult patients and children over 6 years of age with
severe allergic asthma who have a positive skin prick test or in vitro reactivity for a year-round airborne
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5.1.1 Patient populations relevant for this application

Current biologics assessed by the DMC are targeting the severe uncontrolled eosinophilic asthma patient and the allergic
patients with and without co-expression of other biomarkers. Tezepelumab can also treat these patients, however
tezepelumab can also treat the ones which is not sufficiently treated with current biologic treatment (switch) and
patients not eligible for treatment due to low or no expression of T2 inflammatory biomarkers or co-expression of two
or more biomarkers. Which means:

The patients who have either low and high biomarker status including patients with multiple inflammatory drivers
having high symptomatic disease burden despite the availability of existing biologics and would benefit from a novel
treatment with an upstream MOA, meaning:

e Bio-naive severe asthma patients regardless of biomarker levels or dominance

e  Switch patients regardless of phenotype not achieving treatment targets on current biologic and switching to
a new MoA

e The Type 2 low symptomatic uncontrolled asthma patient characteristics which embraces the absence or low
presence of T2 markers meaning low FeNO, low EOS, adult-onset and diagnosis of asthma and may be allergic,
poor response to but high use of SABA, not responding sufficiently to ICS or OCS.

Importantly this is also aligned with the new updated version of GINA 2022 recommendations. (23)

In conclusion this covers the whole patient population estimated in the section above. However as was also mentioned
above, there are currently other biologic treatments and a tender that decides the treatment split. It is expected that
tezepelumab will get a proportion of new patients (incident population), and switch patients (prevalent population)
depending on the tender outcome both within high EOS and high FeNO, high EOS only and allergic patients with or
without co-expression of FeNO or EOS. For the patients with Type 2 low and High FeNO only asthma tezepelumab will
be the first biologic treatment and the whole population is therefore relevant for this application.

An overview of the patient population treated with tezepelumab in the NAVIGATOR trial can be seen in the Venn
diagram in figure 1 below. This illustrates the effect of tezepelumab irrespective of biomarkers.
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Figure 1 Overview of biomarker expression in the NAVIGATOR trial

Figure 1 is based on NAVIGATOR data, which includes both medium and high dose ICS, which is why these numbers deviates from
the estimated patient population in the section above (which is only based on high dose ICS). For more detail se baseline

characteristics in later sections.

5.2 Current treatment options and choice of comparator(s)

5.2.1 Current treatment options

The Danish Respiratory Society (DLS) defines severe asthma in accordance with ERS (European Respiratory Society)/ATS
(American Thoracic Society) guidelines: asthma which for at least the last year has required high dose inhalation steroid
treatment as well as one or more additional treatments (2" controller (typically long-acting beta2-agonist, LABA) and/or
who have required perorally steroid (OCS) for > 50% of the time) to prevent asthma from becoming uncontrolled or,
despite this treatment, remains uncontrolled. (35, 37) Systematic examination of possible severe asthma is essential to
ensure diagnosis and that the lack of disease control is not due to incorrect diagnosis, lack of adherence with the
prescribed treatment, treatable comorbidities, or avoidable triggers.(37) However, there is a smaller proportion of
patients who do not achieve adequate disease control despite the above measures. Some of these patients can be
offered biologic treatment. Patients with severe eosinophilic asthma, can today be treated with mepolizumab,
reslizumab or benralizumab, which are antibodies targeting interleukin 5 (IL-5) or IL-5 receptor (IL-5R). Mepolizumab is
approved by the EMA for adults and children over 6 years of age. (25) Reslizumab and benralizumab are approved for
adults.(26, 27) IL-5 is a cytokine that plays a key role in the production, maturation, and survival of eosinophilic
granulocytes, and binding the antibodies to IL-5 or IL-5R thus leads to a reduction in the number of eosinophilic
granulocytes, resulting in better disease control. In adult patients and children over 6 years of age with severe allergic
asthma who have a positive skin prick test or in vitro reactivity for a year-round airborne allergen/perennial allergy, a
treatment option is additional therapy with anti-IgE treatment in the form of omalizumab or dupilumab. Omalizumab
is an antibody aimed at IgE which prevents the binding of IgE to immune system cells, thereby reducing allergic
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used.

of mepolizumab is
40 mg administered
subcutaneously

once every 4 weeks.

The pre-filled pen
or pre-filled syringe
should be used for
subcutaneous
injection only. or
self-administration
the recommended
injection sites are
the abdomen or
thigh. A caregiver
can also inject
Nucala into the
upper arm. For
doses which require
more than one
injection, it is
recommended that
each injection is
administered at

least 5 cm apart.

areas where the
skin is tender,
bruised,
erythematous, or

hardened.

omalizumab every

two weeks.

For subcutaneous
administration only.
Xolair must not be
administered by the
intravenous or
intramuscular
route. Doses of
more than 150 mg
should be divided
across two or more
injection sites.
There is limited
experience with
self-administration
of Xolair powder
and solvent for
solution for
injection.
Therefore,
treatment with this
formulation is
intended to be
administered by a
healthcare provider

only.

adjusted for
significant
changes in body
weight.

This medicinal
product is for
intravenous
infusion only. It
must not be
administered by
the
subcutaneous,
oral or
intramuscular
route. The
appropriate
volume of
concentrate
should be
dispensed into an
infusion bag
containing 50 mL
sodium chloride 9
mg/mL (0.9%)
solution for

infusion.

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022

Side 27/348



> Medicinradet

Should the
pharmaceutic
al be

administered

No however
dupilumab is
indicated add-on

maintenance

No however
mepolizumab is
indicated as an add-

on treatment for

No however
benralizumab is
indicated as an add-

on treatment for

No however
omalizumab is
indicated as add-on

therapy to improve

No however
reslizumab is an
add-on therapy in

adult patients

X severe refractory severe eosinophilic asthma control in with severe
with other treatment for
. . eosinophilic asthma. patients with eosinophilic
medicines? severe asthma with
. . asthma. severe persistent asthma
type 2 inflammation
allergic asthma. inadequatel
characterised by & g y
controlled despite
raised blood P
. . high-dose inhaled
eosinophils and/or
. . corticosteroids
raised fraction of | A
us another
exhaled nitric oxide P
medicinal product
(FeNO).
for maintenance
treatment
Is intended for long- | Isintended for long- | Fasenraisintended | Isintended forlong- | Isintended for
Treatment

duration/crit

term treatment.

The need for

term treatment.

The need for

for long-term

treatment. A

term treatment.

Clinical trials have

long-term

treatment. A

eria for end
of treatment: continued therapy continued therapy decision to demonstrated that decision to
should be should be continue the it takes at least 12- continue the
considered at least considered at least therapy should be 16 weeks for Xolair therapy should be
on an annual basis on an annual basis made at least treatment to show made at least
as determined by as determined by annually based on effectiveness annually based on
physician physician disease severity, disease severity
assessment of the assessment of the level of and level of
patient’s level of patient’s disease exacerbation exacerbation
asthma control. severity and level of | control and blood control.
control of eosinophil counts.
exacerbations.
Necessary No No No No No
monitoring,
both during

administratio
n and during
the treatment

period:

Need for
diagnostics or

other tests:

No except for
eosinophil

count(blood test)

No except for
eosinophil

count(blood test)

No except for
eosinophil

count(blood test)

A positive skin test
or in vitro reactivity
to a perennial

aeroallergen.

No except for
eosinophil
count(blood/sput

um test)
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Packaging Pack of 200 mg or Pack of 1 or 3 100 Pack of 130 mg Pack of 75 or 150 10 mlor 2,5 ml
300 mg with 2 mg syringes/pen. syringe/pen mg with 1 syringe pack of 10 mg/ml
syringes/pen. vials

5.2.4 The intervention

From the broader pool of the total asthma population, there is a smaller proportion of patients, that despite systematic
examination and treatment do not achieve adequate disease control despite available treatments.

Tezepelumab represents a new class of biologic (anti-TSLP) in the treatment of severe, uncontrolled asthma, blocking
TSLP at the top of the inflammatory cascade and interfering with multiple downstream inflammatory pathways to
deliver efficacy across phenotypes and irrespective of biomarkers, including allergic, non-allergic, EOS-high and -low,
and FeNO high and low populations.

Tezspire

Generic name (ATC-code):
Tezepelumab (RO3DX11)
Mode of action:

o Tezepelumab blocks the action of thymic stromal lymphopoietin (TSLP), an epithelial cytokine that plays a key role
across the spectrum of asthma inflammation

Pharmaceutical form:
«  Solution for injection. Pre-filled syringe contains 210 mg tezepelumab in 1.91 mL solution (110 mg/mL)

Posology/expected indication and dosing:

Tezspire is indicated as an add-on maintenance treatment in adults and adolescents 12 years and older with severe
asthma who are inadequately controlled with medium to high dose inhaled corticosteroids plus another medicinal
product for maintenance treatment

Adults and adolescents (aged 12 years and older): The recommended dose is 210 mg of tezepelumab by subcutaneous
injection every 4 weeks. No loading dose is required

Should the pharmaceutical be administered with other medicines?
« No but there will for most patients also be a background treatment

Treatment duration/criteria for end of treatment:

« Tezspire is intended for long-term treatment. The need for continued therapy should be considered at least on an
annual basis as determined by physician assessment of the patient’s level of asthma control.

Necessary monitoring, both during administration and during the treatment period:
« No

Need for diagnostics or other tests:

«  No except for eosinophil count(blood test)
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Figure 3. Clinical trial designs for NAVIGATOR, PATHWAY and SOURCE
NAVIGATOR

PATHWAY

SOURCE

Abbreviations: ICS inhaled corticosteroid; IP induction phase; LABA long-acting beta-agonist; LTE long-term extension; MP maintenance

phase; OCS oral corticosteroid; PBO placebo; R, randomisation; Q2W every two weeks; Q4W every four weeks; SC subcutaneous; SoC
standard of care; Wk Week.

Sources: Corren 2017;(1) Menzies-Gow 2021;(53) Wechsler 2022.(18)

Table 9 shows key baseline demographic and clinical characteristics of study patients in NAVIGATOR and PATHWAY.
Demographics were well-balanced between treatment groups in the trial and were representative of the target
population. In NAVIGATOR, patients with a broad range of severe asthma phenotypes and baseline biomarker profiles
were included, as indicated by the blood EOS and allergic status subgroups in Table 8. A wide spectrum of the blood
EOS range was represented, allowing for robust subgroup analyses.
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Source: NAVIGATOR: Menzies-Gow 2021.

e NAVIGATOR met its primary endpoints, as treatment with tezepelumab 210 mg Q4W + SoC resulted in
statistically significant reductions in exacerbation rate of 56% (95% Cl: 47%, 63%; nominal p<0.001) compared
with the PBO Q4W + SoC group at Week 52 NAVIGATOR. (8)

e In NAVIGATOR, tezepelumab 210 mg Q4W + SoC treatment reduced the rate of asthma exacerbations
requiring hospitalisation or ER visit compared with PBO Q4W + SoC over 52 weeks by 79% (AAER: 0.06 versus
0.28, respectively; RR: 0.21; 95% Cl: 0.12, 0.37; nominal p<0.001) as shown in figure 4 (1, 7)

e  Furthermore, the proportion of patients in NAVIGATOR who were followed for 52 weeks and did not
experience asthma exacerbations requiring hospitalisation or ER visit was higher in the tezepelumab 210 mg
QAW + SoC group compared with the PBO Q4W + SoC group over 52 weeks (92.4% versus 85.1%, respectively;
OR:2.21;95% Cl: 1.47, 3.31).(20)

e The primary efficacy endpoint was assessed in a number of subgroups related to biomarker status and
phenotype in the NAVIGATOR trial. Tezepelumab 210 mg Q4W + SoC demonstrated a consistent AAER
reduction compared to PBO Q4W + SoC across phenotypes and irrespective of biomarker status over 52 weeks
(see figure below for details). A statistically significant reduction in AAER was observed across EOS levels
(nominal significance for all subgroups aside from EOS <300 cells/uL), with reductions ranging from 39% to 77%
for EOS <150 cells/ulL to 2450 cells/uL, respectively, and allergic status (allergic: 58%; non-allergic: 51%).(8)

Side 44/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



> Medicinradet

Figure 6 AAER by baseline biomarker status (NAVIGATOR; FAS)

Source: NAVIGATOR: Menzies-Gow 2021
e  Furthermore, pooled results across the PATHWAY and NAVIGATOR studies indicate a 60% reduction in exacerbation

rate with tezepelumab 210 mg Q4W + SoC treatment compared with placebo Q4W + SoC (rate ratio [RR]: 0.40; 95%
Cl: 0.34, 0.48(56)

Below all results from NAVIGATOR are stated divided into the subpopulations requested by the Danish Medicines Council. First all the data for the T2
high population, defined as eosinophil counts 2150/ul and/or FeNO >25 ppb, will be stated then the same results will be shared for the T2 low
population defined as eosinophil counts <150/ul and FeNO <25 ppb. The same data have been included for PATHWAY, and some for SOURCE. In the
end of this section more pooled data from NAVIGATOR and PATHWAY have been included.
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efficacy and safety of tezepelumab in reducing OCS use in adults with OCS-dependent asthma. Amongst patients treated
with tezepelumab, 54% achieved an OCS reduction of 290%, numerically (but not statistically significantly) higher than
that amongst patients treated with placebo (46%). The placebo response was larger than observed in similar published
studies of biologics, and may be attributable to the unique SOURCE study design, which included a long OCS reduction
phase and the permission for multiple down-titration attempts. In SOURCE, treatment with tezepelumab reduced
exacerbations and improved lung function, asthma control and HRQolL, supporting the favorable efficacy of
tezepelumab observed in NAVIGATOR and PATHWAY.

7.2 Efficacy and safety of tezepelumab compared to other biologics

7.2.1 Relevant studies

Table 43 List of RCTs assessing the efficacy and safety of relevant biologics included in the ITC feasibility
assessment(11, 12, 63-76)

Benralizumab Dupilumab Mepolizumab Tezepelumab
*SIROCCO (2016) e Wenzel (2016) * MENSA (2014) * Ayres (2004) e Castro (2011) *PATHWAY (2017)
« CALIMA (2016) «LIBERTY ASTHMA *SIRIUS (2014) e Holgate (2004) *Castro (2015) * NAVIGATOR
«ZONDA (2017) QUEST (2018) « MUSCA (2017) «INNOVATE «Bjermer (2016) (2020)
 ALIZE (2018) ¢ LIBERTY ASTHMA (2005) «Corren (2016) *SOURCE (2020)

« ANDHI (2020) VENTURE (2018) *NCT00567476
*Ohta (2009)
*Chanez (2010)

«EXALT (2011)
eHanania (2011)
eBardelas (2012)
*Hoshino (2012)
¢ QUALITX (2012)
e Busse (2013)
«NATAIR (2013)
*Pasha (2014)
*Li(2016)
* Mukherjee
(2019)

Abbreviations: ITC = indirect treatment comparison; RCT = randomized controlled trial.

7.2.2  Efficacy and safety — results per study

All studies listed in Table 43 above was included in the ITC feasibility assessment, however only the dupilumab studies

will be described in detail in the following sections, as dupilumab is the main comparator based on arguments listed in

sections above. All the biologic treatments included in the ITC has been assessed by the DMC in the current treatment

guideline, why this work will not be repeated here. For more details see the comparative analysis and Appendix A-F.

For dupilumab, we hereby describe the studies: QUEST, Wenzel and Wechsler and VENTURE:

e QUESTIis arandomized, double-blind, placebo-controlled phase Il study, that lasted for 52 weeks. Included patients
had severe uncontrolled asthma with at least one exacerbation last year that required treatment with moderate or
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high-dose ICS and LABA. The included patients were randomized for treatment with either 200mg or 300mg

dupilumab every other week.

Results: Patients receiving either 200mg or 300mg dupilumab every two weeks, statistically significantly reduced
the severe asthma exacerbations compared to patients in the placebo arm. The reduction were greater in patients
with type 2 inflammatory biomarkers. Better lung function and asthma control was also observed in patients
treated with dupilumab.

e VENTURE is randomized, double-blind, placebo-controlled phase Ill study, that lasted for 28 weeks. VENTURE
evaluated the efficacy of dupilumab in reducing the use of OCS as maintenance treatment.
Results: The median decrease in the daily OCS dose was statistically significant for patients on dupilumab compared
with the patients in the placebo arm.

e Wenzel et al. is a randomized, double-blind, placebo-controlled, parallel-group, pivotal phase 2b clinical trial at 174
study sites across 16 countries. The trial lasted 24-weeks and the population included adults 18+ with an asthma
diagnosis.

Results: Dupilumab increased lung function and reduced severe exacerbations in patients with uncontrolled severe
asthma compared to standard therapy alone.

e  Wechsler et al: is an open label extension study in 362 hospitals and clinical centers across 27 countries. The study
assessed the efficacy and safety of dupilumab every second week up to 96 weeks in patients 12+. Patients was
recruited from earlier asthma studies (phase 2A EXPEDITION, phase 2B DRI [P2b], phase 3 QUEST, or VENTURE) and
followed up to 148 weeks.

Results: The study showed that the efficacy and safety of dupilumab persisted when treatment was extended up
to 148 weeks.

7.2.3 Comparative analyses of efficacy and safety tezepelumab vs other biologics

Currently approved biologic treatments in asthma are indicated for patients with severe asthma, however, no head-to-
head trials have compared the efficacy of Tezspire with these biologics. Indirect Treatment Comparisons (ITCs) were
therefore performed to compare Tezspire with relevant biologics for the treatment of severe uncontrolled asthma
(covering the indications of approved biologics).(21, 22) A clinical systematic literature review (SLR) were conducted.
The included studies in the SLR were observed to have too large clinical and methodological differences in patient
populations, outcome measures, and study design to be able to make an ITC with all comparators at the same time.
Thus, a subsequent network meta-analysis (NMA) was conducted to evaluate the comparative effectiveness of the
comparators with a common placebo arm. (77)

Method of synthesis
All primary NMAs were conducted using the intent-to-treat (ITT) populations of relevant RCTs. Reduction in AAER and
reduction in AAER leading to hospitalization were assessed at various time-points across the included RCTs (ranged from
week 12 to week 52).
Five outcomes, informed by clinical importance, payer relevance and availability in comparator publications, were
considered in the NMA:

— Reduction in AAER (count)

— Reduction in exacerbations leading to hospitalization (count)
— Change from baseline in ACQ score (continuous)
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— Change from baseline in pre-bronchodilator FEV1 (continuous)
— Change from baseline in the OCS dose by predefined mutually exclusive reduction categories (reduction of
>50%, 50—75%, 75-90%, 90—100%).(ordinal)

For each of the five clinical outcomes, evidence networks were developed and a Bayesian NMA was performed
according to established methods (based on those outlined in the National Institute for Health and Care Excellence
[NICE] Decision Support Unit [DSU] Technical Support Documents [TSDs]).(78)

Subgroup analyses were undertaken in key clinically relevant subpopulations based on blood EOS, FeNO, number of
prior exacerbations and presence of allergic asthma, reflecting the diversity of approved indications and reimbursement
criteria for the comparator products. In addition, subgroup analyses allowed comparison of the effectiveness of
biologics in populations with similar patient characteristics (i.e. asthma control-related characteristics and biomarkers).
Further details on the methodology of the NMA, including details on the included studies, can be found in Appendix A-
F.(79)

Results from the comparative analysis
For AAER reduction (minimal clinically important difference [MCID]: 220% reduction or RR <0.80), tezepelumab

demonstrated favorable effectiveness compared with all comparators in the NMA. For reduction in exacerbations
leading to hospitalisation, no MCID is available but results numerically favored tezepelumab compared with all
comparators in the NMA with any reduction in this outcome anticipated to be meaningful.

For the outcomes of change from baseline in ACQ score and in FEV1, results from the NMA were mixed. These results
were not clinically important (MCID for ACQ score and FEV1: 0.5 points and 0.2 L, respectively) and thus demonstrated
the comparable effectiveness of tezepelumab with other biologics;

For categorised percent reduction in OCS dose (no MCID available), results of the NMA of the overall population favored
the other biologics. However, the results of the NMA of the subgroup with EOS >300 cells/uL, which offer more targeted
comparisons, suggested favorable effectiveness with tezepelumab. In the NMA of the subgroup with EOS >150 cells/uL,
tezepelumab performed comparably with other biologics.

Overall, the NMA subgroup results demonstrates a numerically favorable effect on categorised percent reduction in
OCS dose for tezepelumab versus other currently approved biologics. These results highlight the favorable efficacy of
tezepelumab as a treatment for severe, uncontrolled asthma patients, demonstrating numerical superiority or
comparable effectiveness with other biologics in most endpoints and subgroups.

Data across the clinical trials and indirect treatment comparisons demonstrate that tezepelumab is the only therapy to
provide an effective and tolerable treatment option across all patients with severe, uncontrolled asthma, irrespective
of phenotype or biomarker status. An overview of the pairwise comparison from the NMA can be seen in Table 44.
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Respiratory,
thoracic and
mediastinal
disorders

N/A N/A

N/A

Common:

Nasal
congestion

Uncommon:

Allergic
bronchospasm,
coughing

Rare:

Laryngoedema

Not known:

Allergic
granulomatous
vasculitis (i.e.
Churg-Strauss
syndrome)

Gastrointestinal
disorders

N/A N/A

N/A

Common:

Abdominal pain
upper

Common:

Abdominal pain
upperkh

Skin and

subcutaneous
tissue

disorders

Common: Uncommon:

Rash! Facial rashe

N/A

Common:

Eczema

Uncommon:

Photosensitivity,
urticaria, rash,
pruritus

Rare:

Angioedema

Not known:

Alopecia

Musculoskeletal
and connective
tissue disorders

Common:
Arthralgia©

Common:

Arthralgia

N/A

Common:

Back pain

Common:
Arthralgia™

Rare:

Systemic lupus
erythematosus
(SLE)

Not known:

Myalgia, joint
swelling

General disorders

Common: Common:

Common:

Common:

Very common:
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and Injection site Injection site Pyrexia Administration-  Pyrexiak

administration reactions reactions Injection site related

site conditions (includes reaction reactions Common:
erythema, (systemic '
oedema, Injection site

non allergic)" )
reactions such as

swelling, erythema,
pain, pruritus

pruritus, pain, and

Local injection
swelling)

site reactions
Pyrexia
Uncommon:

Influenza-like
illness, swelling
arms, weight
increase, fatigue

2 Pharyngitis was defined by the following grouped preferred terms: ‘Pharyngitis’, ‘Pharyngitis bacterial’, ‘Viral pharyngitis’, ‘Pharyngitis
streptococcal’

b Eye disorders and oral herpes occurred predominately in atopic dermatitis studies.

¢ From postmarketing reporting.

4 Hypersensitivity reactions were defined by the following grouped preferred terms: ‘Urticaria’, ‘Papular

urticaria’, and ‘Rash’

e Systemic reactions including hypersensitivity have been reported at an overall incidence comparable

to that of placebo in the severe eosinophilic asthma studies

f From spontaneous post marketing reporting

9 Very common in children 6 to <12 years of age

h Common in nasal polyp trials

! Eye disorders and oral herpes occurred predominately in atopic dermatitis studies.

I The frequencies for eye pruritus, blepharitis, and dry eye were common and ulcerative keratitis was

uncommon in atopic dermatitis studies

KIn children 6 to <12 years of age

!Rash was defined by the following grouped preferred terms: rash, rash pruritic, rash erythematous, rash maculo-papular, rash macular
m Unknown in allergic asthma trials

" The most common manifestations associated with reports of systemic non-allergic administrationrelated reactions from patients in the severe
eosinophilic asthma studies were rash, flushing and

myalgia; these manifestations were reported infrequently and in <1% of patients receiving

mepolizumab 100 mg subcutaneously.

Overall, AstraZeneca evaluates that tezepelumab’s safety profile as presented in the SmPCiis in line with profiles for
the other biological drugs, both when it comes to type and frequencies of adverse events. The safety profiles show
some differences that may be of clinical importance to the individual patient, highlighting that it is important that the
specialists have several medicinal drugs to choose between when optimizing the patient’s treatment.

Conclusion of comparative effectiveness

Overall

In the comparative efficacy analysis tezepelumab has demonstrated efficacy across phenotypes and irrespective of
biomarkers, as evidenced by direct clinical evidence compared to SoC (GINA Step 4-5 treatment with medium-high dose
ICS with another controller or maintenance OCS)(23), as well as comparable effectiveness with other biologics observed
in the ITCs. This consolidates its positioning as the preferred first-line biologic across all patients with severe,
uncontrolled asthma.

Tezepelumab vs other biologics
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The presented NMAs support the conclusion that biologic interventions for severe uncontrolled asthma are associated
with significantly improved AAER, AAER leading to hospitalization, ACQ score, FEV1 and OCS reduction as compared with
placebo.

Additionally, the results suggest that there are no clear differences between biologic comparators for any of the
outcomes. However, these results should be interpreted with caution given the extent of clinically important
heterogeneity in patient populations and trial methods across studies.

The impact of these sources of heterogeneity was explored in subgroup analyses, showing advantages of tezepelumab,
especially in the reduction of AAER.

Other ITCs were preformed (STC and MAIC) which supported the result of the NMA, why not presented here. Both
analysis can be shared upon request.

7.3 Update: new long term safety data study published (DESTINATION)

° DESTINATION was a Phase lll, multicenter, randomized, double-blind, placebo-controlled, parallel-group
long-term extension study designed to evaluate the long-term safety, tolerability, and efficacy of
tezepelumab in adult and adolescent patients with severe, uncontrolled asthma who had completed
treatment from the 52-week NAVIGATOR study or the 48-week SOURCE study (n=951).

e The primary endpoints were exposure-adjusted incidence rates of AEs and SAEs over 104 weeks. The
secondary endpoint was annualized adjusted exacerbation rate (AAER) over 104 weeks.

e Tezepelumab was well tolerated over 104 weeks, with lower rates of overall AEs, SAEs, and AEs leading to
discontinuation compared with placebo.

e Tezepelumab resulted in sustained reductions in exacerbations, including those associated with
hospitalization or ED visit over 104 weeks. Furthermore, tezepelumab reduced AAER irrespective of baseline
biomarker level or perennial allergy status.

e Early and sustained reductions in BEC and FeNO levels were observed in patients who were in the
randomized tezepelumab group compared with those in the randomized placebo group, as well as a
progressive reduction in serum total IgE levels, which was sustained to Week 104. (85)

Conclusion from DESTINATION
Cardiac Disorders AEs
e Inthe overall pooled patient population, the on-study incidence of AEs categorized as cardiac disorders were
similar between the randomized tezepelumab group (incidence per 100 patient-years, 2.76) and the
randomized placebo group (incidence per 100 patient-years, 2.99); difference -0.23, 95% Cl -1.81 to 1.24 (85)
e Cardiac Disorders SAEs

0 Inthe overall pooled patient population, the on-study incidence of SAEs categorized as cardiac disorders
was higher in patients treated in the all tezepelumab group versus randomized placebo group (exposure-
adjusted incidence rate per 100 patient years of 1.30 versus 0.23, respectively)(85)

0 No pattern in either the cause of the cardiac SAEs or the timing of the cardiac SAEs in relation to study
drug administration was identified; event types varied (e.g., cardiac arrhythmias, coronary artery disease,
heart failures, and myocardial disorders)(85)

0 None of the cardiac SAEs were considered causally related to tezepelumab by the investigators or
masked, independent adjudication committee members, nor were these imbalances observed in
previous multidose studies of tezepelumab of up to 1 year of treatment(1, 85, 86)

0 All patients who experienced a cardiac disorder SAE had at least 2 risk factors at baseline and 44% of
patients (8 of 18) had a cardiac disorder at baseline that may have contributed to these events

0 A patient population at risk of these events has not been identified(85)

e Adjudicated Major Adverse Cardiovascular Events
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treatment guideline made by the DMC with respect to identifying comparators. Overall, the DMC has deemed the
clinical efficacy between dupilumab, benralizumab, mepolizumab, reslizumab and omalizumab to be comparable/equal
where indications overlap. Based on this, AstraZeneca regards dupilumab as the most relevant comparator to
tezepelumab. Thus, the cost-minimization analysis is conducted on a comparison between tezepelumab and dupilumab
for the patients that are recommended for biologic treatment in the current DMC guidelines (Table 47).

The CMA analysis was based on the same assumptions as the cost-effectiveness model presented below, but only costs
were included. The equal effect between Tezepelumab and Dupilumab was assumed, thus all effect data for Dupilumab
were set to the same as Tezepelumab.

Cost-effectiveness analyses

The aim of the health economic modelling was to describe the cost-effectiveness of treatment with tezepelumab
compared to SoC for T2 low asthma subpopulation that are not recommended for biologic treatment in the current
DMC guidelines (Table 47). A 5 health state, cohort-based, Markov model was conducted to assess the incremental cost-
effectiveness of tezepelumab compared to SoC from a societal perspective. The model used a cycle length of 4 weeks
to align with the timing of patient's treatment and disease progression, as well as recurring costs. The time horizon in
the model was life-time, with a maximum of 60 years, to capture all significant differences in costs and health effects
between treatment with tezepelumab in comparison to SoC. Costs are expressed in Danske Kroner (DKK) at the 2022
year prices. When required, costs were converted to 2022 prices using the consumer price index (CPI) available from
Statistics Denmark (87). Health effects were estimated in terms of quality-adjusted life years (QALYs). According to DMC
guidelines for the submission, a 3.5% discount rate during the first 35 years and a discount rate of 2.5% during years 36
to 70 were applied in the base case for both costs and health effects (QALYs).

Cost-effectiveness model design

The cost-effectiveness model was designed to include two important clinical dimensions of asthma; symptom control
and exacerbation status. Patients with severe, uncontrolled asthma may experience a greater symptom burden and
lower HRQoL than those with controlled asthma. They are also at higher risk of experiencing an exacerbation, and a
proportionally greater number of these exacerbations are predicted to require an accident and emergency (A&E) visit
or hospitalization (rather than OCS bursts); this may further reduce HRQoL and necessitate additional healthcare
resource use. To comprehensively reflect the disease progression of patients with severe asthma, the cost-effectiveness
model incorporated both asthma control status and exacerbation events explicitly. The Markov model is illustrated in
Figure 9. Patients enter the Markov model either in a tezepelumab or SoC cohort, then the cohorts enter within or
without OCS cohorts (Figure 9A).

Based on the tezepelumab label, patients enter the Markov model in an uncontrolled asthma health state, defined by
the ACQ-6 score equal to and above 1.5, and can then transition between controlled asthma health state, defined by
the ACQ-6 score below, and the remaining health states, as shown by the arrows in Figure 9B. A cut-off of 1.5 for the
ACQ-6 score was used since this was the definition used in the NAVIGATOR pivotal trial. Also, this is the definition of
uncontrolled and controlled asthma used in previous cost-effectiveness models of severe asthma (88-90)

The remaining health states are defined as follows:
e Exacerbation health states:
0 Controlled Exacerbation: An severe exacerbation event in controlled asthma patients
0 Uncontrolled Exacerbation: An severe exacerbation event in uncontrolled asthma patients
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O  Burst of OCS for at least 3 consecutive days
0 Anemergency room or A&E visit

O Hospitalisation
e Death:

0 Mortality includes all-cause mortality and exacerbation related mortality.

Patients who enter the model in a biologic cohort can transition to SoC only through natural attrition (discontinuation)
or at a response assessment (a single pre-defined timepoint when clinicians determine whether patients should
continue on their biologic treatment based on their prior response to treatment; this is assumed to occur at Week 52 in

the base case analysis.

The assessment week in the model is a single timepoint where clinicians determine whether patients should continue

using a biologic treatment based on their response to the treatment prior the response week. Thus, prior to the

assessment week, both non-responders and responders are included within the population on each biologic.

Conversely, after the assessment week, only responders are included. The response week is set to week 52 in the

model.

Groups

Definition

Pre assessment with OCS

Biologic treatment with maintenance OCS at baseline before the
assessment week

Pre assessment without OCS

Biologic treatment without maintenance OCS at baseline before the
assessment week

Post assessment with OCS

Biologic treatment with maintenance OCS at baseline after the assessment
week

Post assessment without OCS

Biologic treatment without maintenance OCS at baseline after the
assessment week

The model was developed in Microsoft Excel® 2102.

Figure 9. Model structure used for the 5 health state Markov model

(A) Patient flow through model based on treatment arm and OCS status
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(B) Health states in the 5-state Markov model, and the allowed transitions between them

8.1 Relationship between the data for relative efficacy, parameters used in the model and relevance for Danish

clinical practice

8.1.1 Presentation of input data used in the model and how they were obtained

The input data used for the base case was mainly derived from the pivotal trial NAVIGATOR (16). A summary of included

clinical inputs is presented in Table 50.
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QALYs

Total QALYs 11.948 11.474 0.474
Costs

Total costs 1314 664 603 367 711297
Drug costs 843 510 51329 792 181
Healthcare costs 452 128 531540 -79 413
Patients costs 19 026 20498 -1472
Incremental results tezepelumab vs. SoC

ICER (per QALY) 1499 808

8.6 Sensitivity analyses

8.6.1 Deterministic sensitivity analyses

The Deterministic Sensitivity Analysis section consists of two parts:
1) The built-in Deterministic Sensitivity Analysis from the cost-effectiveness model
2) Additional Deterministic Sensitivity Analysis

The built-in Deterministic Sensitivity Analysis from the cost-effectiveness model

The built-in Deterministic Sensitivity Analysis from the cost-effectiveness model is presented as a Tornado diagram
for the T2 low population. The built-in Deterministic Sensitivity analysis shows the 10 parameters that have the largest

impact on the base case ICER.

Figure 10 Tornado diagram for type 2 low asthma.
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Transition Probabilities - Without OCS, Uncontrolled
Exacerbation -> Uncontrolled Asthma (SoC) - All

Drug Acquisition Cost - Treatment - Tezepelumab

Transition Probabilities - Without OCS, Uncontrolled
Asthma -> Controlled Asthma (SoC) - All

Exacerbation Mortality - Mortality Risk, Hospitalisation - All

Exacerbation Distribution - Uncontrolled, Without OCS,
Proportion Hospitalisation (SoC) - All

Exacerbation Distribution - Uncontrolled, Without OCS,
Proportion OCS Burst (SoC) - All

Transition Probabilities - Without OCS, Controlled Asthma -
> Uncontrolled Asthma (SoC) - All

Health State Utilities - Uncontrolled Asthma - All

Transition Probabilities - Post-Assessment, Without OCS,
Uncontrolled Asthma -> Uncontrolled Exacerbation...

Transition Probabilities - Post-Assessment, Without OCS,
Uncontrolled Exacerbation -> Uncontrolled Asthma...

1000 000 kr. 1200 000 kr. 1400 000 kr. 1600 000 kr. 1800 000 kr. 2000 000 kr.
ICER (Cost/QALY)

Additional Deterministic Sensitivity Analysis

In the additional Deterministic Sensitivity Analysis presented in Table 67 Scenario analyses. following inputs were
tested:

e  Time-horizon

e  HSUV decrements

e  Exacerbation multiplier

e Hospitalization cost

e  Restrictions of exacerbations

e Discount rates for costs and benefits changed simultaneously

Time-horizon

In this scenario, the time-horizon in the model were varied with 40, 30 and 20 years, respectively.

Exacerbation multiplier
In this scenario, the exacerbation multiplier was excluded.

Hospitalization costs
The hospitalization costs for the exacerbations was varied with +/-20%.
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Appendix A — Literature search for efficacy and safety of intervention and
comparator(s)

Objective of the literature search: To inform an indirect treatment comparison (ITC) to compare the different biologic
treatments in adults with moderate-to-severe uncontrolled asthma.

This SLR was performed in accordance with the Cochrane Handbook for Systematic Reviews of Interventions(1) and
reported in alignment with the Preferred Reporting Items for Systematic Literature Reviews and Meta-Analyses
(PRISMA) statement.(2, 3) The Population, Intervention, Comparator, Outcome, Study (PICOS) framework was used to
develop the search strategy.

15.1 Search Strategy

The search strategy aimed to identify RCTs for biologic treatments for moderate-to-severe uncontrolled asthma (GINA
2019 step 4 and 5). The 2019 guidelines were used because the 2022 update was not available at the time of the design
of the SLR (October 2020; updated in January 2022), and the earlier version of GINA would be more applicable to studies
that have been completed and published as of this review. The SLR included a comprehensive database search and a
targeted grey literature search. Results from grey literature sources were used to cross-reference the included studies
identified through the database search.

15.2 Database Search

The Ovid® platform was used to search the following databases: MEDLINE®; MEDLINE® In-Process, and Other Non-
Indexed Citations; Embase; and the Cochrane Central Register of Controlled Trials. Vocabulary and syntax were modified
for each database searched. Search strategies used a combination of controlled vocabulary and keywords, such as
“uncontrolled” and “asthma”. Filters pertaining to RCTs or SLRs and meta-analyses (MAs) were also applied. The
database search was not restricted by outcomes, language, or publication date at the search stage. When possible,
animal-only and opinion pieces were removed from the results. The database search was conducted in October 2020
and updated in January 2022. For an overview see Table 1 below.
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1,094 records were obtained and assessed for eligibility. A total of 925 records were excluded for various reasons with
the most common being duplicate studies, pooled analyses of relevant RCTs, and study design (i.e., not an RCT). Details
are shown in the PRISMA flow diagram (Figure 15 and 16). In total, 169 records reporting results for 39 unique trials
met the inclusion criteria.(20-22, 26, 27, 30-61) Of note, PATHWAY (a phase Il trial evaluating tezepelumab) was among
the unique trials captured in the database search.

In the database search update conducted in January 2022, 884 records were identified; an additional 947 were identified
through grey literature searches and other sources (626 conference abstracts; 109 ClinicalTrials.gov records; 10
documents from HTA websites; and 202 records from the bibliography search). After removing duplicates, there were
1,618 additional records that were screened at the title and abstract stage and of these, 1,437 were excluded. Full texts
of the remaining 181 records were obtained and assessed for eligibility. Of these, 120 records were excluded, with the
most common reasons being a subgroup analysis not of interest, study design, and population. Details are shown in the
PRISMA flow diagram for the updated search (Figure 16). In total, 61 records reporting results for 14 unique RCTs and
three unique extension studies met the inclusion criteria. Four of these trials were newly identified in the updated
search, as well as a new publication for BORA (the extension study of SIROCCO, CALIMA, and ZONDA). (4-8) A list of all
citations excluded at the full-text stage (within the database search) with reasons for exclusion is provided in table 6.

Figure 12 PRISMA flow diagram for clinical evidence for the original search (October 2020)
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a Castro (2015) reports on two trials: trial NCT01287039 and trial NCT01285323(62)
Abbreviations: CSR = clinical study report; HTA = Health Technology Assessment; MA = meta-analysis; N = number; NMA = network
meta-analysis; PRISMA = Preferred Reporting Items for Systematic Reviews and Meta-Analyses; RCT = randomized controlled trial;

SLR = systematic literature review.

Figure 13 PRISMA flow diagram for clinical evidence for the updated search (January 2022)

2 A new publication for BORA (the extension study of SIROCCO, CALIMA, and ZONDA) was also identified, for a total of three unique extension
studies between the original and update SLR.(8)

Abbreviations: HTA = Health Technology Assessment; MA = meta-analysis; n = number; NMA = network meta-analysis; PRISMA = Preferred
Reporting Items for Systematic Reviews and Meta-Analyses; RCT = randomized controlled trial; SLR = systematic literature review.
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#volumett (#issue#t): #pages#. #notest.

Duplicate

210

LiJ, YangJ, Kong L, Huang Y, Chen P, Yan X, Liu X, Zho X, Liu J, Zhu X, Humphries
M, Wang L, Pethe A, Wang X, Kottakis I, Fogel R, Zhong N (2020//) Efficacy and
safety of omalizumab in patients with moderate-to-severe asthma: an analytic
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Reslizumab in a Post-Hoc Analysis of 52-Week Placebo-Controlled Phase 3
Studies. Journal of Allergy and Clinical Immunology 143 (2 Supplement): AB97.
#notes#.

Pooled analysis of relevant RCTs
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579

Corren J., Bousquet J., Busse W.W., Maspero J.F., Hanania N.A., Ford L.B., Rice
M., LuY., Rowe P., Harel S., Staudinger H., Ruddy M., Graham N.M.H., Amin N.,
Teper A. (2019//) Dupilumab Suppresses Inflammatory Biomarkers in Asthma
Patients With or Without Allergic Rhinitis: Post Hoc Analysis of the LIBERTY
ASTHMA QUEST Study. Journal of Allergy and Clinical Immunology 143 (2
Supplement): AB97. #notes#.

‘> Medicinridet

Subgroup analysis not of interest

580

Garin M., Hickey L., Mustafa S.S. (2019//) A High Proportion Of Exacerbation-
Prone Patients With Uncontrolled Eosinophilic Asthma Receiving IV Reslizumab
Experienced Zero Asthma Exacerbations Through 52 Weeks (wks) Of
Treatment. Journal of Allergy and Clinical Immunology 143 (2 Supplement):
AB98. #notes#.

Pooled analysis of relevant RCTs

582

Boguniewicz M., Thaci D., Lio P.A., Hultsch T., Rossi A.B., Eckert L., Gadkari A.,
Shumel B., Chen Q., Chen Z., Ardeleanu M. (2019//) Dupilumab Improves
Outcomes of Concurrent Asthma and Chronic Sino-Nasal Conditions in Patients
With Atopic Dermatitis-a Pooled Analysis of Four Phase 3 Studies (LIBERTY AD
SOLO 1 & 2, CHRONOS, and CAFE). Journal of Allergy and Clinical Immunology
143 (2 Supplement): AB123. #notes#.

Pooled analysis of relevant RCTs

584

Ryan O., Bernstein D., Hirsch I., Kreindler J. (2019//) Pooled Baseline
Characteristics of Women in Phase Ill Benralizumab Asthma Exacerbation
Studies (SIROCCO and CALIMA). Journal of Allergy and Clinical Immunology 143
(2 Supplement): AB100. #notes#.

Pooled analysis of relevant RCTs

585

Vanlandingham R.G., Gubbi A., Corren J. (2019//) Variability In Absolute Blood
Eosinophil (EOS) Counts Over 52 Weeks In Patients With Inadequately
Controlled Eosinophilic Asthma Receiving Placebo In Two Duplicate Clinical
Trials. Journal of Allergy and Clinical Immunology 143 (2 Supplement): AB98.
#notes#.

Pooled analysis of relevant RCTs

586

Virchow J.C., Hickey L., Garin M. (2019//) High Peripheral Blood Eosinophil
(EOS) Levels Are Associated With Low FEV1 Reversibility (REV) In Patients With
Severe Eosinophilic Asthma. Journal of Allergy and Clinical Immunology 143 (2
Supplement): ABS. #notes#.

Pooled analysis of relevant RCTs

588

Bousquet J., Maspero J.F., Chipps B.E., Corren J., FitzGerald J.M., Chen Z., Lu Y.,
Rowe P., Staudinger H., Ruddy M., Graham N.M.H., Kamat S., Amin N., Teper A,,
Khan A. (2019//) Dupilumab Consistently Improves Rhinoconjunctivitis-Specific
Health-Related Quality of Life in Patients With Uncontrolled, Moderate-to-
Severe Asthma and Comorbid Allergic Rhinitis: Results from the Phase 3
LIBERTY ASTHMA QUEST Study. Journal of Allergy and Clinical Immunology 143
(2 Supplement): AB101. #notest.

Subgroup analysis not of interest

589

Prazma C.M., Albers F., Mallett S., Llanos-Ackert J.-P., Yancey S.W. (2019//)
Mepolizumab improves patient outcomes and reduces exacerbations in severe
asthma patients with comorbid upper airways disease. Journal of Allergy and
Clinical Immunology 143 (2 Supplement): AB94. #notes#.

On topic SLR/MA/NMA

590

Bradford E.S., Taille C., Bratton D.J., Yancey S.W., Kwon N., Albers F., Papi A.
(2019//) Efficacy Of 100 Mg SC Mepolizumab For Severe Eosinophilic Asthma
(SEA) Across Body Weight: Meta-Analysis. Journal of Allergy and Clinical
Immunology 143 (2 Supplement): AB102. #notes#.

On topic SLR/MA/NMA

591

Yancey S.W., Albers F., Bratton D.J., Bradford E.S., Kwon N., Chanez P., Licskai
C., Quirce S. (2019//) Efficacy Of 100 Mg SC Mepolizumab For Severe
Eosinophilic Asthma (SEA) Across Blood Eosinophil Counts: Meta-Analysis.
Journal of Allergy and Clinical Immunology 143 (2 Supplement): AB101.
#notes#.

On topic SLR/MA/NMA

594

(2019//) Dupilumab improved asthma control and health-related quality of life
in patients with oral-corticosteroid-dependent severe asthma in the phase 3

Duplicate
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LIBERTY ASTHMA VENTURE study. Dupilumab improved asthma control and
health-related quality of life in patients with oral-corticosteroid-dependent
severe asthma in the phase 3 LIBERTY ASTHMA VENTURE study 199 (9):
H#pages#. #notes#.

‘> Medicinridet

595

(2019//) Dupilumab reduces severe exacerbations and improves lung function
regardless of baseline bronchodilator reversibility in patients with uncontrolled

moderate-to-severe asthma enrolled in the LIBERTY ASTHMA QUEST study.

Dupilumab reduces severe exacerbations and improves lung function regardless
of baseline bronchodilator reversibility in patients with uncontrolled moderate-

to-severe asthma enrolled in the LIBERTY ASTHMA QUEST study 199 (9):
#pages#. #notesH.

Duplicate

600

(2019//) DUPILUMAB EFFICACY IN PATIENTS WITH UNCONTROLLED,
MODERATE-TO-SEVERE ASTHMA AND SEROLOGIC EVIDENCE OF ALLERGIC
BRONCHOPULMONARY ASPERGILLOSIS. DUPILUMAB EFFICACY IN PATIENTS
WITH UNCONTROLLED, MODERATE-TO-SEVERE ASTHMA AND SEROLOGIC
EVIDENCE OF ALLERGIC BRONCHOPULMONARY ASPERGILLOSIS 123 (5): S15.
#notesH.

Duplicate

602

Sridhar S, Zhao W, Pham T-H, Kearley J, White WI, Wu Y, Parnes JR, Roskos LK,
Griffiths JM (2019//) Tezepelumab decreases matrix remodelling and
inflammatory pathways in patients with asthma. #journal# 54 (#issue#):
#pages#. #notesH.

Duplicate

603

(2019//) Efficacy of omalizumab in reducing asthma exacerbation in asian
patients: a pooled analysis of two randomized placebo-controlled studies.
Efficacy of omalizumab in reducing asthma exacerbation in asian patients: a

pooled analysis of two randomized placebo-controlled studies 199 (9): #pages#.

#notesH.

Duplicate

604

(2019//) Dupilumab effect on lung function in patients with uncontrolled,
moderate-to-severe asthma with an allergic phenotype. Dupilumab effect on
lung function in patients with uncontrolled, moderate-to-severe asthma with
an allergic phenotype 54 (#issue#): #pages#. #notes#.

Duplicate

605

(2019//) Clinical and histological impact of omalizumab in oral corticosteroid-
dependent severe allergic asthma. Clinical and histological impact of
omalizumab in oral corticosteroid-dependent severe allergic asthma 54
(#issue#): #pages#. #notesH.

Duplicate

606

Chanez P, McDonald M, Garin M, Murphy K (2019//) Early decreases in blood
eosinophil levels with reslizumab. #journal# 143 (4): 1653. #notes#.

Pooled analysis of relevant RCTs

607

(2019//) Dupilumab Efficacy in Patients With Uncontrolled, Moderate-to-
Severe Allergic Asthma. Dupilumab Efficacy in Patients With Uncontrolled,
Moderate-to-Severe Allergic Asthma #volume# (#issue#t): #pages#. #notes#.

Duplicate

609

(2019//) BENRALIZUMAB TREATMENT IS NOT ASSOCIATED WITH ORAL
CORTICOSTEROIDa[Euro sign]"LIKE INCREASES IN WEIGHT AND BLOOD
PRESSURE. BENRALIZUMAB TREATMENT IS NOT ASSOCIATED WITH ORAL
CORTICOSTEROIDa[Euro sign]"LIKE INCREASES IN WEIGHT AND BLOOD
PRESSURE 123 (5): S39. #notes#.

Duplicate

610

(2019//) Change in post-bronchodilator FEV 1 for patients with severe asthma

with eosinophilic features following benralizumab therapy. Change in post-

bronchodilator FEV 1 for patients with severe asthma with eosinophilic features

following benralizumab therapy 74 (#issue#): 28. #notes#.

Duplicate

611

(2019//) Efficacy of omalizumab therapy in asthma patients with or without
asthma-related and allergic comorbidities. Efficacy of omalizumab therapy in

Duplicate
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asthma patients with or without asthma-related and allergic comorbidities 74
(#issue#t): 36. #notesH.

612

(2019//) Dupilumab Efficacy in Patients with Uncontrolled, Moderate-to-
Severe Allergic Asthma. Dupilumab Efficacy in Patients with Uncontrolled,
Moderate-to-Severe Allergic Asthma #volume# (#issue#): #pages#. #notes#.

Duplicate

613

(2019//) Efficacy of Intravenous Reslizumab in Oral Corticosteroida[Euro
sign]"Dependent Asthma. Efficacy of Intravenous Reslizumab in Oral
Corticosteroida[Euro sign]"Dependent Asthma #volume# (#issue#f): #pagesH.
#notes#.

Pooled analysis of relevant RCTs

614

(2019//) Dupilumab Suppresses Inflammatory Biomarkers in Asthma Patients
With or Without Allergic Rhinitis: post Hoc Analysis of the LIBERTY ASTHMA
QUEST Study. Dupilumab Suppresses Inflammatory Biomarkers in Asthma
Patients With or Without Allergic Rhinitis: post Hoc Analysis of the LIBERTY
ASTHMA QUEST Study 143 (2): AB97. #notes#H.

Duplicate

615

(2019//) Dupilumab Improves Lung Function and Reduces Severe Exacerbation
Rate in Patients With Uncontrolled, Moderate-to-Severe Asthma With or
Without Comorbid Allergic Rhinitis: results From the Phase 3 LIBERTY ASTHMA
QUEST Study. Dupilumab Improves Lung Function and Reduces Severe
Exacerbation Rate in Patients With Uncontrolled, Moderate-to-Severe Asthma
With or Without Comorbid Allergic Rhinitis: results From the Phase 3 LIBERTY
ASTHMA QUEST Study 143 (2): AB97. #notesH.

Duplicate

616

(2019//) Dupilumab improved asthma control in patients with uncontrolled,
moderate-to-severe asthma, regardless of exacerbations in the previous year.
Dupilumab improved asthma control in patients with uncontrolled, moderate-
to-severe asthma, regardless of exacerbations in the previous year 73 (SUPPPL.
1): #pages#. #notes#.

Duplicate

618

Mukherjee M, Kjarsgaard M, Radford K, Huang C, Leigh R, Dorscheid DR,
Lemiere C, Boulet L-P, Waserman S, Martin J, Nair P (2019//) Omalizumab in
patients with severe asthma and persistent sputum eosinophilia. #journal# 15
(1): #pages#. #notesH.

Duplicate

619

Park HS, Lee SH, Lee SY, Kim MK, Lee BJ, Werkstrom V, Barker P, Zangrilli JG
(2019//) Efficacy and safety of benralizumab for Korean patients with severe,
uncontrolled eosinophilic asthma. #journal# 11 (4): 508. #notes#.

Subgroup analysis not of interest

621

(2019//) Long-term Safety and Clinical Benefit of Mepolizumab in Patients
With the Most Severe Eosinophilic Asthma: the COSMEX Study. Long-term
Safety and Clinical Benefit of Mepolizumab in Patients With the Most Severe
Eosinophilic Asthma: the COSMEX Study #volume# (#issue#): #pages#. #notest.

Duplicate

622

(2019//) Safety of reslizumab in uncontrolled asthma with eosinophilia: a
pooled analysis from six trials. Safety of reslizumab in uncontrolled asthma with
eosinophilia: a pooled analysis from six trials #volumett (#issue#): #pages#.
#notes#.

Duplicate

623

(2019//) Safety of Reslizumab in Uncontrolled Asthma with Eosinophilia: a
Pooled Analysis from 6 Trials. Safety of Reslizumab in Uncontrolled Asthma with
Eosinophilia: a Pooled Analysis from 6 Trials #volume# (#issue#): #pages#.
#notes#.

Duplicate

624

Maspero JF, Rabe KF, Castro M, Rice MS, Rowe P, Deniz Y, Amin N, Kamat S,
Teper A, Khan A (2019//) Dupilumab improves health-related quality of life in
patients with oral corticosteroid dependent, severe asthma with comorbid
chronic rhinosinusitis with and without nasal polyps. #journal# 74 (Suppl 106):
35. #notes#.

Duplicate
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625

> Medicinradet

EUCTR2018-002501-53-PL (2019//) A Phase 3 extension study designed to
evaluate the Safety and Tolerability of Tezepelumab in Adults and Adolescents
with severe, uncontrolled asthma on Inhaled Corticosteroids and at least one
additional asthma controller. A Multicentre, Double-blind, Randomized,
Placebo Controlled, Parallel Group, Phase 3, Safety Extension Study to
Evaluate the Safety and Tolerability of Tezepelumab in Adults and
Adolescents with Severe Uncontrolled Asthma (DESTINATION) -
DESTINATION #volume# (#issue#): #pagest#. #notest.

Relevant clinical trial records

628

EUCTR2018-004588-30-PL (2019//) Tezepelumab Home Use Study. A
Multicenter, Randomized, Open-label, Parallel group, Functionality, and
Performance Study of an Accessorized Pre-filled Syringe and Autoinjector with
Home-administered Subcutaneous Tezepelumab in Adolescent and Adult
Subjects with Severe Asthma (PATH-HOME) - PATH-HOME #volume# (#issue#):
#pages#. #notesH.

Relevant clinical trial records

630

Castro M, Rabe KF, Kraft M, Corren J, Pavord ID, Katelaris C, Tohda Y, Rice MS,
LuY, Rowe P, Staudinger HW, Amin N, Akinlade B, Graham NMH, Teper A
(2019//) Dupilumab improved lung function in patients with uncontrolled,
moderate-to-severe asthma. #journal# 199 (9): #pages#. #notest.

Duplicate

631

Wechsler M, Hickey L, Garin MC, Chauhan A (2019//) Response rate
improvement and systemic corticosteroid burden reduction with intravenous
(IV) reslizumab in a subgroup of asthma patients with GINA 4/5 severity and
>=2 clinical asthma exacerbations (CAEs) in the prior 12 months. #journal# 199
(9): #pagest. #notesH.

Duplicate

632

Corren J, Garcia Gil E, Parnes JR, Pham T, Griffiths JM (2019//) Tezepelumab
treatment effect on annualized rate of exacerbations by baseline biomarkers in
uncontrolled severe asthma patients: phase 2b PATHWAY study. #journal# 199
(9): #pages#. #notesH.

Duplicate

633

Corren J, Chen S, Callan L, Garcia Gil E (2019//) The impact of tezepelumab on
hospitalization and emergency department visits in patients with severe
uncontrolled asthma: results from the pathway phase 2b trial. #journal# 199
(9): #pages#. #notesH.

Duplicate

634

Pham T, Ren P, Parnes JR, Griffiths JM (2019//) Tezepelumab reduces multiple
key inflammatory biomarkers in patients with severe, uncontrolled asthma in
the phase 2b PATHWAY study. #journal# 199 (9): #pages#. #notest.

Duplicate

637

Rabe KF, Castro M, Wenzel SE, Corren J, Pavord ID, Katelaris C, Tohda Y, Rice
MS, Lu 'Y, Rowe P, Staudinger HW, Amin N, Akinlade B, Graham NMH, Teper A
(2019//) Dupilumab improved lung function in patients with uncontrolled,
moderate-to-severe asthma despite exacerbation events during the LIBERTY
ASTHMA QUEST study. #journal# 199 (9): #pages#. #notest.

Duplicate

638

Casale TB, Chipps BE, Haselkorn T, Igbal A, Yoo B, Ortiz B, Lanier BQ, Hanania
NA (2019//) Effect of reversibility and eosinophils on lung function
improvement with omalizumab treatment: pooled analyses in patients with
moderate or severe allergic asthma. #journal# 199 (9): #pages#. #notes#.

Duplicate

639

Howarth P, Quirce S, Papi A, Israel E, Mallett S, Bates S, Albers FC, Kwon N
(2019//) Type 2 biomarkers and eosinophil activation in severe asthma and the
impact of mepolizumab. #journal# 199 (9): #pages#. #notes#.

Duplicate

640

Fitzgerald JM, Bleecker ER, Bourdin A, Busse WW, Ferguson GT, Brooks L,
Barker P, Martin U (2019//) Two-year integrated efficacy and safety analysis of
benralizumab SIROCCO, CALIMA, ZONDA, and BORA trials in severe asthma.
#Hjournal# 199 (9): #pagesH. #notestt.

Duplicate
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641

(2019//) Mepolizumab for severe eosinophilic asthma: a comparison of
efficacy in children, adolescents, and adults. Mepolizumab for severe
eosinophilic asthma: a comparison of efficacy in children, adolescents, and
adults 73 (SUPPPL. 1): #pages#. #notes#.

‘> Medicinridet

Study design (non-RCT, opinion,
commentary, single-arm, etc)

643

(2019//) Dupilumab Efficacy in Uncontrolled, Moderate-to-Severe Asthma
With Self-reported Chronic Rhinosinusitis. Dupilumab Efficacy in Uncontrolled,
Moderate-to-Severe Asthma With Self-reported Chronic Rhinosinusitis
#volumett (#issue#t): #pages#. #notes#.

Duplicate

644

(2019//) Efficacy of intravenous reslizumab in oral corticosteroid-dependent
asthma. Efficacy of intravenous reslizumab in oral corticosteroid-dependent
asthma #volumet# (#issue#): #pages#. #notest.

Duplicate

645

(2019//) CLINICAL EFFICACY CHARACTERIZATION OF BENRALIZUMAB FOR
PATIENTS WITH NASAL POLYPOSIS AND SEVERE, UNCONTROLLED
EOSINOPHILIC ASTHMA. CLINICAL EFFICACY CHARACTERIZATION OF
BENRALIZUMAB FOR PATIENTS WITH NASAL POLYPOSIS AND SEVERE,
UNCONTROLLED EOSINOPHILIC ASTHMA 123 (5): S26. #notes#.

Subgroup analysis not of interest

646

JPRN-JapicCTI-194807 (2019//) PATH-HOME. A Multicenter, Randomized,
Open-label, Parallel Group, Functionality, and Performance Study of an
Accessorized Pre-filled Syringe and Autoinjector With Home-administered
Subcutaneous Tezepelumab in Adolescent and Adult Subjects With Severe
Asthma #volumett (#issuett): #pages#. #notesH.

Relevant clinical trial records

647

NCT03968978 (2019//) Tezepelumab Home Use Study. A Multicenter,
Randomized, Open-label, Parallel Group, Functionality, and Performance Study
of an Accessorized Pre-filled Syringe and Autoinjector With Home-administered
Subcutaneous Tezepelumab in Adolescent and Adult Subjects With Severe
Asthma (PATH-HOME) #volumet# (#issue#): #pages#. #notes#.

Relevant clinical trial records

648

NCT04098718 (2019//) Acute Exacerbations Treated With BenRAlizumab (The
ABRA Study). The Use of Benralizumab, an Interleukin-5 Receptor-[alpha]
Monoclonal Antibody as Treatment of Acute Exacerbations of Airways Disease
#volumet# (#issue#t): #pages#. #notes#.

Intervention/Comparator

649

NCT04195958 (2019//) A Study to Assess the Impact of Omalizumab on
Exercise Capacity, Physical Activity, and Sleep Quality in Participants With
Moderate to Severe Allergic Asthma. A Multicenter, Randomized, Double-Blind,
Placebo-Controlled Study to Assess the Impact of Omalizumab on Exercise
Capacity, Physical Activity, and Sleep Quality in Patients With Moderate to
Severe Allergic Asthma #volumet (#issue#f): #pages#. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

650

NCT04203797 (2019//) A Study to Evaluate the Effect of Dupilumab on Exercise
Capacity in Patients With Asthma. A Randomized, Double-blind, Placebo-
controlled, Parallel-group Study to Evaluate the Effect of Dupilumab on Exercise
Capacity in Patients With Moderate-to-Severe Asthma #volume# (#issue#):
H#pagesH. #notesH.

Relevant clinical trial records

651

Busse WW, Humbert M, Haselkorn T, Ortiz B, Trzaskoma BL, Stephenson P,
Garcia Conde L, Kianifard F, Holgate ST (2019//) Effect of omalizumab on lung
function and eosinophil levels in adolescents with moderate-to-severe allergic
asthma. #journal# #volume# (#issue#): #pagest. #notes#.

Pooled analysis of relevant RCTs

652

NCT03884842 (2019//) Dupilumab on Airway Hyper-responsiveness and
Ventilation Heterogeneity in Patients With Asthma. A Two-arm, Placebo-
controlled Randomized Clinical Trial to Evaluate the Effect of Dupilumab on
Airway Hyper-responsiveness and Ventilation Heterogeneity in Patients With
Asthma With a "T2 Immune Signature" #ivolumett (#issue#): #pages#. #notesH.

Relevant clinical trial records
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653

NCT03927157 (2019//) Study to Evaluate Tezepelumab in Adults With Severe
Uncontrolled Asthma. A Regional, Multicentre, Randomized, Double-Blind,
Placebo Controlled, Parallel Group, Phase 3 Study to Evaluate the Efficacy and
Safety of Tezepelumab in Adults With Severe Uncontrolled Asthma #volumet
(#issue#t): #pagest. #notest.

‘> Medicinridet

Relevant clinical trial records

654

NCT03953300 (2019//) Benralizumab Airway Remodeling Study in Severe
Eosinophilic Asthmatic (CHINOOK). A Phase 4, Multicenter, Randomized,
Double-blind, Parallel Group, Placebo Controlled Study to Evaluate the Effect of
Benralizumab on Structural and Lung Function Changes in Severe Eosinophilic
Asthmatics (CHINOOK) #volumet# (#issue#): #pages#. #notes#.

Relevant clinical trial records

655

CTRI/2019/01/016928 (2019//) To assess the effectiveness and safety of
Dupilumab or placebo in patients with persistent. A randomized, double blind,
placebo-controlled, parallel-group phase 3 study to evaluate the efficacy and
safety of Dupilumab in patients with persistent asthma - Dupilumab #volume#
(#issue#t): #pages#. #notest.

Relevant clinical trial records

656

NCT04037176 (2019//) Behandling af Boern Med Foedevareallergi Med
Omalizumab (Xolair). Treatment With Omalizumab in Food Allergic Children
(TOFAC) #volumet# (#issue#): #pages#. #notest.

Population

657

(2019//) Patients Remaining Exacerbation-Free During Benralizumab
Treatment Compared With Placebo: analysis of pooled data from the sirocco
and CALIMA trials. Patients Remaining Exacerbation-Free During Benralizumab
Treatment Compared With Placebo: analysis of pooled data from the sirocco
and CALIMA trials 73 (SUPPPL. 1): #pages#. #notes#.

Duplicate

658

(2019//) Benralizumab Efficacy in patients with uncontrolled eosinophilic
asthma by age at diagnosis. Benralizumab Efficacy in patients with uncontrolled
eosinophilic asthma by age at diagnosis 73 (SUPPPL. 1): #pages#. #notes#.

Duplicate

659

(2019//) Effect of reslizumab exposure on efficacy outcomes in a
pharmacokinetic-pharmacodynamic (PK-PD) analysis of weight-based
intravenous (1V) dosing. Effect of reslizumab exposure on efficacy outcomes in a
pharmacokinetic-pharmacodynamic (PK-PD) analysis of weight-based
intravenous (1V) dosing 40 (5): 359. #notes#.

Duplicate

660

(2019//) Dupilumab Consistently Improves Rhinoconjunctivitis-Specific Health-
Related Quality of Life in Patients With Uncontrolled, Moderate-to-Severe
Asthma and Comorbid Allergic Rhinitis: results from the Phase 3 LIBERTY
ASTHMA QUEST Study. Dupilumab Consistently Improves Rhinoconjunctivitis-
Specific Health-Related Quality of Life in Patients With Uncontrolled, Moderate-
to-Severe Asthma and Comorbid Allergic Rhinitis: results from the Phase 3
LIBERTY ASTHMA QUEST Study 143 (2): AB101. #notes#.

Duplicate

661

(2019//) Dupilumab Suppresses Type 2 Biomarkers in Asthma Patients With
and Without Comorbid Chronic Rhinosinusitis With or Without Nasal Polyposis
(CRS/NP): post Hoc Analysis of LIBERTY ASTHMA QUEST. Dupilumab Suppresses
Type 2 Biomarkers in Asthma Patients With and Without Comorbid Chronic
Rhinosinusitis With or Without Nasal Polyposis (CRS/NP): post Hoc Analysis of
LIBERTY ASTHMA QUEST 143 (2): AB98. #notes#.

Duplicate

663

(2019//) Omalizumab in Patients with Severe Asthma and Persistent Sputum
Eosinophilia. Omalizumab in Patients with Severe Asthma and Persistent
Sputum Eosinophilia 143 (2): AB434. #notes#.

Duplicate

665

Nelsen LM, Cockle SM, Gunsoy NB, Jones P, Albers FC, Bradford ES, Mullerova
H (2019//) Impact of exacerbations on St Georgea[Euro sign][TM]s Respiratory
Questionnaire score in patients with severe asthma: post hoc analyses of two

Subgroup analysis not of interest
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clinical trials and an observational study. #journal# #volume# (#issue#):
#pages#. #notes#.

‘> Medicinridet

666

Ortega H, Meyer E, Brusselle G, Asano K, Price RG, Prazma C, Albers F, Yancey
S, Gleich G (2019//) Immunogenicity of Mepolizumab in Patients with Severe
Eosinophilic Asthma: experience from the clinical development program.
#journal# 73 (SUPPPL. 1): #pages#. #inotes#.

Duplicate

667

(2019//) Daily patient-reported health status assessment improvements with
benralizumab for patients with severe, uncontrolled eosinophilic asthma. Daily
patient-reported health status assessment improvements with benralizumab
for patients with severe, uncontrolled eosinophilic asthma 12 (#issue#): 21.
#notes#.

Duplicate

668

(2019//) Evaluation of Eosinophilic Asthma Patients Without Blood Eosinophil
(EOS) Response to Intravenous (IV) Reslizumab in a Post-Hoc Analysis of 52-
Week Placebo-Controlled Phase 3 Studies. Evaluation of Eosinophilic Asthma
Patients Without Blood Eosinophil (EOS) Response to Intravenous (1V)
Reslizumab in a Post-Hoc Analysis of 52-Week Placebo-Controlled Phase 3
Studies 143 (2): AB97. #notes#.

Duplicate

669

(2019//) Clinically meaningful improvements in asthma control questionnaire
(ACQ) scores occur early, while asthma-related quality of life (AQLQ) scores
continue to improve over 52 weeks, among patients with eosinophilic asthma
receiving IV reslizumab. Clinically meaningful improvements in asthma control
questionnaire (ACQ) scores occur early, while asthma-related quality of life
(AQLQ) scores continue to improve over 52 weeks, among patients with
eosinophilic asthma receiving IV reslizumab 143 (2): AB96. #notest.

Duplicate

671

(2019//) Liberty Asthma Venture Trial: efficacy and safety of dupilumab in
glucocorticoid-dependent severe asthma. Liberty Asthma Venture Trial: efficacy
and safety of dupilumab in glucocorticoid-dependent severe asthma #volume#
(Hissue#t): #pagest. #notest.

Duplicate

672

(2019//) High Peripheral Blood Eosinophil (EOS) Levels Are Associated With
Low FEV1 Reversibility (REV) In Patients With Severe Eosinophilic Asthma. High
Peripheral Blood Eosinophil (EOS) Levels Are Associated With Low FEV1
Reversibility (REV) In Patients With Severe Eosinophilic Asthma 143 (2): AB5.
#notes#.

Duplicate

673

(2019//) A High Proportion Of Exacerbation-Prone Patients With Uncontrolled
Eosinophilic Asthma Receiving IV Reslizumab Experienced Zero Asthma
Exacerbations Through 52 Weeks (wks) Of Treatment. A High Proportion Of
Exacerbation-Prone Patients With Uncontrolled Eosinophilic Asthma Receiving
IV Reslizumab Experienced Zero Asthma Exacerbations Through 52 Weeks (wks)
Of Treatment 143 (2): AB98. #notestt.

Duplicate

674

(2019//) Variability In Absolute Blood Eosinophil (EOS) Counts Over 52 Weeks
In Patients With Inadequately Controlled Eosinophilic Asthma Receiving
Placebo In Two Duplicate Clinical Trials. Variability In Absolute Blood Eosinophil
(EOS) Counts Over 52 Weeks In Patients With Inadequately Controlled
Eosinophilic Asthma Receiving Placebo In Two Duplicate Clinical Trials 143 (2):
AB98. #notes#.

Duplicate

683

Shrimanker, Rahul, Pavord, lan D, Yancey, Steve, Heaney, Liam G, Green, Ruth
H, Bradding, Peter, Hargadon, Beverley, Brightling, Chris E, Wardlaw, Andrew J,
Haldar, Pranabashis (2018//) Exacerbations of severe asthma in patients
treated with mepolizumab.. The European respiratory journal 52 (6): #pages#.
#notesH.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

688
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Rabe KF, Nair PK, Brusselle GG, Maspero JF, Castro M, Zhu H, Staudinger H,
Pirozzi G, Antoni C, Amin N, Ruddy M, Akinlade B, Khan A, Chao J, Graham NM,
Teper A (2018//) Dupilumab in patients with corticosteroid-dependent severe
asthma: efficacy and safety results from the randomized, double-blind,
placebo-controlled phase 3 liberty asthma venture study. #journal# 197
(MeetingAbstracts): #pagest#. #notes#.

Duplicate

1022

LiJ, Kang J, Wang C, Yang J, Lin Z, Wang S, Humphries M, Kottakis |, Fogel R,
Zhong N (2018//) Serum ige levels as predictor for treatment outcomes in
chinese patients with moderate or severe allergic asthma treated with
omalizumab. #journal# 197 (MeetingAbstracts): #pages#. #notes#.

Duplicate

1023

Wang C, LiJ, Kang J, Yang J, Lin Z, Wang S, Humphries M, Kottakis I, Fogel R,
Zhong N (2018//) Clinical efficacy of omalizumab, as measured by patient-
reported outcomes, in chinese patients with moderate or severe allergic
asthma. #journal# 197 (MeetingAbstracts): #pages#. #notes#.

Duplicate

1024

Pahus L, Bourdin A, McDonald M, Meizlik P, Chanez P (2018//) Up to four years
of longitudinal follow-up for patients with severe eosinophilic asthma receiving
reslizumab. #journal# 197 (MeetingAbstracts): #pages#. #notesH.

Duplicate

1026

Murphy KR, McDonald M, Garin MC (2018//) Improvements in exacerbation
rate and lung function with weight-based intravenous reslizumab dosing in
patients with baseline high body weight. #journal# 197 (MeetingAbstracts):
H#pages#. #notesH.

Subgroup analysis not of interest

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022

Side 169/348



> Medicinradet

1030 Bardford E, Nelsen L, Bratton D, Albers F, Taille C, Magnan A (2018//) Efficacy Duplicate
of mepolizumab in patients with severe eosinophilic asthma who had
previously received omalizumab treatment. #journal# 72 (#issue#): #pages#.
#notes#.

1031 Ortega H, Albers F, Llanos JP, Bardford E, Price G, Pouliquen I, Castro M Subgroup analysis not of interest
(2018//) Impact of weight on the efficacy of mepolizumab in patients with
severe eosinophilic asthma. #journal# 72 (#issue#): #pages#. #notes#.

1032 Roskos L, Wang B, Chia YL, Yu B, Barker P, Goldman M (2018//) Relationship Study design (non-RCT, opinion,
between benralizumab exposure and asthma exacerbation rate for patients commentary, single-arm, etc)
with severe asthma. #journal# 72 (#issue#): #pages#. #notes#.

1033 Roskos L, Wang B, Yan L, Yu B, Barker P, Goldman M (2018//) Longitudinal Duplicate
modeling of prebronchodilator FEV1 response to benralizumab for patients
with severe asthma. #journal# 72 (#issue#): #pages#. #notes#.

1034 Lugogo N, Kline JN, Hirsch I, Goldman M, Zangrilli JG, Trudo F (2018//) Duplicate
Benralizumab improves morning peak expiratory flow while reducing oral
corticosteroid dosages for patients with severe, uncontrolled asthma in the
zonda phase Il trial. #journal# 197 (MeetingAbstracts): #pages#. #notes#.

1035 (2018//) Benralizumab treatment produces rapid changes in morning peak Duplicate
expiratory flow in patients with severe, uncontrolled eosinophilic asthma.
Benralizumab treatment produces rapid changes in morning peak expiratory
flow in patients with severe, uncontrolled eosinophilic asthma Conference:
2018 American Academy of Allergy, Asthma and Immunology, AAAAI and World
Allergy Organization, WAO Joint Congress. United States. 141 (2 Supplement 1):
AB15. #notes#.

1036 (2018//) Seasonal variability of exacerbations in patients with severe, Duplicate
uncontrolled eosinophilic asthma and clinical benefits of benralizumab: pooled
analysis of the SIROCCO and CALIMA Trials. Seasonal variability of
exacerbations in patients with severe, uncontrolled eosinophilic asthma and
clinical benefits of benralizumab: pooled analysis of the SIROCCO and CALIMA
Trials Conference: 2018 American Academy of Allergy, Asthma and
Immunology, AAAAI and World Allergy Organization, WAO Joint Congress.
United States. 141 (2 Supplement 1): AB12. #notes#.

1037 (2018//) Improvements in individual asthma control questionnaire (ACQ-5) Duplicate
questions with reslizumab in patients with inadequately controlled asthma and
elevated blood eosinophils: pooled analysis of two phase 3 trials.
Improvements in individual asthma control questionnaire (ACQ-5) questions
with reslizumab in patients with inadequately controlled asthma and elevated
blood eosinophils: pooled analysis of two phase 3 trials Conference: 2018
American Academy of Allergy, Asthma and Immunology, AAAAI and World
Allergy Organization, WAO Joint Congress. United States. 141 (2 Supplement 1):
AB17. #notes#.

1038 (2018//) Rapid and Consistent Improvements in Morning PEF in Patients with Duplicate
Severe Eosinophilic Asthma Treated with Mepolizumab. Rapid and Consistent
Improvements in Morning PEF in Patients with Severe Eosinophilic Asthma
Treated with Mepolizumab #volumett (#issue#): 1. #notes#.

1043 Bondar, Anna, Carr, Megan (2017//) Reslizumab (Cingair) for Eosinophilic Study design (non-RCT, opinion,
Asthma.. American family physician 96 (10): 671. #notes#. commentary, single-arm, etc)

1044 Condreay, Lynn, Chiano, Mathias, Ortega, Hector, Buchan, Natalie, Harris, Study design (non-RCT, opinion,
Elizabeth, Bleecker, Eugene R, Thompson, Philip J, Humbert, Marc, Gibson, commentary, single-arm, etc)

Peter, Yancey, Steven, Ghosh, Soumitra (2017//) No genetic association
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detected with mepolizumab efficacy in severe asthma.. Respiratory medicine
132 (#issue#t): 178. #notesH.

‘> Medicinridet

1078

Gouder, Caroline, Asciak, Rachelle, Montefort, Stephen (2017//) Sex
differences in the efficacy, safety, and tolerability of omalizumab after 1 year in
Maltese patients with asthma.. Annals of allergy, asthma & immunology :
official publication of the American College of Allergy, Asthma, & Immunology
118 (4): 513. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1094

FitzGerald J.M., Lemiere C., Lougheed M.D., Ducharme F.M., Dell S.D., Ramsey
C., Yang M.C.L., Cote A., Watson W., Olivenstein R., Van Dam A., Villa-Roel C.,
Grad R. (2017//) Recognition and management of severe asthma: A Canadian
Thoracic Society position statement. Canadian Journal of Respiratory, Critical
Care, and Sleep Medicine 1 (4): 199. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1096

Attaway A., Ayache M., Velani S., McKell J. (2017//) Insights into asthma
therapies, cardiovascular effects, and mechanisms from recent clinical trials.
American Journal of Respiratory and Critical Care Medicine 196 (7): 920.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1097

Albers F.C., Price R.G., Smith S.G., Yancey S.W. (2017//) Mepolizumab efficacy
in patients with severe eosinophilic asthma receiving different controller
therapies. Journal of Allergy and Clinical Immunology 140 (5): 1464. #notes#.

Pooled analysis of relevant RCTs

1100

Sutherland M.F., Le Portelli E., Collins A.L., Rahman M.A., McDonald C.F.
(2017//) Patients with thunderstorm asthma or severe asthma in melbourne: A
comparison. Medical Journal of Australia 207 (10): 434. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1101

Murphy K., Jacobs J., Bjermer L., Fahrenholz .M., Shalit Y., Garin M., Zangrilli J.,
Castro M. (2017//) Long-term Safety and Efficacy of Reslizumab in Patients with
Eosinophilic Asthma. Journal of Allergy and Clinical Immunology: In Practice 5
(6): 1572. #notestt.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1109

Esquivel A., Busse W.W., Calatroni A., Togias A.G., Grindle K.G., Bochkov Y.A,,
Gruchalla R.S., Kattan M., Kercsmar C.M., Hershey G.K., Kim H., Lebeau P., Liu
A.H., Szefler S.J., Teach S.J., West J.B., Wildfire J., Pongracic J.A., Gern J.E.
(2017//) Effects of Omalizumab on Rhinovirus Infections, llinesses, and
exacerbations of asthma. American Journal of Respiratory and Critical Care
Medicine 196 (8): 985. #notes#.

Incomplete/Insufficient/Partial
data

1117

Iribarren C., Rothman K.J., Bradley M.S., Carrigan G., Eisner M.D., Chen H.
(2017//) Cardiovascular and cerebrovascular events among patients receiving
omalizumab: Pooled analysis of patient-level data from 25 randomized, double-
blind, placebo-controlled clinical trials. Journal of Allergy and Clinical
Immunology 139 (5): 1678. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1123

Fuhlbrigge A.L., Bengtsson T., Peterson S., Jauhiainen A., Eriksson G., Da Silva
C.A., Johnson A., Sethi T., Locantore N., Tal-Singer R., Fageras M. (2017//) A
novel endpoint for exacerbations in asthma to accelerate clinical development:
a post-hoc analysis of randomised controlled trials. The Lancet Respiratory
Medicine 5 (7): 577. #inotes#.

Intervention/Comparator

1124

Nelsen L.M., Vernon M., Ortega H., Cockle S.M., Yancey S.W., Brusselle G.,
Albers F.C., Jones P.W. (2017//) Evaluation of the psychometric properties of
the St George's Respiratory Questionnaire in patients with severe asthma.
Respiratory Medicine 128 (#issue#): 42. #notest.

Pooled analysis of relevant RCTs

1125

Cabon Y., Molinari N., Marin G., Vachier |., Gamez A.S., Chanez P., Bourdin A.
(2017//) Comparison of anti-interleukin-5 therapies in patients with severe
asthma: global and indirect meta-analyses of randomized placebo-controlled
trials. Clinical and Experimental Allergy 47 (1): 129. #notes#.

On topic SLR/MA/NMA
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1128

Shimoda T., Odajima H., Okamasa A., Kawase M., Komatsubara M., Mayer B.,
Yancey S., Ortega H. (2017//) Efficacy and safety of mepolizumab in Japanese
patients with severe eosinophilic asthma. Allergology International 66 (3): 445.
#notes#.
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Subgroup analysis not of interest

1129

Corren J., Kavati A., Ortiz B., Colby J.A., Ruiz K., Maiese B.A., Cadarette S.M.,
Panettieri R.A. (2017//) Efficacy and safety of omalizumab in children and
adolescents with moderate-to-severe asthma: A systematic literature review.
Allergy and Asthma Proceedings 38 (4): 250. #notest.

On topic SLR/MA/NMA

1134

Cockle S.M., Stynes G., Gunsoy N.B., Parks D., Alfonso-Cristancho R., Wex J.,
Bradford E.S., Albers F.C., Willson J. (2017//) Comparative effectiveness of
mepolizumab and omalizumab in severe asthma: An indirect treatment
comparison. Respiratory Medicine 123 (#issue#): 140. #notes#.

On topic SLR/MA/NMA

1138

Farne H.A., Wilson A., Powell C., Bax L., Milan S.J. (2017//) Anti-IL5 therapies
for asthma. Cochrane Database of Systematic Reviews 2017 (9): CD010834.
#notes#.

On topic SLR/MA/NMA

1139

Brusselle G., Germinaro M., Weiss S., Zangrilli J. (2017//) Reslizumab in patients
with inadequately controlled late-onset asthma and elevated blood eosinophils.
Pulmonary Pharmacology and Therapeutics 43 (#issuet): 39. #notest.

Pooled analysis of relevant RCTs

1147

Ledford D., Busse W., Trzaskoma B., Omachi T.A., Rosen K., Chipps B.E., Luskin
A.T., Solari P.G. (2017//) A randomized multicenter study evaluating Xolair
persistence of response after long-term therapy. Journal of Allergy and Clinical
Immunology 140 (1): 162. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1149

Brusselle G., Canvin J., Weiss S., Sun S.X., Buhl R. (2017//) Stratification of
eosinophilic asthma patients treated with reslizumab and GINA step 4 or 5
therapy. ERJ Open Research 3 (3): 00004-2017. #notes#.

Pooled analysis of relevant RCTs

1151

Yancey S.W., Ortega H.G., Keene O.N., Mayer B., Gunsoy N.B., Brightling C.E.,
Bleecker E.R., Haldar P., Pavord I.D. (2017//) Meta-analysis of asthma-related
hospitalization in mepolizumab studies of severe eosinophilic asthma. Journal
of Allergy and Clinical Immunology 139 (4): 1167. #notes#H.

On topic SLR/MA/NMA

1156

LiJ., Wang F., Lin C., Du J., Xiao B., Du C., Sun J. (2017//) The efficacy and safety
of reslizumab for inadequately controlled asthma with elevated blood
eosinophil counts: A systematic review and meta-analysis. Journal of Asthma 54
(3): 300. #notes#.

On topic SLR/MA/NMA

1162

Odajima H., Ebisawa M., Nagakura T., Fujisawa T., Akasawa A., Ito K., Doi S.,
Yamaguchi K., Katsunuma T., Kurihara K., Teramoto T., Sugai K., Nambu M.,
Hoshioka A., Yoshihara S., Sato N., Seko N., Nishima S. (2017//) Long-term
safety, efficacy, pharmacokinetics and pharmacodynamics of omalizumab in
children with severe uncontrolled asthma. Allergology International 66 (1): 106.
#notesH.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1164

Chauhan A., Garin M., Sun S. (2017//) Efficacy of reslizumab in adults with
severe eosinophilic asthma with >=3 exacerbations in the previous year:
Analyses at weeks 16 and 52 of two placebo-controlled phase 3 trials. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1165

Nair P., Mukherjee M., Fang Lim H., Huang C., Radford K., Boulet L.-P.,
Dorscheid D., Martin J.G., Sehmi R. (2017//) Benralizumab attenuates airway
eosinophilopoietic processes in prednisone-dependent asthma. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Subgroup analysis not of interest

1166

Katial R., Joish V.N., Amin N., Rowe P., Maroni J., Pirozzi G., Graham N.M.H.,
Guillonneau S., Teper A., Eckert L., Taniou C. (2017//) Dupilumab improves
patient-reported outcomes in uncontrolled persistent asthma patients with

Subgroup analysis not of interest
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ongoing allergic rhinitis. European Respiratory Journal 50 (Supplement 61):
#pages#. #notesH.

‘> Medicinridet

1167

Weinstein S., Staudinger H., Guillonneau S., Taniou C., Eckert L., Joish V.,
Maroni J., Rowe P., Amin N., Pirozzi G., Graham N., Teper A. (2017//)
Dupilumab improves lung function and reduces severe exacerbations in
uncontrolled persistent asthma patients with ongoing allergic rhinitis. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Subgroup analysis not of interest

1169

Roseti S., Corren J., Parnes J., Mo M., Griffiths J., Wang L., Van Der Merwe R.
(2017//) Late Breaking Abstract-Efficacy and safety of tezepelumab in adults
with severe asthma: A randomized phase 2 study. European Respiratory Journal
50 (Supplement 61): #pagest#. #notes#.

Duplicate

1171

Wang B., Chia Y.L., Yu B., Barker P., Goldman M., Roskos L. (2017//)
Relationship between benralizumab exposure and asthma exacerbation rate for
patients with severe asthma. European Respiratory Journal 50 (Supplement 61):
#pages#. #notesH.

Duplicate

1173

Brannman L., Ouwens M., Golam S.M. (2017//) Exacerbation utilities and
durations by type: Estimates from Phase Il benralizumab studies. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1174

Chanez P., Garin M., McDonald M., Humbert M. (2017//) Reslizumab reduces
severe exacerbations associated with emergency department visit or
hospitalization and improves measures of lung function in patients on
maintenance oral corticosteroids (OCS) at baseline. European Respiratory
Journal 50 (Supplement 61): #pages#. #notes#H.

Pooled analysis of relevant RCTs

1175

Virchow J.C., Garin M., McDonald M., Buhl R. (2017//) Clinically meaningful
FEV1 response with reslizumab achieved early and sustained over 52 weeks.
European Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1177

Fang L., Roth M., Sun Q., Savic S., Tamm M., Stolz D. (2017//) Late Breaking
Abstract-Bronchial Thermoplasty restores constitutive high PRMT1 expression
in asthmatic airways. European Respiratory Journal 50 (Supplement 61):
#pages#. #notes#.

Duplicate

1178

Bjermer L., Garin M., Sun S.X. (2017//) Clinically meaningful improvements
with reslizumab in patient-reported outcomes and lung function in a sub-
population defined by the EU indication with >=3 exacerbations. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1179

Casale T., Mesana L., Pacou M., Farge G., Sun S.X., Castro M. (2017//)
Reslizumab vs benralizumab in patients with inadequately controlled asthma: A
Bayesian network meta-analysis. European Respiratory Journal 50 (Supplement
61): #pagesH. #notest.

Incomplete/Insufficient/Partial
data

1180

Fitz-Gerald J.M., Bleecker E.R., Menzies-Gow A., Zangrilli J.G., Metcalfe P.,
Hirsch I., Newbold P., Goldman M. (2017//) Characterizing responders to
benralizumab for severe asthma: Pooled analysis of the SIROCCO and CALIMA
studies. European Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1184

Shrimanker R., Hargaden B., Bradding P., Wardlaw A.J., Brightling C.E., Green
R., Bafadhel M., Pavord I.D., Haldar P., Heaney L. (2017//) Characterisation of
exacerbations of severe eosinophilic asthma (SEA) on mepolizumab compared
to placebo. European Respiratory Journal 50 (Supplement 61): #pages#.
#notes#.

Intervention/Comparator

1185

Chanez P., Garin M., McDonald M., Pahus L., Bourdin A. (2017//) A longitudinal
follow-up of severe asthma patients receiving reslizumab. European Respiratory
Journal 50 (Supplement 61): #pages#. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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1186

Wang B., Yan L., Yu B., Barker P., Goldman M., Roskos L. (2017//) Longitudinal
modeling of prebronchodilator FEV1 response to benralizumab for patients
with severe asthma. European Respiratory Journal 50 (Supplement 61):
#pages#. #notes#.

‘> Medicinridet

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1187

Shrimanker R., Hargaden B., Bradding P., Wardlaw A., Brightling C.E., Green R.,
Bafadhel M., Heaney L., Pavord I., Haldar P. (2017//) Mepolizumab and the
response to oral prednisolone in patients with severe eosinophilic asthma.
European Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Intervention/Comparator

1190

Nelsen L., S Bradford E., Bratton D.J., Albers F.C., Brusselle G. (2017//)
Improvement in rhinosinusitis health related quality of life in patients with
severe eosinophilic asthma. European Respiratory Journal 50 (Supplement 61):
H#pages#. #notes#.

Subgroup analysis not of interest

1191

Wechsler M., Garin M., McDonald M., Korn S. (2017//) Reslizumab for
uncontrolled eosinophilic asthma in patients who experienced a single
exacerbation in the previous year: Sub-analysis of two phase 3 trials. European
Respiratory Journal 50 (Supplement 61): #pages#. #notes#.

Pooled analysis of relevant RCTs

1192

Castro M., Maspero J.F., Staudinger H., Jayawardena S., Maroni J., Rowe P.,
Amin N., Pirozzi G., Graham N.M.H., Teper A. (2017//) Dupilumab improves
lung function and reduces severe exacerbations in uncontrolled persistent
asthma patients with high and low reversibility. European Respiratory Journal
50 (Supplement 61): #pagest. #notes#.

Subgroup analysis not of interest

1197

Sharma R., Cheung A., Bolzani A., Barakat S., Sun S., Tarasova O., Druyts E.,
Fitzgerald M. (2017//) Comparative efficacy of reslizumab and mepolizumab for
the treatment of severe eosinophilic asthma: A network meta-analysis.
Canadian Journal of Respiratory Critical Care and Sleep Medicine 1 (3): 150.
#notes#.

Incomplete/Insufficient/Partial
data

1198

Pouliquen 1., Austin D., Gunsoy N., Yancey S.W. (2017//) ENCORE: A weight-
based exacerbation dose response analysis of mepolizumab in severe asthma
with eosinophilic phenotype. Pneumologie 71 (Supplement 1): #pages#.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1206

Weinstein S.F., Katial R., Jayawardena S., Pirozzi G., Staudinger H., Eckert L.,
Joish V.N., Amin N., Maroni J., Rowe P., Graham N.M.H., Teper A. (2017//)
Dupilumab improves sinonasal symptoms of perennial allergic rhinitis (PAR) in
uncontrolled persistent asthma patients with comorbid par. Allergy and Asthma
Proceedings 38 (3): 237. #notes#.

Subgroup analysis not of interest

1211

Park J.-W., Cho S.H., McDonald M., Garin M. (2017//) Reduction in
exacerbations with reslizumab in korean patients with asthma and elevated
blood eosinophils. Respirology 22 (Supplement 3): 169. #notes#.

Subgroup analysis not of interest

1212

Gopalan G., Xu X., 0'Quinn S., Hirsch I. (2017//) Asthma symptom
improvements with benralizumab are associated with improvements in activity
functions and quality of life for patients with severe, uncontrolled asthma.
Respirology 22 (Supplement 3): 168. #notes#.

Pooled analysis of relevant RCTs

1214

Gopalan G., 0'Quinn S., Xu X., Hirsch I. (2017//) Patient-reported activity
impairment, stress, and tiredness improvement in patients with severe,
uncontrolled asthma with eosinophilic inflammation: Pooled results from two
phase iii trials of benralizumab. Respirology 22 (Supplement 3): 8. #notes#.

Pooled analysis of relevant RCTs

1215

Gopalan G., Xu X., 0'Quinn S., Hirsch . (2017//) Impact of asthma control
status on lung function and patient well-being assessments in patients with
severe, uncontrolled asthma. Respirology 22 (Supplement 3): 160. #notes#.

Pooled analysis of relevant RCTs
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1219

Marwaha H., Hartmann C.E.A., Mehta R.A., Gunsoy N.B., Albers F.C. (2017//)
Therapeutic benefit of mepolizumab in the national institute of health and care
excellence (NICE) sub-population-a post-HOC meta-analysis of phase 1B/l
trials. Thorax 72 (Supplement 3): A90. #notest.

‘> Medicinridet

On topic SLR/MA/NMA

1220

Gopalan G., Xu X., 0'Quinn S., Hirsch I. (2017//) Asthma symptom
improvements with benralizumab are associated with improvements in activity
functions and quality of life for patients with severe, uncontrolled asthma:
Results of pooled phase iii benralizumab studies. Thorax 72 (Supplement 3):
A118. #notes#.

Pooled analysis of relevant RCTs

1222

Newbold P., Hirsch I., Trudo F., Goldman M. (2017//) Effects of
immunoglobulin e concentration, eosinophil concentration, and atopy status on
benralizumab efficacy in asthma. Annals of Allergy, Asthma and Immunology
119 (5 Supplement 1): S56. #notes#.

Pooled analysis of relevant RCTs

1223

Chipps B., Newbold P., Hirsch I., Trudo F., Goldman M. (2017//) Efficacy of
benralizumab for patients with severe, uncontrolled atopic asthma by serum
immunoglobulin e concentrations. Annals of Allergy, Asthma and Immunology
119 (5 Supplement 1): S56. #notes#.

Pooled analysis of relevant RCTs

1225

Panettieri R., McDonald M., Germinaro M. (2017//) Efficacy of reslizumab in
eosinophilic asthma patients with low lung function. Annals of Allergy, Asthma
and Immunology 119 (5 Supplement 1): S54. #notes#.

Subgroup analysis not of interest

1232

Carr W., McDonald M., Meizlik P. (2017//) Reslizumab improves spirometric
lung age in patients with severe eosinophilic asthma. Annals of Allergy, Asthma
and Immunology 119 (5 Supplement 1): S57. #notest.

Pooled analysis of relevant RCTs

1242

Zhang L., Li M., Meng Z., Li Y., Davis J.D., Swanson B.N., Kanamaluru V., Lu Q.
(2017//) Exposure-response analysis of dupilumab on forced expiratory volume
in 1 Second (FEV1) in uncontrolled persistent asthma. Journal of
Pharmacokinetics and Pharmacodynamics 44 (1 Supplement 1): S129. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1243

Zhang L., Li M., Meng Z., Li Y., Davis J.D., Swanson B.N., Kanamaluru V., Lu Q.
(2017//) Population pharmacokinetic and pharmacodynamic modeling of
thymus and activation-regulated chemokine (TARC) response to dupilumab in
uncontrolled persistent asthma. Journal of Pharmacokinetics and
Pharmacodynamics 44 (1 Supplement 1): S129. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1244

Yan L., Wang B., Yu B., Barker P., Goldman M., Roskos L. (2017//) Population
modeling of pre-bronchodilator FEV1 response to benralizumab treatment in
patients with severe asthma. Journal of Pharmacokinetics and
Pharmacodynamics 44 (1 Supplement 1): S128. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1245

Chia Y.L., Wang B., Yu B., Barker P., Goldman M., Roskos L. (2017//) Exposure-
response analysis of asthma exacerbation rate confirmed optimal 30 mg Q8W
benralizumab dose for treatment of severe asthma. Journal of
Pharmacokinetics and Pharmacodynamics 44 (1 Supplement 1): S58. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1246

Katelaris C.H., Maspero J.F., Jayawardena S., Rowe P., Maroni J., Pirozzi G.,
Amin N., Graham N.M.H., Mannent L., Teper A. (2017//) Dupilumab efficacy
and effect on asthma control in patients with uncontrolled persistent asthma
and comorbid chronic rhinosinusitis with or without nasal polyps. Internal
Medicine Journal 47 (Supplement 5): 22. #notes#.

Subgroup analysis not of interest

1253

Prazma C.M., Idzko M., Bourdin A., Douglass J.A., Price R.G., Albers F., Yancey
S.W. (2017//) Phenotypic characterization of severe atopic asthma patients
treated with mepolizumab. Allergy: European Journal of Allergy and Clinical
Immunology 72 (Supplement 103): 325. #notes#.

Pooled analysis of relevant RCTs
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Fabbri L.M., Bernstein J.A., Staudinger H., Maroni J., Rowe P., Jayawardena S.,
Joish V.N., Eckert L., Amin N., Akinlade B., Pirozzi G., Graham N.M., Teper A.
(2017//) Dupilumab efficacy in severe asthma exacerbations by different
baseline patient characteristics in patients with uncontrolled persistent asthma.
Allergy: European Journal of Allergy and Clinical Immunology 72 (Supplement
103): 108. #notesH.

Subgroup analysis not of interest

1265

Busse W.W., Chipps B.E., Rosen K., Ortiz B., Haselkorn T., Trzaskoma B.L.,
Lanier B.Q., Szefler S.J. (2017//) Asthma exacerbations and lung function
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1515

Pouliquen 1., Austin D., Gunsoy N., Yancey S. (2016//) A weight-based
exacerbation dose-response analysis of mepolizumab in severe asthma with
eosinophilic phenotype. European Respiratory Journal 48 (Supplement 60):
H#pages#. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1517

Austin D., Pouliquen 1., Keene O., Yancey S. (2016//) Blood eosinophil dose
response to oral corticosteroids in a population of patients with severe asthma.
European Respiratory Journal 48 (Supplement 60): #pages#. #notes#.

Pooled analysis of relevant RCTs

1525

Wenzel S., Swanson B., Teper A., Hamilton J., Izuhara K., Ohta S., Ono J., Zhu H,,
Zhang B., Staudinger H., Graham N.M.H., Pirozzi G. (2016//) Dupilumab reduces
severe exacerbations in periostin-high and periostin-low asthma patients.
European Respiratory Journal 48 (Supplement 60): #pages#. #notest.

Subgroup analysis not of interest

1526

Virchow J.C., Zangrilli J., Weiss S., Korn S. (2016//) Reslizumab (RES) in patients
(pts) with inadequately controlled asthma and elevated blood eosinophils
(EOS): Analysis of two phase 3, placebo-controlled trials. European Respiratory
Journal 48 (Supplement 60): #pages#. #notes#.

Pooled analysis of relevant RCTs

1534

Mehta R.A., Hartmann C.E.A., Gunsoy N.B., Albers F.C. (2016//) Therapeutic
benefit of mepolizumab in the Scottish medicines consortium (SMC) restricted
sub-population-a post-hoc meta-analysis of phase II1B/Il trials. Thorax 71
(Supplement 3): A170. #notes#.

On topic SLR/MA/NMA

1536

Wechsler M., Cangelosi M., Simmonds M., Shargill N., Tilden D., Cottrell S.,
Niven R. (2016//) Bronchial thermoplasty vs omalizumab for severe
uncontrolled asthma: Relative efficacy and chronicity of costs of care. Chest 150
(4 Supplement 1): 1011A. #notes#.

On topic SLR/MA/NMA

1538

Sharma R., Cheung A., Bolzani A., Barakat S., Sun S.X., Tarasova O., Druyts E.,
Fitz Gerald J.M. (2016//) Compara tive efficacy of reslizumab and mepolizumab
for the treatment of asthma: A network meta-analysis. Value in Health 19 (7):
A549. #notes#.

Incomplete/Insufficient/Partial
data

1539

Ayyagari R., Alvares L., Mu F., Hacking V., Martinez R., Signorovitch J.E. (2016//)
Feasibility of matching-adjusted indirect compar ison (MAIC) of omalizumab
(OMA) vs. mepolizumab (MEPO) in moderate-to-severe asthma. Value in Health
19 (7): A549. #notes#.

On topic SLR/MA/NMA

1540

Kanukula R., Likhar N., Dang A. (2016//) Mepolizumab for the treatment of
chronic asthma. a meta-analysis of randomized placebo-controlled trials. Value
in Health 19 (7): A876. #notes#.

Incomplete/Insufficient/Partial
data

1541

Gunsoy N., Cockle S., Nelsen L., Albers F., Doyle S. (2016//) Association
between EQ-5D and changes in asthma symptomes, severity, and Qol in patients
with severe eosinophilic asthma. Value in Health 19 (7): A558. #notes#.

Intervention/Comparator

1556

Albers F.C., Price R.G., Yancey S.W., Bradford E. (2016//) Efficacy of
mepolizumab in reducing exacerbations in patients with severe eosinophilic
asthma who would be eligible for omalizumab treatment. Allergy: European
Journal of Allergy and Clinical Immunology 71 (Supplement 102): 66. #notes#.

Pooled analysis of relevant RCTs

1561

Mcdonald V., Banville N., Albers F., Price R., Yancey S., Luu C. (2016//) The
relationship between patient and clinician rated response to therapy relative to

Pooled analysis of relevant RCTs
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> Medicinradet

ACQ-5 scores and exacerbation rates in severe eosinophilic asthma (SEA).
Respirology 21 (SUPPL. 2): 103. #notes#.

1564

LiJ., KangJ., Wang C., Yang J., Humphries M., Greenberg S., Zhong N. (2016//) Incomplete/Insufficient/Partial
Omalizumab improves asthma symptoms, asthma control, and health-related data

quality of life in Chinese patients with moderate-to-severe asthma. Chest 149 (4

SUPPL. 1): A6. #notes#.

1565

Vegesna A.V., Panettieri R.A., Gabriel S., Ruiz K.M., Colby J.A., Maiese B., Incomplete/Insufficient/Partial
Corren J. (2016//) Patient-reported outcomes (PROs) in patients receiving data

omalizumab (OMB): A systematic literature review. Journal of Allergy and

Clinical Immunology 137 (2 SUPPL. 1): AB394. #notes#.

1568

Yancey S.W., Mayer B., Gunsoy N., Keene O.N., Bleecker E.G., Brightling C., On topic SLR/MA/NMA
Pavord I. (2016//) Exacerbation reduction in severe eosinophilic asthma based

on eosinophil thresholds. Journal of Allergy and Clinical Immunology 137 (2

SUPPL. 1): AB208. #notes#.

1571

Esquivel A.T., Busse W.W., Calatroni A., Gergen P.J., Grindle K., Gruchalla R.S., Incomplete/Insufficient/Partial
Kattan M., Kercsmar C., Khurana Hershey G.K., Kim H., Lebeau P., Liu A.H., data

Szefler S.J., Teach S.J., Pongracic J.A., West J.B., Wildfire J., Gern J.E. (2016//)

Omalizumab decreases rates of cold symptoms in Inner-City children with

allergic asthma. Journal of Allergy and Clinical Immunology 137 (2 SUPPL. 1):

AB87. #inotest.

1573

Bernstein D.l., Mansfield L., Zangrilli J., Garin M. (2016//) Efficacy of reslizumab  Subgroup analysis not of interest
in older patients (>65 years) with asthma and elevated blood eosinophils:

Results from a pooled analysis of two phase 3, placebo-controlled trials. Journal

of Allergy and Clinical Immunology 137 (2 SUPPL. 1): AB86. #notes#.

1574

Weinstein S.F., Germinaro M., Bardin P., Korn S., Bateman E.D. (2016//) Subgroup analysis not of interest
Efficacy of reslizumab with asthma, chronic sinusitis with nasal polyps and

elevated blood eosinophils. Journal of Allergy and Clinical Immunology 137 (2

SUPPL. 1): AB86. #notes#.

1576

Stynes G., Cockle S., Gunsoy N., Park D.C., Wex J., Wilson J., Bradford E., Albers  Incomplete/Insufficient/Partial
F.C., Alfonso-Cristancho R. (2016//) Comparative effectiveness of mepolizumab  data

and omalizumab in severe asthma: An indirect comparison. Journal of Allergy

and Clinical Immunology 137 (2 SUPPL. 1): AB82. #notes#.

1578

Prazma C.M., Bel E.H., Barnes N.C., Price R., Albers F.C., Yancey S.W. (2016//) Study design (non-RCT, opinion,
Steroid sparing response with mepolizumab: Durability of steroid reduction in commentary, single-arm, etc)
severe asthma. Journal of Allergy and Clinical Immunology 137 (2 SUPPL. 1):

AB16. #notes#.

1605

Brusselle G, McElhattan J, Canvin J, Buhl R (2016//) Reslizumab (RES) in asthma  Duplicate
patients (pts) with severe eosinophilic asthma stratified by GINA asthma steps 4

and 5: analysis of two phase 3, placebo (PBO)-controlled trials. #journal# 48

(#issue#t): #pagestt. #notest.

1609

Virchow JC, Zangrilli J, Weiss S, Korn S (2016//) Reslizumab (RES) in patients Duplicate
(pts) with inadequately controlled asthma and elevated blood eosinophils

(EOS): analysis of two phase 3, placebo-controlled trials. #journal# 48 (#issue#):

H#pagesH. #notesH.

1614

(2016//) Treatment response with mepolizumab in severe eosinophilic asthma  Duplicate
patients with previous omalizumab treatment. #journal# #volume# (#issue#):
H#pages#. #notesH.

1616

Ledford D, Busse W, Trzaskoma B, Omachi TA, Rosen K, Chipps BE, Luskin AT, Duplicate
Solari PG (2016//) A randomized multicenter study evaluating Xolair persistence
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of response after long-term therapy. #journal# Date of Publication: June 11
(#issue#t): #pagest. #notest.

‘> Medicinridet

1617

FitzGerald JM, Bleecker E, Nair P, Korn S, Ohta K, Lommatzsch M, et al (2016//)
Benralizumab reduces exacerbations in severe, uncontrolled asthma: results of
the phase Il CALIMA trial. #journal# 48 (Suppl 60): OA1969. #notes#.

Duplicate

1619

Corren J, Chanez P, Castro M, Fabbri L, Joish VN, Evans RE, Graham NMH,
Mastey V, Villeneuve S, Le Bagousse GB, Taniou C, Mahajan P, Teper A, Pirozzi
G, Eckert L (2016//) Dupilumab reduces severe exacerbationrelated costs
among asthma patients: results from a phase 2b trial. #journal# 48 (no
pagination): #pages#. #inotes#.

Duplicate

1621

Wenzel S, Swanson B, Teper A, Hamilton J, lzuhara K, Ohta S, Ono J, Zhu H,
Zhang B, Staudinger H, Graham NMH, Pirozzi G (2016//) Dupilumab reduces
severe exacerbations in periostin-high and periostin-low asthma patients.
#journal# 48 (no pagination): #pages#. #notes#.

Duplicate

1622

Bleecker E, FitzGerald J M, Chanez P, Papi A, Weinstein S, Barker P, et al
(2016//) Benralizumab provides significant improvements for patients with
severe, uncontrolled asthma: SIROCCO Phase Ill results. #journal# 48 (Suppl
60): 0A4832. #notest.

Duplicate

1624

Austin D, Pouliquen |, Keene O, Yancey S (2016//) Blood eosinophil dose
response to oral corticosteroids in a population of patients with severe asthma.
#journal# 48 (no pagination): #pages#. #notes#.

Duplicate

1630

LiJ, Kang J, Wang C, Yang J, Wang L, Humphries M, et al (2016//) Omalizumab
Responder Analysis in Chinese Patients with Moderate-to-Severe Asthma.
#journal# 193 (Meeting Abstracts): A1304. #notes#.

Subgroup analysis not of interest

1632

Shimoda T, Odajima H, Okamasa A, Kawase M, Komatsubara M, Mayer B,
Yancey S, Ortega H (2016//) Efficacy and safety of mepolizumab in Japanese
patients with severe eosinophilic asthma. #journal# Date of Publication: May 06
(Hissue#t): #pagest. #notest.

Subgroup analysis not of interest

1635

Corren J, Weinstein S, Janka L, Zangrilli J, Garin M (2016//) Phase 3 Study of
Reslizumab in Patients with Poorly Controlled Asthma: Effects Across a Broad
Range of Eosinophil Counts. #journal# #volume# (#issue#): #pages#. #notest.

Duplicate

1636

Bjermer L, Lemiere C, Maspero J, Weiss S, Zangrilli J, Germinaro M (2016//)
Reslizumab for Inadequately Controlled Asthma with Elevated Blood Eosinophil
Levels: a Randomized Phase 3 Study. #journal# #volume# (#issue#): #pagestt.
#notes#.

Duplicate

1642

Thompson, Cheryl A (2015//) Mepolizumab approved as add-on long-term
therapy for severe asthma.. American journal of health-system pharmacy : AJHP
: official journal of the American Society of Health-System Pharmacists 72 (24):
2125. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1689

Castro-Rodriguez J.A., Rodrigo G.J., Rodriguez-Martinez C.E. (2015//) Principal
findings of systematic reviews for chronic treatment in childhood asthma.
Journal of Asthma 52 (4): 407. #notest.

On topic SLR/MA/NMA

1692

Rodrigo G.J., Neffen H. (2015//) Systematic review on the use of omalizumab
for the treatment of asthmatic children and adolescents. Pediatric Allergy and
Immunology 26 (6): 551. #notes#.

On topic SLR/MA/NMA

1694

Hendeles L., Khan Y.R., Shuster J.J., Chesrown S.E., Abu-Hasan M. (2015//)
Omalizumab therapy for asthma patients with poor adherence to inhaled
corticosteroid therapy. Annals of Allergy, Asthma and Immunology 114 (1): 58.
#notes#.

Incomplete/Insufficient/Partial
data
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1695

Bateman E.D., Esser D., Chirila C., Fernandez M., Fowler A., Moroni-Zentgraf P.,
Fitzgerald J.M. (2015//) Magnitude of effect of asthma treatments on Asthma
Quality of Life Questionnaire and Asthma Control Questionnaire scores:
Systematic review and network meta-analysis. Journal of Allergy and Clinical
Immunology 136 (4): 914. #notes#.

‘> Medicinridet

On topic SLR/MA/NMA

1703

Nowak R.M., Parker J.M., Silverman R.A., Rowe B.H., Smithline H., Khan F.,
Fiening J.P., Kim K., Molfino N.A. (2015//) A randomized trial of benralizumab,
an antiinterleukin 5 receptor alpha monoclonal antibody, after acute asthma.
American Journal of Emergency Medicine 33 (1): 14. #notes#.

Intervention/Comparator

1708

Pouliquen L.J., Kornmann O., Barton S.V., Price J.A., Ortega H.G. (2015//)
Characterization of the relationship between dose and blood eosinophil
response following subcutaneous administration of Mepolizumab. International
Journal of Clinical Pharmacology and Therapeutics 53 (12): 1015. #notes#.

Intervention/Comparator

1709

Teach S.J., Gill M.A,, Togias A., Sorkness C.A., Arbes S.J., Calatroni A., Wildfire
J.J., Gergen P.J., Cohen R.T., Pongracic J.A., Kercsmar C.M., Khurana Hershey
G.K., Gruchalla R.S., Liu A.H., Zoratti E.M., Kattan M., Grindle K.A., Gern J.E.,
Busse W.W., Szefler S.J. (2015//) Preseasonal treatment with either
omalizumab or an inhaled corticosteroid boost to prevent fall asthma
exacerbations. Journal of Allergy and Clinical Immunology 136 (6): 1476.
#notesH.

Incomplete/Insufficient/Partial
data

1711

Rix ., Hakansson K., Larsen C.G., Frendo M., Von Buchwald C. (2015//)
Management of chronic rhinosinusitis with nasal polyps and coexisting asthma:
A systematic review. American Journal of Rhinology and Allergy 29 (3): 193.
#notes#.

On topic SLR/MA/NMA

1714

Lai T., Wang S., Xu Z,, Zhang C., Zhao Y., Hu Y., Cao C,, Ying S., Chen Z., Li W.,
Wu B., Shen H. (2015//) Long-term efficacy and safety of omalizumab in
patients with persistent uncontrolled allergic asthma: a systematic review and
meta-analysis. Scientific reports 5 (#issue#): 8191. #notesH.

On topic SLR/MA/NMA

1722

Hanania N., Trzaskoma B., Rosen K., Manga V., Omachi T. (2015//) Omalizumab
in allergic asthma: An analysis of efficacy by asthma severity and eosinophilic
status using pivotal trial studies. Respirology 20 (SUPPL. 3): 19. #notes#.

Pooled analysis of relevant RCTs

1723

Lowe P.J., Bottoli I., Arm J., Skerjanec A., Groenewegen A., Maahs S. (2015//) A
PKPD mathematical model to determine efficacy of multiple doses of QGE031
(ligelizumab) vs. omalizumab and placebo in inhibiting skin responses in atopic
asthmatics. European Respiratory Journal 46 (SUPPL. 59): #pages#. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1725

Yang J., Humphries M., Ren S., Wang L., Pethe A., Kottakis |. (2015//) Evaluation
of omalizumab therapy in a Chinese versus predominantly Caucasian
population: Comparison of clinical data. European Respiratory Journal 46
(SUPPL. 59): #pagest#. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1731

Hanania N.A., Trzaskoma B., Rosen K., Manga V., Omachi T.A. (2015//) Efficacy
of omalizumab in allergic asthma by asthma severity and eosinophilic status.
European Respiratory Journal 46 (SUPPL. 59): #pages#. #notes#.

Pooled analysis of relevant RCTs

1732

Niven R., Simmonds M., Cangelosi M., Shargill N., Tilden D., Cottrell S. (2015//)
Indirect comparison of bronchial thermoplasty (BT) versus omalizumab (OM)
for severe uncontrolled asthma. European Respiratory Journal 46 (SUPPL. 59):
H#pagesH. #notesH.

On topic SLR/MA/NMA

1734

Brusselle G., Germinaro M., Eid S., Zangrilli J. (2015//) Reslizumab in patients
with late-onset asthma with elevated blood eosinophils. European Respiratory
Journal 46 (SUPPL. 59): #pages#. #notes#.

Pooled analysis of relevant RCTs
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1737

Jacobs J., Murphy K., Bjermer L., Zangrilli J., Garin M. (2015//) Long-term effect
of reslizumab on asthmarelated quality of life (AQLQ) in asthma patients (PTS)
previously enrolled in reslizumab safety and efficacy studies. Annals of Allergy,
Asthma and Immunology 115 (5 SUPPL. 1): A57. #notes#.

‘> Medicinridet

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1739

Torvinen S., Remuzat C., Mzoughi O., Plich A., Toumi M. (2015//) Comparative
effectiveness analysis of mAb in asthma: The importance of exacerbation
definition. Value in Health 18 (7): A495. #notes#.

Incomplete/Insufficient/Partial
data

1740

Belhadi D., Taieb V., Nielsen A.T., Hemels M., Van Laer J. (2015//) Bayesian
network meta-analysis to assess the comparative efficacy and safety of
treatments for severe or uncontrolled asthma. Value in Health 18 (7): A494.
#notes#.

Incomplete/Insufficient/Partial
data

1743

Prazma C.M., Wenzel S.E., Price R., Ortega H.G. (2015//) The impact of duration
of oral corticosteroid use on co-morbidities in a severe asthma population
treated with mepolizumab. American Journal of Respiratory and Critical Care
Medicine 191 (MeetingAbstracts): #pages#. #notes#.

Subgroup analysis not of interest

1744

Pavord I., Ortega H., Keene O., Mayer B., Yancey S. (2015//) A meta-analysis of
exacerbations requiring hospitalization from studies of mepolizumab in severe
eosinophilic asthma. American Journal of Respiratory and Critical Care Medicine
191 (MeetingAbstracts): #pagest. #notest.

On topic SLR/MA/NMA

1745

Ortega H., Mayer B., Yancey S., Katial R. (2015//) Response to treatment with
mepolizumab in elderly patients. American Journal of Respiratory and Critical
Care Medicine 191 (MeetingAbstracts): #pages#. #notes#.

Subgroup analysis not of interest

1748

Hanania N.A., Trzaskoma B., Rosen K., Manga V., Omachi T.A. (2015//)
Exploring omalizumab in allergic asthma: An analysis of efficacy by asthma
severity and eosinophilic status using pivotal trial studies. American Journal of
Respiratory and Critical Care Medicine 191 (MeetingAbstracts): #pagest.
#notes#.

Pooled analysis of relevant RCTs

1750

Hoch H.E., Calatroni A., Szefler S. (2015//) Validation of predictors for fall
asthma exacerbations in inner city children. American Journal of Respiratory
and Critical Care Medicine 191 (MeetingAbstracts): #pages#. #notes#.

Incomplete/Insufficient/Partial
data

1751

Adachi M., Kim M.-K., Imai N., Nakanishi T., Ohta K., Tohda Y., Park H.-S.
(2015//) A phase 2a study of benralizumab for patients with eosinophilic
asthma in South Korea and Japan. American Journal of Respiratory and Critical
Care Medicine 191 (MeetingAbstracts): #pagest#. #notest.

Intervention/Comparator

1753

Pillai P., Chan Y.-C., Wu S.-Y., Ohm-Laursen L., Thomas C., Durham S.R.,
Menzies-Gow A., Rajakulasingam R.K., Ying S., Gould H.J., Corrigan C.J. (2015//)
Omalizumab improves lung function despite treatment reduction, while
reducing mucosal IgE expression in moderate to severe nonatopic asthma.
Allergy: European Journal of Allergy and Clinical Immunology 70 (SUPPL. 101):
637. #notes#.

Incomplete/Insufficient/Partial
data

1761

Lowe P.J., Bottoli l., Arm J., Skerjanec A., Groenewegen A., Maahs S. (2015//) A
PKPD mathematical model for determining the efficacy of multiple doses of
QGEO031 (ligelizumab) vs omalizumab and placebo in inhibiting skin responses in
atopic asthmatics. Allergy: European Journal of Allergy and Clinical Immunology
70 (SUPPL. 101): 34. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1766

Casale T.B., Omachi T.A., Trzaskoma B., Rao S., Chou W., Ortiz B., Manga V.,
Djukanovic R. (2015//) Estimated asthma exacerbation reduction from
omalizumab in an severe eosinophilic asthma population. Journal of Allergy and
Clinical Immunology 135 (2 SUPPL. 1): AB1. #notes#.

Pooled analysis of relevant RCTs
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1768

> Medicinradet

Wang B., Yan L., Hutmacher M., Roskos L. (2015//) Pharmacometrics enabled
rational determination of optimal dosing regimen for benralizumab pivotal
studies in adults and adolescents with asthma. Clinical Pharmacology and
Therapeutics 97 (SUPPL. 1): S78. #inotes#.

Intervention/Comparator

1770

NCT02559791 (2015//) Anti-Interleukin-5 (IL5) Monoclonal Antibody (MADb) in
Prednisone-dependent Eosinophilic Asthma. Route of Administration of Anti-IL5
Monoclonal Antibody in Prednisone-dependent Eosinophilic Asthma #volume#
(#issue#t): #pagest. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1778

NCT02594332 (2015//) Effects of Mepolizumab Compared to Placebo on
Airway Physiology in Patients With Eosinophilic Asthma: MEMORY Study. A
Randomized, Double-blind, Placebo-controlled, Mono-center Study to Evaluate
the Effects of Mepolizumab on Airway Physiology in Patients With Eosinophilic
Asthma: the MEMORY Study #volumet (#issue#): #pages#. #notest.

Relevant clinical trial records

1788

NCT02281318 (2015//) A randomised, double-blind, placebo-controlled,
parallel-group, multi-centre 24-week study to evaluate the efficacy and safety
of mepolizumab adjunctive therapy in subjects with severe eosinophilic asthma
on markers of asthma control. #journal# #tvolume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

1795

Reinhardt D (2015//) Mepolizumab can reduce oral steroids. #journal# 157 (5):
38. #notes#.

Non-English

1797

Prazma CM, Wenzel SE, Price R, Ortega HG (2015//) The impact of duration of
oral corticosteroid use on co-morbidities in a severe asthma population treated
with mepolizumab. The impact of duration of oral corticosteroid use on co-
morbidities in a severe asthma population treated with mepolizumab 191 (no
pagination): #pages#. #notest.

Duplicate

1800

Yang J, Humphries M, Ren S, Wang L, Pethe A, Kottakis | (2015//) Evaluation of
omalizumab therapy in a Chinese versus predominantly Caucasian population:
Comparison of clinical data.. Evaluation of omalizumab therapy in a Chinese
versus predominantly Caucasian population: Comparison of clinical data. 46 (no
pagination): #pages#. #notest.

Unavailable

1801

Niven R, Simmonds M, Cangelosi M, Shargill N, Tilden D, Cottrell S (2015//)
Indirect comparison of bronchial thermoplasty (BT) versus omalizumab (OM)
for severe uncontrolled asthma.. Indirect comparison of bronchial thermoplasty
(BT) versus omalizumab (OM) for severe uncontrolled asthma. 46 (no
pagination): #pages#. #notest.

Duplicate

1802

Brusselle G, Germinaro M, Eid S, Zangrilli J (2015//) Reslizumab in patients with
late-onset asthma with elevated blood eosinophils.. Reslizumab in patients with
late-onset asthma with elevated blood eosinophils. 46 (no pagination):
H#pagesH. #notesH.

Duplicate

1803

Lowe PJ, Bottoli I, Arm J, Skerjanec A, Groenewegen A, Maahs S (2015//) A
PKPD mathematical model to determine efficacy of multiple doses of QGE031
(ligelizumab) vs. omalizumab and placebo in inhibiting skin responses in atopic
asthmatics. #journal# 46 (#issue#f): #pages#. #notestt.

Duplicate

1805

Wenzel S, Castro M, Zhang B, Pirozzi G, Sutherland ER, Graham N, et al (2015//)
A dose-ranging study of dupilumab in patients (pts) with uncontrolled asthma
despite use of inhaled corticosteroids plus a long-acting beta-agonist
(ICS/LABA): Final data. #journal# #volume# (#issue#): #pages#. #notes#.

Duplicate

1806

Hanania NA, Trzaskoma B, Rosen K, Manga V, Omachi TA (2015//) Exploring
omalizumab in allergic asthma: An analysis of efficacy by asthma severity and
eosinophilic status using pivotal trial studies.. #journal# 191 (no pagination):
H#pages#. #notes#.

Duplicate

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022

Side 188/348



1807

Corren J, Castro M, Joish V, Mastey V, Amand C, Taniou C, et al (2015//) Burden
of persistent asthma in patients treated with medium-to high-dose inhaled
corticosteroids: Baseline data from a phase 2 clinical trial of dupilumab.
#journal# 148 (4 MEETING ABSTRACT): #pages#. #notes#.

‘> Medicinridet

Duplicate

1808

Pavord I, Ortega H, Keene O, Mayer B, Yancey S (2015//) A meta-analysis of
exacerbations requiring hospitalization from studies of mepolizumab in severe
eosinophilic asthma.. #journal# 191 (#issue#): #pages#. #inotes#.

Duplicate

1810

Wenzel SE, Wang L, Pirozzi G, Sutherland ER, Graham N, Evans RR, et al
(2015//) Dupilumab improves lung function and reduces severe exacerbations
in uncontrolled asthmatics with baseline eosinophil levels above and below 300
cells/mul. #journal# 191 (Meeting Abstracts): A6362. #notes#.

Duplicate

1817

Dolgin, Elie (2014//) Anti-IL-5 biologics carve out severe-asthma niche.. Nature
biotechnology 32 (11): 1075. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1818

Anonymous (2014//) [Approaches to improving therapeutic success].. MMW
Fortschritte der Medizin 156 (12): 62. #notes#.

Unavailable

1831

Fuesl, H S, Stiefelhagen, P (2014//) [Nearly uncontrollable hyperreactivity. Last
options in bronchial asthma].. MMW Fortschritte der Medizin 156 (5): 17.
#notes#.

Unavailable

1841

Thomson, Neil C (2014//) Omalizumab decreases exacerbations and allows a
step down in daily inhaled corticosteroid dose in adults and children with
moderate-to-severe asthma.. Evidence-based medicine 19 (4): 135. Comment
on (CON).

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1860

Normansell R., Walker S., Milan S.J., Walters E.H., Nair P. (2014//) Omalizumab
for asthma in adults and children. Cochrane Database of Systematic Reviews
2014 (1): CD003559. #notes#.

On topic SLR/MA/NMA

1866

Katz L.E., Gleich G.J., Hartley B.F., Yancey S.W., Ortega H.G. (2014//) Blood
eosinophil count is a useful biomarker to identify patients with severe
eosinophilic asthma. Annals of the American Thoracic Society 11 (4): 531.
#notes#.

Intervention/Comparator

1870

Castro M., Wenzel S.E., Bleecker E.R., Pizzichini E., Kuna P., Busse W.W.,
Gossage D.L., Ward C.K., Wu Y., Wang B., Khatry D.B., van der Merwe R.,
Kolbeck R., Molfino N.A., Raible D.G. (2014//) Benralizumab, an anti-interleukin
5 receptor alpha monoclonal antibody, versus placebo for uncontrolled
eosinophilic asthma: A phase 2b randomised dose-ranging study. The Lancet
Respiratory Medicine 2 (11): 878. #notes#.

Intervention/Comparator

1901

Pham T.-H., Gossage D.L., Damera G., Raible D.G., Sinibaldi D., Ward C.K.
(2014//) Interleukin-5, eosinophil-derived neurotoxin, and eosinophil cationic
protein are serum pharmacodynamic biomarkers of benralizumab (anti-
interleukin-5r alpha) in asthma. American Journal of Respiratory and Critical
Care Medicine 189 (MeetingAbstracts): #pagest#. #notest.

Intervention/Comparator

1904

Busse W.W., Trzaskoma B., Omachi T.A., Canvin J., Rosen K., Chipps B.E., Luskin
A.T., Solari P.G. (2014//) Evaluating xolair persistency of response after long-
term therapy (XPORT). American Journal of Respiratory and Critical Care
Medicine 189 (MeetingAbstracts): #pagest#. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1905

Wang B., Yan L., Hutmacher M., White W.I., Ward C.K., Nielsen J., Wu Y.,
Goldman M., Raible D.G., Roskos L. (2014//) Exposure-response analysis for
determination of benralizumab optimal dosing regimen in adults with asthma.
American Journal of Respiratory and Critical Care Medicine 189
(MeetingAbstracts): #pagest#. #notes#.

Intervention/Comparator
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1906

Wenzel S.E., Teper A., Wang L., Pirozzi G., Radin A., Graham N., Castro M.
(2014//) ACQ5 improvement with dupilumab in patients with persistent asthma
and elevated eosinophil levels: Responder analysis from a 12-week proof-of-
concept placebo-controlled trial. American Journal of Respiratory and Critical
Care Medicine 189 (MeetingAbstracts): #pagest. #notest.

‘> Medicinridet

Intervention/Comparator

1907

Castro M., Teper A., Wang L., Pirozzi G., Radin A., Graham N., Weinstein S.,
Wenzel S.E. (2014//) Responder analysis for fevl improvement with dupilumab
in patients with persistent asthma and elevated eosinophil levels. American
Journal of Respiratory and Critical Care Medicine 189 (MeetingAbstracts):
H#pages#. #notes#.

Intervention/Comparator

1908

Kato M. (2014//) Dose down of omalizumab induced asthma exacerbation
within 24 weeks. American Journal of Respiratory and Critical Care Medicine
189 (MeetingAbstracts): #pagest#. #notest.

Incomplete/Insufficient/Partial
data

1910

Castro M., Gossage D.L., Ward C.K., Wu Y., Khatri D.B., Molfino N.A., Raible
D.G. (2014//) Benralizumab reduces exacerbations and improves lung function
in adults with uncontrolled eosinophilic asthma. American Journal of
Respiratory and Critical Care Medicine 189 (MeetingAbstracts): #pages#.
#notes#.

Intervention/Comparator

1912

Busse W., Trazskoma B., Omachi T., Canvin J., Rosen K., Chipps B., Luskin A.,
Solari P. (2014//) Evaluating omalizumab persistency of response after long-
term therapy (XPORT). European Respiratory Journal 44 (SUPPL. 58): #pages#.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1913

Bousquet J., Rao S., Manga V. (2014//) Global evaluation of treatment
effectiveness (GETE) is an accurate predictor of response to omalizumab in
patients with severe allergic asthma: A pooled analysis. European Respiratory
Journal 44 (SUPPL. 58): #pages#. #notes#.

Pooled analysis of relevant RCTs

1914

Kasujee I., Bader G. (2014//) Omalizumab add-on therapy reduces
exacerbations among responders: A pooled NNT analysis from 5 phase 3
studies. European Respiratory Journal 44 (SUPPL. 58): #pages#. #notest.

Pooled analysis of relevant RCTs

1916

Castro M., Wenzel S., Kolbeck R., Khatry D., Christine W., Wu Y., Van Der
Merwe R., Bleecker E. (2014//) Late-breaking abstract: A phase 2 study of
benralizumab on exacerbations, lung function, and asthma control in adults
with uncontrolled eosinophilic asthma. European Respiratory Journal 44
(SUPPL. 58): #pagest#. #notes#.

Duplicate

1921

Eck S., Castro M., Sinibaldi D., White W., Folliot K., Gossage D., Wu Y., Raible D.,
Roskos L., Kolbeck R., Ward C. (2014//) Benralizumab effect on blood basophil
counts in adults with uncontrolled asthma. European Respiratory Journal 44
(SUPPL. 58): #pagestt. #notes#.

Intervention/Comparator

1924

Bel E.H., Wenzel S.E., Thompson P.J., Prazma C.M., Keene O., Yancey S.W.,
Ortega H., Pavord 1.D. (2014//) Late-breaking abstract: Oral corticosteroid-
sparing effect of mepolizumab in severe eosinophilic asthma: The SIRIUS study.
European Respiratory Journal 44 (SUPPL. 58): #pages#. #notes#.

Duplicate

1925

Ortega H., Liu M., Pavord I., Brusselle G., FitzGerald J.M., Chetta A., Katz L.,
Keene 0., Yancey S., Chanez P. (2014//) Late-breaking abstract: Reduction in
exacerbations with mepolizumab in severe eosinophilic asthma: MENSA study.
European Respiratory Journal 44 (SUPPL. 58): #pages#. #notes#.

Duplicate

1930

Antonova J., Trzaskoma B., Raimundo K., Solari P., Zazzali J. (2014//)
Longitudinal change in asthma symptom control in patients who continued vs.
discontinued omalizumab: Results from the xport study. Annals of Allergy,
Asthma and Immunology 113 (5 SUPPL. 1): A37. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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1941

Bergrath E., Hwa Ong S., Bousquet J., Balwin M., Manga V., Rao S., Cope S.
(2014//) Systematic review of observational studies and RCTS of omalizumab in
severe persistent allergic asthma and meta-analysis feasibility assessment.
Value in Health 17 (7): A589. #notes#.

‘> Medicinridet

Incomplete/Insufficient/Partial
data

1950

Swanson B., Ming J., Ren H., Wang L., Wenzel S., Beck L., DiciccioT., Li Y.,
Belomestnov P., Graham N., Pirozzi G., Hamilton J. (2014//) Dupilumab
suppresses Th2 inflammation in adult asthma and atopic dermatitis. World
Allergy Organization Journal 7 (SUPPL. 1): #pages#. #notest.

Intervention/Comparator

1951

Swanson B.N., Wang L., Ming J., Hamilton J.D., Teper A., Dicioccio T., Li Y.,
Graham N., Pirozzi G., Wenzel S.E. (2014//) Exhaled nitric oxide (FENO) and t-
helper 2 cell biomarkers: Can they predict treatment response to dupilumab, an
il-4ra antibody, in an eosinophilic asthma population?. Journal of Allergy and
Clinical Immunology 133 (2 SUPPL. 1): AB85. #notes#.

Intervention/Comparator

1954

Paterniti MO, Breslin LM, Courneya JP, Sterba PM, Hamilton RG, MacGlashan
DW, Saini SS (2014//) Differences in effects of omalizumab on late-phase
responses to allergen challenge in the skin and nose at the time of basophil
hyporesponsiveness. #journal# 134 (6): 1743. #notes#.

Population

1962

NCT02054130 (2014//) Study to Evaluate the Efficacy and Safety of MEDI9929
(AMG 157) in Adult Subjects With Inadequately Controlled, Severe Asthma. A
Phase 2 Randomized, Double-blind, Placebo-controlled Study to Evaluate the
Efficacy and Safety of MEDI9929 in Adult Subjects With Inadequately
Controlled, Severe Asthma #volume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

1973

Haldar P, Brightling C E, Singapuri A, Hargadon B, Gupta S, Monteiro W, et al
(2014//) Outcomes after cessation of mepolizumab therapy in severe
eosinophilic asthma: a 12-month follow-up analysis. #journal# 133 (3): 921.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

1975

Corren J, Weinstein S, Janka L, O'Brien C, Zangrilli J (2014//) A randomized
phase 3 study of reslizumab efficacy in relation to blood eosinophil levels in
patients with moderate to severe asthma. #journal# 44 (Suppl 58): 4673.
#notes#.

Duplicate

1976

Eck S, Castro M, Sinibaldi D, White W, Folliot K, Gossage D, et al (2014//)
Benralizumab effect on blood basophil counts in adults with uncontrolled
asthma. #journal# 44 (Suppl 58): P297. #notesH.

Duplicate

1977

Bjermer L, Lemiere C, Maspero J, Ciesielska M, O'Brien C, Zangrilli J (2014//) A
randomized phase 3 study of the efficacy and safety of reslizumab in subjects
with asthma with elevated eosinophils. #journal# 44 (#issuett): #pagesH.
#notes#.

Duplicate

1978

Eck S, Castro M, Sinibaldi D, White W, Folliot K, Gossage D, Wu Y, Raible D,
Roskos L, Kolbeck R, Ward C (2014//) Benralizumab effect on blood basophil
counts in adults with uncontrolled asthma. #journal# 44 (#issuett): #pages#.
#notes#.

Duplicate

1979

Corren J, Weinstein S, Janka L, O'Brien C, Zangrilli J (2014//) A randomized

phase 3 study of reslizumab efficacy in relation to blood eosinophil levels in
patients with moderate to severe asthma. #journal# 44 (#issue#): #pages#.
#notes#.

Duplicate

1980

Wang B, Yan L, Hutmacher M, White WI, Ward CK, Nielsen J, Wu Y, Goldman
M, Raible DG, Roskos L (2014//) Exposure-response analysis for determination
of benralizumab optimal dosing regimen in adults with asthma. #journal# 189
(no pagination): #pages#. #notes#.

Duplicate
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1981

Ortega H, Chupp G, Bardin P, Bourdin A, Garcia G, Hartley B, Yancey S,
Humbert M (2014//) The role of mepolizumab in atopic and nonatopic severe
asthma with persistent eosinophilia. #journal# 44 (1): 239. #notes#.

‘> Medicinridet

Intervention/Comparator

1982

Wenzel SE, Teper A, Wang L, Pirozzi G, Radin A, Graham N, Castro M (2014//)
ACQ5 improvement with dupilumab in patients with persistent asthma and
elevated eosinophil levels: Responder analysis from a 12-week proof-of-
concept placebo-controlled trial.. #journal# 189 (no pagination): #pages#.
#notes#.

Duplicate

1983

Castro M, Teper A, Wang L, Pirozzi G, Radin A, Graham N, Weinstein S, Wenzel
SE (2014//) Responder analysis for fevl improvement with dupilumab in
patients with persistent asthma and elevated eosinophil levels.. #journal# 189
(no pagination): #pagest. #inotes#.

Duplicate

1984

Castro M, Gossage DL, Ward CK, Wu Y, Khatri DB, Molfino NA, Raible DG
(2014//) Benralizumab reduces exacerbations and improves lung function in
adults with uncontrolled eosinophilic asthma.. #journal# 189 (no pagination):
H#pages#. #notes#.

Duplicate

1986

Busse WW, Trzaskoma B, Omachi TA, Canvin J, Rosen K, Chipps BE, Luskin AT,
Solari PG (2014//) Evaluating xolair persistency of response after long-term
therapy (XPORT).. #journal# 189 (no pagination): #pages#. #notes#.

Duplicate

1988

Busse W, Trazskoma B, Omachi T, Canvin J, Rosen K, Chipps B, Luskin A, Solari P
(2014//) Evaluating omalizumab persistency of response after long-term
therapy (XPORT).. #journal# 44 (#issue#): #pages#. #notes#.

Duplicate

1989

Kasujee |, Bader G (2014//) Omalizumab add-on therapy reduces exacerbations
among responders: A pooled NNT analysis from 5 phase 3 studies.. #journal# 44
(Hissue#t): #pagest. #notest.

Duplicate

1990

Castro M, Wenzel S, Kolbeck R, Khatry D, Christine W, Wu Y, Van Der Merwe R,
Bleecker E (2014//) Late-breaking abstract: A phase 2 study of benralizumab on
exacerbations, lung function, and asthma control in adults with uncontrolled
eosinophilic asthma.. #journal# 44 (#issue#): #pages#. #notes#.

Intervention/Comparator

1991

Bousquet J, Rao S, Manga V (2014//) Global evaluation of treatment
effectiveness (GETE) is an accurate predictor of response to omalizumab in
patients with severe allergic asthma: A pooled analysis.. #journal# 44 (#issue#):
#pages#. #notes#.

Duplicate

1997

Castro M, Wenzel S, Kolbeck R, Khatry D, Christine W, Wu Y, et al (2014//) A
phase 2 study of benralizumab on exacerbations, lung function, and asthma
control in adults with uncontrolled eosinophilic asthma [Abstract]. #journal# 44
(Suppl 58): 2909. #notest.

Intervention/Comparator

1998

Gauvreau G, Boulet L-P, Leigh R, Cockcroft DW, Davis BE, Mayers |, et al
(2014//) Efficacy and safety of multiple doses of QGE031 (ligelizumab) versus
omalizumab and placebo in inhibiting the allergen-induced early asthmatic
response [Abstract]. #journal# 44 (Suppl 58): 2910. #notes#.

Population

2000

Robinson, Douglas S (2013//) Mepolizumab for severe eosinophilic asthma..
Expert review of respiratory medicine 7 (1): 13. Comment on (CON).

Intervention/Comparator

2015

Takaku, Yotaro, Soma, Tomoyuki, Nishihara, Fuyumi, Nakagome, Kazuyuki,
Kobayashi, Takehito, Hagiwara, Koichi, Kanazawa, Minoru, Nagata, Makoto
(2013//) Omalizumab attenuates airway inflammation and interleukin-5
production by mononuclear cells in patients with severe allergic asthma..
International archives of allergy and immunology 161 Suppl 2 (#issue#): 107.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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> Medicinradet

2034 Dasgupta A., Zhang S., Thabane L., Nair P. (2013//) Sample sizes for clinical On topic SLR/MA/NMA
trials using sputum eosinophils as a primary outcome. European Respiratory
Journal 42 (4): 1003. #notest.

2045 Norman G., Faria R., Paton F., Llewellyn A., Fox D., Palmer S., Clifton I, PatonJ., On topic SLR/MA/NMA
Woolacott N., McKenna C. (2013//) Omalizumab for the treatment of severe
persistent allergic asthma: A systematic review and economic evaluation.
Health Technology Assessment 17 (52): #pages#. #notes#.

2047 LiuY., ZhangS., Li D.-W., Jiang S.-J. (2013//) Efficacy of Anti-Interleukin-5 On topic SLR/MA/NMA
Therapy with Mepolizumab in Patients with Asthma: A Meta-Analysis of
Randomized Placebo-Controlled Trials. PLoS ONE 8 (3): e59872. #notes#.

2048 Kopp M.V., Hamelmann E., Bendiks M., Zielen S., Kamin W., Bergmann K.-C., Intervention/Comparator
Klein C., Wahn U. (2013//) Transient impact of omalizumab in pollen allergic
patients undergoing specific immunotherapy. Pediatric Allergy and Immunology
24 (5): 427. #notest.

2060 Laviolette M., Gossage D.L., Gauvreau G., Leigh R., Olivenstein R., Katial R., Intervention/Comparator
Busse W.W., Wenzel S., Wu Y., Datta V., Kolbeck R., Molfino N.A. (2013//)
Effects of benralizumab on airway eosinophils in asthmatic patients with
sputum eosinophilia. Journal of Allergy and Clinical Immunology 132 (5): 1086.
#notes#.

2061 Ayars A.G., Altman L.C., Potter-Perigo S., Radford K., Wight T.N., Nair P. Intervention/Comparator
(2013//) Sputum hyaluronan and versican in severe eosinophilic asthma.
International Archives of Allergy and Immunology 161 (1): 65. #notest.

2062 Wenzel S., Ford L., Pearlman D., Spector S., Sher L., Skobieranda F., Wang L., Intervention/Comparator
Kirkesseli S., Rocklin R., Bock B., Hamilton J., Ming J.E., Radin A., Stahl N.,
Yancopoulos G.D., Graham N., Pirozzi G. (2013//) Dupilumab in persistent
asthma with elevated eosinophil levels. New England Journal of Medicine 368
(26): 2455. #notes#.

2065 Sorkness C.A., Wildfire J.J., Calatroni A., Mitchell H.E., Busse W.W., O'Connor Incomplete/Insufficient/Partial
G.T., Pongracic J.A., Ross K., Gill M.A., Kattan M., Morgan W.J., Teach S.J., data
Gergen P.J., Liu A.H., Szefler S.J. (2013//) Reassessment of omalizumab-dosing
strategies and pharmacodynamics in inner-city children and adolescents.
Journal of Allergy and Clinical Immunology: In Practice 1 (2): 163. #notes#.

2067 Wenzel S.E., Pirozzi G., Wang L., Kirkesseli S., Rocklin R., Radin A., Skobieranda Incomplete/Insufficient/Partial
F. (2013//) Efficacy and safety of SAR231893/REGN668 in patients with data
moderate-to-severe, persistent asthma and elevated eosinophil levels.
American Journal of Respiratory and Critical Care Medicine 187
(MeetingAbstracts): #pagestt. #notes#.

2069 Ortega H.G., Chupp G., Bardin P., Bourdin A., Hartley B., Humbert M. (2013//) Intervention/Comparator
The role of mepolizumab in atopic and non-atopic patients with refractory
eosinophilic asthma. American Journal of Respiratory and Critical Care Medicine
187 (MeetingAbstracts): #pages#. #notest.

2078 Djukanovic R., Wilson S.J., Castro M., Leigh R., Sutherland E.R., Canvin J., Incomplete/Insufficient/Partial
Peachey G., Ackrill J., Georgiou P., Chen C.-W. (2013//) Omalizumab in allergic data
eosinophilic asthma and lung eosinophil numbers: A 78-week randomized
controlled trial. European Respiratory Journal 42 (SUPPL. 57): #pages#. #notes#.

2079 Wenzel S., Ming J., Hamilton J., Radin A., Rocklin R., Hultsch T., Wang L., Incomplete/Insufficient/Partial
Skobieranda F., Pirozzi G. (2013//) Therapeutic blockade of IL-4 and 13 signaling data
with dupilumab (SAR231893/REGN668) inhibits key biomarkers in asthma.
European Respiratory Journal 42 (SUPPL. 57): #pages#. #notesH.
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2086

Korn S., Schiffer T., Buhl R. (2013//) Anti-interleukin-5 in severe asthma: Blood
eosinophilia predicts lung function improvement. European Respiratory Journal
42 (SUPPL. 57): #pages#. #notes#.

‘> Medicinridet

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2107

Zakaria M., Abu-Hussein S., Abu-Hussein A., Ahmed M. (2013//) The effect of
omalizumab in treatment of inadequate controlled severe persistent asthma
patient. Chest 144 (4 MEETING ABSTRACT): #pages#. #notes#.

Incomplete/Insufficient/Partial
data

2117

NCT01914757 (2013//) Efficacy and Safety Study of Benralizumab in Adults and
Adolescents Inadequately Controlled on Inhaled Corticosteroid Plus Long-acting
[beta]2 Agonist. A Multicentre, Randomized, Double-blind, Parallel Group,
Placebocontrolled, Phase 3 Study to Evaluate the Efficacy and Safety of
Benralizumab in Asthmatic Adults and Adolescents Inadequately Controlled on
Inhaled Corticosteroid Plus Long-acting [beta]2 Agonist (CALIMA) #volumett
(#issue#): #pages#. #notesH.

Relevant clinical trial records

2118

NCT01928771 (2013//) Efficacy and Safety Study of Benralizumab Added to
High-dose Inhaled Corticosteroid Plus LABA in Patients With Uncontrolled
Asthma. A Multicentre, Randomized, Double-blind, Parallel Group, Placebo-
controlled, Phase Il Efficacy and Safety Study of Benralizumab (MEDI-563)
Added to High-dose Inhaled Corticosteroid Plus Long-acting [beta]2 Agonist in
Patients With Uncontrolled Asthma #volume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2120

NCT01842607 (2013//) A Study to Determine Long-term Safety of
Mepolizumab in Asthmatic Subjects. A Multi-centre, Open-label, Long-term
Safety Study of Mepolizumab in Asthmatic Subjects Who Participated in
theMEA115588 or MEA115575 Trials #volume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2122

NCT01854047 (2013//) An evaluation of dupilumab in patients with moderate
to severe uncontrolled asthma. A randomized, double-blind, placebo-
controlled, dose-ranging study to evaluate dupilumab in patients with
moderate to severe uncontrolled asthma #volumet (#issue#): #pages#.
#notes#.

Relevant clinical trial records

2126

NCT01928771 (2013//) Efficacy and safety study of benralizumab added to
high-dose inhaled corticosteroid plus LABA in patients with uncontrolled
asthma. #journal# #volume# (#issue#): #pagest. #notes#.

Duplicate

2127

NCT01947946 (2013//) Efficacy and safety study of benralizumab added to
medium-dose inhaled corticosteroid plus LABA in patients with uncontrolled
asthma. #journal# #volume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2130

Trojan TD, Andrew Bird J (2013//) Mepolizumab for severe eosinophilic asthma
(DREAM): a multicentre, double-blind, placebo-controlled trial. #journal# 132
(SUPPL.1): S48. #notes#.

Intervention/Comparator

2132

LiuY, Zhang S, Li D-W, Jiang S-J (2013//) Efficacy of Anti-Interleukin-5 Therapy
with Mepolizumab in Patients with Asthma: a Meta-Analysis of Randomized
Placebo-Controlled Trials. #journal# 8 (3): #pagest#. #notest.

On topic SLR/MA/NMA

2133

Djukanovic R, Wilson SJ, Castro M, Leigh R, Sutherland ER, Canvin J, Peachey G,
Ackrill J, Georgiou P, Chen C-W (2013//) Omalizumab in allergic eosinophilic
asthma and lung eosinophil numbers: a 78-week randomized controlled trial.
Hjournal# 42 (#issue#): #pagestt. #notest.

Duplicate

2135

Zielen S, Lieb A, De La Motte S, Wagner F, De Monchy J, Fuhr R, Munzu C,
Koehne-Voss S, Riviere G-J, Kaiser G, Erpenbeck VJ (2013//) Omalizumab
protects against allergen-induced bronchoconstriction in allergic
(Immunoglobulin E-mediated) Asthma. #journal# 160 (1): 102. #notest.

Population
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2136

> Medicinradet

Ortega HG, Chupp G, Bardin P, Bourdin A, Hartley B, Humbert M (2013//) The Duplicate
role of mepolizumab in atopic and non-atopic patients with refractory
eosinophilic asthma.. #journal# 187 (#issue#): #pages#. #notes#.

2137

Wenzel S, Ming J, Hamilton J, Radin A, Rocklin R, Hultsch T, Wang L, Duplicate
Skobieranda F, Pirozzi G (2013//) Therapeutic blockade of IL-4 and 13 signaling

with dupilumab (SAR231893/REGN668) inhibits key biomarkers in asthma..

#journal# 42 (#issue#t): #pages#. #notesH.

2138

Zakaria M, Abu-Hussein S, Abu-Hussein A, Ahmed M (2013//) The effect of Duplicate
omalizumab in treatment of inadequate controlled severe persistent asthma
patient.. #journal# 144 (4 MEETING ABSTRACT): #pages#. #notes#.

2139

Zakaria M, Abu-Hussein S, Abu-Hussein A, Ahmed M (2013//) The effect of Duplicate
omalizumab in treatment of inadequate controlled severe persistent asthma
patient [Abstract]. #journal# 144 (4 Meeting Abstracts): 76A. #notes#.

2140

Wenzel SE, Pirozzi G, Wang L, Kirkesseli S, Rocklin R, Radin A, et al (2013//) Duplicate
Efficacy and safety of SAR231893/REGN668 in patients with moderate-to-

severe, persistent asthma and elevated eosinophil levels. #journal# 187

(Meeting Abstracts): A6068. #notes#.

2141

Turner, Stephen William, Friend, Amanda Jane, Okpapi, Augusta (2012//) Study design (non-RCT, opinion,
Asthma and other recurrent wheezing disorders in children (chronic).. BMJ commentary, single-arm, etc)
clinical evidence 2012 (#issuett): #pages#. #notest.

2192

Pavord I.D., Korn S., Howarth P., Bleecker E.R., Buhl R., Keene O.N., Ortega H., Intervention/Comparator
Chanez P. (2012//) Mepolizumab for severe eosinophilic asthma (DREAM): A

multicentre, double-blind, placebo-controlled trial. The Lancet 380 (9842): 651.

#notes#.

2202

Turner S.W., Friend A.J., Okpapi A. (2012//) Asthma and other recurrent Duplicate
wheezing disorders in children (chronic). BMJ clinical evidence 2012 (#issue#):
#pages#. #notes#.

2218

Gossage D.L., Laviolette M., Gauvreau G.M., Leigh R., Kolbeck R., Wu Y., Intervention/Comparator
Richman L., Molfino N.A. (2012//) Depletion of airway eosinophils by

benralizumab an anti-IL5 receptor alpha monoclonal antibody. American

Journal of Respiratory and Critical Care Medicine 185 (MeetingAbstracts):

#pages#. #notes#.

2219

Dasgupta A., Nair P. (2012//) Sample sizes for clinical trials using sputum On topic SLR/MA/NMA
eosinophils as an outcome. American Journal of Respiratory and Critical Care
Medicine 185 (MeetingAbstracts): #pagest#. #notes#.

2221

Molfino N.A., Nowak R., Silverman R.A., Rowe B.H., Smithline H., Khan F., Intervention/Comparator
Fiening J.P., Kim K., Parker J.M. (2012//) Reduction in the number and severity

of exacerbations following acute severe asthma: Results of a placebo-

controlled, randomized clinical trial with benralizumab. American Journal of

Respiratory and Critical Care Medicine 185 (MeetingAbstracts): #pagest.

#notes#.

2222

Garcia G., Magnan A., Chiron R., Cecile C.-B., Berger P., Taille C., Devouassoux Incomplete/Insufficient/Partial
G., De Blay F., Couderc L.J., Didier A., O'Callaghan D., Girodet P.-O., Bourdeix I.,  data

Le Gros V., Humbert M.J.C. (2012//) A randomized-controlled trial of

omalizumab in patients with severe difficult to control nonatopic asthma.

American Journal of Respiratory and Critical Care Medicine 185

(MeetingAbstracts): #pagestt. #notes#.

2223

Pavord I., Korn S., Howarth P., Bleecker E., Buhl R., Keene O., Ortega H., Chanez Intervention/Comparator
P. (2012//) Mepolizumab (anti-IL-5) reduces exacerbations in patients with

Side 195/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



refractory eosinophilic asthma. European Respiratory Journal 40 (SUPPL. 56):
#pages#. #notesH.

‘> Medicinridet

2230

Garcia G., Magnan A., Chiron R., Girodet P.-0O., Le Gros V., Humbert M. (2012//)
A proof-of-concept randomized-controlled trial of omalizumab in patients with
severe difficult to control nonatopic asthma. European Respiratory Journal 40
(SUPPL. 56): #pagest. #notes#.

Incomplete/Insufficient/Partial
data

2247

Dorenbaum A., Trzaskoma B., Haselkorn T., Mink D., Chen H., Solari P. (2012//)
Patient characteristics predictive ofomalizumab response in extra. Annals of
Allergy, Asthma and Immunology 109 (SUPPL. 5): A54. #notest#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2258

NCT01508936 (2012//) Study to Evaluate the Efficacy and Safety of Reslizumab
Treatment in Patients With Moderate to Severe Asthma. A 16-Week,
Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Efficacy
and Safety of Reslizumab (3.0 mg/kg) Treatment in Patients With Moderate to
Severe Asthma #volume# (#issue#t): #pages#. #notes#.

Relevant clinical trial records

2259

NCT01691508 (2012//) Mepolizumab Steroid-Sparing Study in Subjects With
Severe Refractory Asthma. MEA115575: a Randomised, Double-Blind, Placebo-
Controlled, Parallel-Group, Multicenter Study of Mepolizumab Adjunctive
Therapy to Reduce Steroid Use in Subjects With Severe Refractory Asthma
H#volumett (#issue#t): #pages#. #notest.

Relevant clinical trial records

2260

NCT01691521 (2012//) Efficacy and Safety Study of Mepolizumab Adjunctive
Therapy in Subjects With Severe Uncontrolled Refractory Asthma. MEA115588
A Randomised, Double-blind, Double-dummy, Placebo-controlled, Parallel-
group, Multi-centre Study of the Efficacy and Safety of Mepolizumab Adjunctive
Therapy in Subjects With Severe Uncontrolled Refractory Asthma #volume#
(#issue#): #pages#. #notesH.

Relevant clinical trial records

2262

NCT01703312 (2012//) A Study Evaluating the Efficacy of QGEO31 Compared to
Omalizumab in Patients With Allergic Asthma. A Randomized, Double-blind,
Placebo- and Comparator-controlled Study Evaluating the Effect of Multiple
Doses of QGE031 Compared to Omalizumab in Asthma Induced by Allergen
Bronchial Provocation #volumet# (#issue#): #pages#. #notes#.

Population

2263

NCT01716754 (2012//) Efficacy and Safety of QGEO31versus Placebo and
Omalizumab in Patients Aged 18-75 Years With Asthma. A Multi-center,
Randomized, Double-blind, Placebo and Active-controlled Study With
Exploratory Dose-ranging to Investigate the Efficacy and Safety of 16 Weeks
Treatment With Subcutaneous (s.c.) QGE031 in Asthma Patients Not
Adequately Controlled With High-dose Inhaled Corticosteroids and Long Acting
[beta]2-agonists #volumet (Hissue#): #pages#. H#notes#.

Relevant clinical trial records

2265

EUCTR2012-001251-40-BE (2012//) Mepolizumab for the treatment of severe
asthma. MEA115588 A randomised, double-blind, double-dummy, placebo-
controlled, parallel-group, multi-centre study of the efficacy and safety of
mepolizumab adjunctive therapy in subjects with severe uncontrolled
refractory asthma - Efficacy of Mepolizumab in Severe Asthma #volume#
(#issue#t): #pagestt. #notest.

Relevant clinical trial records

2266

EUCTR2012-002298-69-IT (2012//) Efficacy and safety of QGEO31 versus
placebo and Omalizumab in patients aged 18-75 years with asthma. A Multi-
Center, Randomized, Double Blind, Placebo and Active-Controlled study with
exploratory dose-ranging, to investigate the efficacy and safety of 16 weeks
treatment with subcutaneous QGE031 in asthma patients not adequately
controlled with high-dose inhaled corticosteroids and long acting [latin sharp
s]2-agonists #volumet# (#issuett): #pages#. #notes#.

Relevant clinical trial records

2267

EUCTR2012-003350-84-SE (2012//) Flora to provide confirmation: "A study
evaluating the efficacy of QGEO31 compared to omalizumab in patients with

Relevant clinical trial records
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allergic asthma.". A randomized, double-blind, placebo- and comparator-
controlled study evaluating the effect of multiple doses of QGE031 compared
to omalizumab in asthma induced by allergen bronchial provocation #volume#
(#issue#t): #pages#. #notes#.

‘> Medicinridet

2268

EUCTR2012-001497-29-NL (2012//) A study of mepolizumab (study
medication) as add-on therapy in subjects who require daily oral corticosteroids
to treat their severe asthma. MEA115575: a Randomised, Double-Blind,
Placebo-Controlled, Parallel-Group, Multicenter Study of Mepolizumab
Adjunctive Therapy to Reduce Steroid Use in Subjects with Severe Refractory
Asthma #volumett (#issuet): #pages#. #notesH.

Relevant clinical trial records

2269

NCT01508936 (2012//) A 16-week, randomized, double-blind, placebo-
controlled study to evaluate the efficacy and safety of reslizumab (3.0 mg/kg)
treatment in patients with moderate to severe asthma. #journal# #volume#
(#issue#t): #pages#. #notest.

Relevant clinical trial records

2270

EUCTR2012-002106-48-IE (2012//) An Investigative Study to characterize gene
expression patterns in myeloid cells that are triggered during acute asthma
exacerbations, and to identify associated genes/gene networks that are
Omalizumab sensitive. #journal# #tvolume# (#issue#): #pages#. #notest.

Relevant clinical trial records

2271

Garcia G, Magnan A, Chiron R, Girodet P-O, Le Gros V, Humbert M (2012//) A
proof-of-concept randomized-controlled trial of omalizumab in patients with

severe difficult to control nonatopic asthma. #journal# 40 (#issuet#): #pages#H.
#notes#.

Duplicate

2272

Garcia G, Magnan A, Chiron R, Cecile C-B, Berger P, Taille C, Devouassoux G, De
Blay F, Couderc LJ, Didier A, O'Callaghan D, Girodet P-O, Bourdeix |, Le Gros V,
Humbert MJC (2012//) A randomized-controlled trial of omalizumab in patients
with severe difficult to control nonatopic asthma. #journal# 185 (#issue#):
H#pages#. #notesH.

Duplicate

2273

(2012//) Omalizumab provided additional clinical benefit for patients with
severe allergic asthma. #journal# 93 (1102): 76. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2274

Garcia G, Magnan A, Chiron R, Cecile C-B, Berger P, Taille C (2012//) A
Randomized-Controlled Trial Of Omalizumab In Patients With Severe Difficult
To Control Nonatopic Asthma. #journal# 185 (Meeting Abstracts): A6764.
#notesH.

Duplicate

2275

Molfino NA, Nowak R, Silverman RA, Rowe BH, Smithline H, Khan F (2012//)
Reduction In The Number And Severity Of Exacerbations Following Acute
Severe Asthma: results Of A Placebo-Controlled, Randomized Clinical Trial With
Benralizumab. #journal# 185 (Meeting Abstracts): A2753. #notes#.

Duplicate

2276

Molfino NA, Nowak R, Silverman RA, Rowe BH, Smithline H, Khan F, Fiening JP,
Kim K, Parker JM (2012//) Reduction in the number and severity of
exacerbations following acute severe asthma: results of a placebo-controlled,
randomized clinical trial with benralizumab. #journal# 185 (#issue#): #pages#.
#notes#.

Duplicate

2277

Bleecker ER, Meyers DA, Eisner MD, Chou W, Haselkorn T, Dorenbaum A, Pasta
D, Mink D, Trzaskoma B (2012//) Identification of asthma phenotypes in the
extra study using cluster analysis techniques compared to asthma phenotypes
found in the SARP.. #journal# 185 (#issue#): #pages#. #notesH.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2278

Pavord |, Korn S, Howarth P, Bleecker E, Buhl R, Keene O, Ortega H, Chanez P
(2012//) Mepolizumab (anti-IL-5) reduces exacerbations in patients with
refractory eosinophilic asthma.. #journal# 40 (#issue#): #pages#. #notes#.

Duplicate

2279

Garcia G, Magnan A, Chiron R, Girodet P-O, Le Gros V, M H (2012//) A proof-of-
concept randomized-controlled trial of omalizumab in patients with severe

Duplicate
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difficult to control nonatopic asthma [Abstract]. #journal# 40 (Suppl 56): 856s.
#notes#.

‘> Medicinridet

2280 Pavord I, Korn S, Howarth P, Bleecker E, Buhl R, Keene O, et al (2012//) Duplicate
Mepolizumab (anti-IL-5) reduces exacerbations in patients with refractory
eosinophilic asthma [Abstract]. #journal# 40 (Suppl 56): 36s. #notes#.
2281 Jonas, Daniel E, Wines, Roberta C M, DelMonte, Marcy, Amick, Halle R, Wilkins,  On topic SLR/MA/NMA
Tania M, Einerson, Brett D, Schuler, Christine L, Wynia, Blake A, Shilliday, Betsy
Bryant (2011//) . #journal# #volume# (#issue#): #pages#. #notes#.
2282 Sanassi, Lorraine A (2011//) Severe persistent asthma in adults. The rise of Unavailable
omalizumab.. Advance for NPs & PAs 2 (5): 19. #notes#.
2290 Anonymous (2011//) Omalizumab 75 mg. Whatever the dosage, the drug Study design (non-RCT, opinion,
should be avoided in severe persistent asthma.. Prescrire international 20 commentary, single-arm, etc)
(121): 262. #notes#.
2300 Anonymous (2011//) Omalizumab in children: a negative risk-benefit balance in  Study design (non-RCT, opinion,
severe persistent asthma.. Prescrire international 20 (115): 92. #notes#. commentary, single-arm, etc)
2309 Lowe, Philip J, Renard, Didier (2011//) Omalizumab decreases IgE production in  Study design (non-RCT, opinion,
patients with allergic (IgE-mediated) asthma; PKPD analysis of a biomarker, commentary, single-arm, etc)
total IgE.. British journal of clinical pharmacology 72 (2): 306. #notest.
2329 Busse W.W., Morgan W.J., Gergen P.J., Mitchell H.E., Gern J.E., Liu A.H., Incomplete/Insufficient/Partial
Gruchalla R.S., Kattan M., Teach S.J., Pongracic J.A., Chmiel J.F., Steinbach S.F., data
Calatroni A., Togias A., Thompson K.M., Szefler S.J., Sorkness C.A. (2011//)
Randomized trial of omalizumab (anti-IgE) for asthma in inner-city children.
New England Journal of Medicine 364 (11): 1005. #notes#.
2345 Rodrigo G.J., Neffen H., Castro-Rodriguez J.A. (2011//) Efficacy and safety of On topic SLR/MA/NMA
subcutaneous omalizumab vs placebo as add-on therapy to corticosteroids for
children and adults with asthma: A systematic review. Chest 139 (1): 28.
#notes#.
2352 Hoshino M. (2011//) Effects of add-on omalizumab therapy on airway wall Incomplete/Insufficient/Partial
thickening in severe persistent asthma. European Respiratory Journal 38 data
(SUPPL. 55): #pagestt. #notes#.
2360 Townley R., Jourd'heuil D., Jourd'heuil F., DeMeyere-Coursey K., Mahon L., Incomplete/Insufficient/Partial
Romero T., Feustel P.J., Evans M., Smith T., Montuschi P., Mitchell J., Gendapodi data
P., Pasha M. (2011//) The effects of omalizumab on bronchial and alveolar
airway inflammation as measured by exhaled nitric oxide (eno) in moderate to
severe asthmatics. American Journal of Respiratory and Critical Care Medicine
183 (1 MeetingAbstracts): #pagest. #notest.
2381 Figliomeni M., Kianifard F., Meng X. (2011//) A 26-week, randomized, double- Incomplete/Insufficient/Partial
blind, placebo-controlled, multicenter study to evaluate the effect of data
omalizumab on markers of asthma impairment in patients with persistent
allergic asthma. Journal of Allergy and Clinical Immunology 127 (2 SUPPL. 1):
AB84. #inotes#.
2382 Mathur S., Castro M., Hargreave F., Xie F., Wilkins H.J., Henkel T., Nair P. Subgroup analysis not of interest
(2011//) Efficacy of reslizumab in patients with poorly controlled eosinophilic
asthma: Subgroup analysis of patients with nasal polyps. Journal of Allergy and
Clinical Immunology 127 (2 SUPPL. 1): AB84. #notes#.
2383 Ayars A.G., Altman L.C., Potter-Perigo S., Wight T.N., Nair P. (2011//) Sputum Incomplete/Insufficient/Partial
hyaluronan as a biomarker of airway remodeling in severe asthma. Journal of data
Allergy and Clinical Immunology 127 (2 SUPPL. 1): ABS. #notes#.
2386 NCT01285323 (2011//) A Study to Evaluate the Efficacy and Safety of Relevant clinical trial records

Reslizumab in Patients With Eosinophilic Asthma. A 12-Month, Double-Blind,
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Placebo-Controlled, Parallel-Group Study to Evaluate the Efficacy and Safety of
Reslizumab (3.0 mg/kg) in the Reduction of Clinical Asthma Exacerbations in
Patients (12-75 Years of Age) With Eosinophilic Asthma #volume# (#issue#):
H#pages#. #notes#.

‘> Medicinridet

2387

NCT01287039 (2011//) A Study to Evaluate the Efficacy and Safety of
Reslizumab (3.0 mg/kg) in the Reduction of Clinical Asthma Exacerbations in
Patients (12-75 Years of Age) With Eosinophilic Asthma. A 12-Month, Double-
Blind, Placebo-Controlled, Parallel-Group Study to Evaluate the Efficacy and
Safety of Reslizumab (3.0 mg/kg) in the Reduction of Clinical Asthma
Exacerbations in Patients (12-75 Years of Age) With Eosinophilic Asthma
#volumet#t (#issue#t): #pages#. #notes#.

Relevant clinical trial records

2388

NCT01312961 (2011//) Efficacy, Safety, and Tolerability of Dupilumab in
Patients With Persistent Moderate to Severe Eosinophilic Asthma. Randomized,
Double-blind, Placebo-controlled, Parallel Group Study to Assess the Efficacy,
Safety, and Tolerability of SAR231893/REGN668 Administered Subcutaneously
Once Weekly for 12 Weeks in Patients With Persistent Moderate to Severe
Eosinophilic Asthma Who Are Partially Controlled/Uncontrolled by Inhaled
Corticosteroid Plus Long-acting beta2 Agonist Therapy #volume# (#issue#):
H#pages#. #notes#.

Intervention/Comparator

2390

EUCTR2011-000586-12-NL (2011//) The efficacy of mepolizumab treatment on
rhinovirus induced asthma exacerbations - MATERIAL. #journal# #volume#
(#issue#t): #pages#. #notest.

Population

2391

JPRN-UMIN000005723 (2011//) A study of efficacy of humanized anti-human
IgE monoclonal antibody, omalizumab for the treatment of severe nonatopic
asthma. #journal# #volume# (#issue#f): #pages#. #notestt.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2392

ACTRN12611001106921 (2011//) Winter-only treatment with omalizumab to
prevent asthma exacerbations in children. A phase 3, multi-centre, double-
blind, randomised, placebo-controlled study testing the efficacy of winter only
treatment with omalizumab for the reduction of asthma exacerbations in
children aged 6 to 15 years #ivolumett (#issuett): #pages#. #notesH.

Relevant clinical trial records

2393

Newbrough SA, Williams PV (2011//) Effectiveness of omalizumab in reducing
corticosteroid burden in patients with moderate to severe persistent allergic
asthma. #journal# 128 (SUPPL. 3): S132. #notest.

Pooled analysis of relevant RCTs

2394

Zietkowski Z, Skiepko R, Tomasiak-Lozowska MM, Lenczewska D, Bodzenta-
Lukaszyk A (2011//) RANTES in exhaled breath condensate of patients with
severe persistent allergic asthma during omalizumab therapy. #journal# 154
(1): 25. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2395

Townley R, Jourd'heuil D, Jourd'heuil F, DeMeyere-Coursey K, Mahon L,
Romero T, et al (2011//) The Effects Of Omalizumab On Bronchial And Alveolar
Airway Inflammation As Measured By Exhaled Nitric Oxide (ENO) In Moderate
To Severe Asthmatics. #journal# 183 (1 MeetingAbstracts): A4478. #notes#.

Duplicate

2396

Hoshino M (2011//) Effects of add-on omalizumab therapy on airway wall
thickening in severe persistent asthma.. #journal# 38 (no pagination): #pages#.
#notes#.

Duplicate

2397

Townley R, Jourd'heuil D, Jourd'heuil F, DeMeyere-Coursey K, Mahon L,
Romero T, Feustel PJ, Evans M, Smith T, Montuschi P, Mitchell J, Gendapodi P,
Pasha M (2011//) The effects of omalizumab on bronchial and alveolar airway
inflammation as measured by exhaled nitric oxide (eno) in moderate to severe
asthmatics.. #journal# 183 (1 MeetingAbstracts): #pages#. #notes#.

Duplicate
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2398

Hoshino M (2011//) Effects of add-on omalizumab therapy on airway wall
thickening in severe persistent asthma [Abstract]. #journal# 38 (55): 23s.
#notes#.

‘> Medicinridet

Duplicate

2399

Yalcin AD, Kargi A, Kose S, Terzioglu E, Gorczynski RM (2011//) Efficacy of
omalizumab and specific subcutaneous immunotherapy in allergic asthma..
#journal# 16 (Suppl 2): 194. #notes#H.

Incomplete/Insufficient/Partial
data

2415

Pace, E, Ferraro, M, Bruno, A, Bousquet, J, Gjomarkaj, M (2010//) Anti-
inflammatory effects of seven years treatment with Omalizumab in severe
uncontrolled asthmatics.. Allergy 65 (11): 1495. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2426

Chapman, Kenneth R, Mclvor, Andrew (2010//) Asthma that is unresponsive to
usual care.. CMAJ : Canadian Medical Association journal = journal de
I'Association medicale canadienne 182 (1): 45. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2430

Massanari M., Holgate S.T., Busse W.W., Jimenez P., Kianifard F., Zeldin R.
(2010//) Effect of omalizumab on peripheral blood eosinophilia in allergic
asthma. Respiratory Medicine 104 (2): 188. #notes#.

Pooled analysis of relevant RCTs

2433

Creticos P.S., Saini S.S., Scarupa M.D., Balcer-Whaley S.L., Bieneman A.P.,
Schroeder J.T. (2010//) Effects of omalizumab in non-allergic asthma. Journal of
Allergy and Clinical Immunology 125 (2 SUPPL. 1): AB197. #notes#.

Incomplete/Insufficient/Partial
data

2437

Zietkowski Z., Skiepko R., Tomasiak-Lozowska M.M., Bodzenta-Lukaszyk A.
(2010//) Anti-IgE therapy with omalizumab decreases endothelin-1 in exhaled
breath condensate of patients with severe persistent allergic asthma.
Respiration 80 (6): 534. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2440

Bian B., Kelton C.M.L., Wigle P.R., Guo J.J. (2010//) Evaluating safety of long-
acting beta agonists (labas) in patients with asthma. Current Drug Safety 5 (3):
245. #notes#.

Intervention/Comparator

2442

Karpel J., Massanari M., Geba G.P., Kianifard F., Inhaber N., Zeldin R.K. (2010//)
Effectiveness of omalizumab in reducing corticosteroid burden in patients with
moderate to severe persistent allergic asthma. Annals of Allergy, Asthma and
Immunology 105 (6): 465. #notes#.

Pooled analysis of relevant RCTs

2449

Massanari M., Nelson H., Casale T., Busse W., Kianifard F., Geba G.P., Zeldin
R.K. (2010//) Effect of pretreatment with omalizumab on the tolerability of
specific immunotherapy in allergic asthma. Journal of Allergy and Clinical
Immunology 125 (2): 383. #notes#.

Population

2456

Condemi J.J., Hamilos D.L., Hanania N.A., Reyes-Rivera I., Rosen K.E., Wong D.,
Busse W. (2010//) Efficacy and safety of omalizumab in patients with moderate-
to-severe persistent asthma poorly controlled on high-dose inhaled
corticosteroids and long-acting beta-agonists results of a phase 11IB randomized
controlled trial. American Journal of Respiratory and Critical Care Medicine 181
(1 MeetingAbstracts): #pages#. #notes#.

Duplicate

2466

Condemi JJ, Hamilos DL, Hanania NA, Reyes-Rivera |, Rosen KE, Wong D et al
(2010//) Efficacy And Safety Of Omalizumab In Patients With Moderate-to-
Severe Persistent Asthma Poorly Controlled On High-Dose Inhaled
Corticosteroids And Long-Acting Beta-Agonists Results Of A Phase Il
Randomized Controlled Trial. #journal# 181 (Meeting Abstracts): A6840.
#notes#.

Incomplete/Insufficient/Partial
data

2467

Condemi JJ, Hamilos DL, Hanania NA, Reyes-Rivera |, Rosen KE, Wong D, Busse
W (2010//) Efficacy and safety of omalizumab in patients with moderate-to-
severe persistent asthma poorly controlled on high-dose inhaled corticosteroids
and long-acting beta-agonists results of a phase IlIB randomized controlled trial.
#journal# 181 (1): #pagest#. #notest.

Duplicate
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2468

NCT01113437 (2010//) Omalizumab in Non-atopic Asthma. The Effect of a
Humanised Monoclonal Anti-IgE Antibody,Omalizumab, on Disease Control and
Bronchial Mucosal Inflammation in Non-atpic Asthma #volumet# (#issue#):
#pages#. #notes#.

‘> Medicinridet

Relevant clinical trial records

2469

NCT01270464 (2010//) A Study to Evaluate the Efficacy and Safety of
Reslizumab (0.3 or 3.0 mg/kg) as Treatment for Patients (12-75 Years of Age)
With Eosinophilic Asthma. A 16-Week, Randomized, Double-Blind, Placebo-
Controlled, Parallel-Group Study to Evaluate the Efficacy and Safety of
Reslizumab (0.3 or 3.0 mg/kg) as Treatment for Patients (12-75 Years of Age)
With Eosinophilic Asthma #volumett (#issuet): #pages#. #notesH.

Relevant clinical trial records

2470

NCT01238861 (2010//) Study to Evaluate the Efficacy and Safety of MEDI-563
in Adults With Uncontrolled Asthma. A Phase 2b, Dose-ranging Study to
Evaluate the Efficacy and Safety of MEDI-563 in Adults With Uncontrolled
Asthma #volumett (#issue#): #pages#. #notest.

Intervention/Comparator

2471

NCT01202903 (2010//) Omalizumab in Patients With Moderate to Severe
Persistent Allergic Asthma Not Adequately Controlled Despite GINA (2009) Step
4 Therapy. A 24-week, Phase Ill Randomized, Double-blind, Placebocontrolled,
Parallel-group, Multicenter Study of Xolair(R) (Omalizumab) in Patients With
Moderate to Severe Persistent Allergic Asthma Who Remain Not Adequately
Controlled Despite GINA (2009) Step 4 Therapy #volume# (#issue#t): #pages#.
#notes#.

Relevant clinical trial records

2472

NCT01113437 (2010//) Omalizumab in Non-atopic Asthma. The Effect of a
Humanised Monoclonal Anti-IgE Antibody,Omalizumab, on Disease Control and
Bronchial Mucosal Inflammation in Non-atpic Asthma #volumett (#issue#):
H#pages#. #notesH.

Duplicate

2473

NCT01125748 (2010//) A Study Evaluating the Persistency of Response With or
Without Xolair (Omalizumab) After Long-term Therapy. A Phase IV, Multicenter,
Randomized, Double-blind, Placebo-controlled Study Evaluating the Persistency
of Response With or Without Xolair After Long-term Therapy (XPORT)
#volumet# (#issue#t): #pages#. #notes#.

Relevant clinical trial records

2474

NCT01238861 (2010//) Study to evaluate the efficacy and safety of MEDI-563
in adults with uncontrolled asthma. #journal# #ivolume# (#issue#): #pages#.
#notes#.

Duplicate

2476

Siergiejko Z, Swiebocka E, Peckitt C, Maykut R, Peachey G (2010//) Omalizumab
Improves Quality Of Life In Adults And Adolescents (>= e12 Years) With
Uncontrolled Severe Allergic Asthma. #journal# 181 (Meeting Abstracts):
A6651. #notes#.

Duplicate

2477

Jin F, White W, Gossage D, Geba G, Molfino N (2010//) Multiple ascending
subcutaneous (SC) dose study of MEDI-563: pharmacokinetics and immune
response in adult asthmatics. #journal# #volume# (#issue#): #pagest. #notes#.

Unavailable

2478

Hanania N, Condemi J, Hamilos D, Reyes-Rivera I, Rosen KE, Wong D et al
(2010//) Omalizumab in patients with moderate-to-severe persistent asthma
poorly controlled on high-dose inhaled corticosteroids and long-acting beta-
agonists: results of a phase lllb randomized controlled trial. #journal# #volume#
(#issue#t): #pagestt. #notest.

Unavailable

2479

Chanez P, Contin-Bordes C, Garcia G, Verkindre C, Didier A, De Blay F, et al
(2010//) Omalizumab-induced decrease of FcRI expression in patients with
severe allergic asthma. #journal# 104 (11): 1608. #notes#.

Duplicate

2499

Barratt, S (2009//) Mepolizumab in corticosteroid-resistant eosinophilic
asthma.. Thorax 64 (6): 552. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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2509

Nair P., Pizzichini M.M.M., Kjarsgaard M., Inman M.D., Efthimiadis A., Pizzichini
E., Hargreave F.E., O'Byrne P.M. (2009//) Mepolizumab for prednisone-
dependent asthma with sputum eosinophilia. New England Journal of Medicine
360 (10): 985. #notes#.

‘> Medicinridet

Intervention/Comparator

2510

Haldar P., Brightling C.E., Hargadon B., Gupta S., Monteiro W., Sousa A.,
Marshall R.P., Bradding P., Green R.H., Wardlaw A.J., Pavord I.D. (2009//)
Mepolizumab and exacerbations of refractory eosinophilic asthma. New
England Journal of Medicine 360 (10): 973. #notes#.

Intervention/Comparator

2517

Panahloo Z., Casale T., Massanari M., Nelson H., Busse W., Kianifard F., Geba
G., Zeldin R. (2009//) Effect of pretreatment with omalizumab with or without
antihistamines on the tolerability of immunotherapy in patients with asthma
inadequately controlled with inhaled corticosteroids. Allergy: European Journal
of Allergy and Clinical Immunology 64 (SUPPL. 90): 344. #notest.

Incomplete/Insufficient/Partial
data

2521

Massanari M., Milgrom H., Pollard S., Maykut R.J., Kianifard F., Fowler-Taylor
A., Geba G.P., Zeldin R.K. (2009//) Adding omalizumab to the therapy of
adolescents with persistent uncontrolled moderate-severe allergic asthma.
Clinical Pediatrics 48 (8): 859. #notes#.

Pooled analysis of relevant RCTs

2528

Lowe P.J., Tannenbaum S., Gautier A., Jimenez P. (2009//) Relationship
between omalizumab pharmacokinetics, IgE pharmacodynamics and symptoms
in patients with severe persistent allergic (IgE-mediated) asthma. British Journal
of Clinical Pharmacology 68 (1): 61. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2531

Van Rensen E.L.J., Evertse C.E., Van Schadewijk W.A.A.M., Van Wijngaarden S.,
Ayre G., Mauad T., Hiemstra P.S., Sterk P.J., Rabe K.F. (2009//) Eosinophils in
bronchial mucosa of asthmatics after allergen challenge: Effect of anti-IgE
treatment. Allergy: European Journal of Allergy and Clinical Immunology 64 (1):
72. #notes#.

Population

2532

Slavin R.G., Ferioli C., Tannenbaum S.J., Martin C., Blogg M., Lowe P.J. (2009//)
Asthma symptom re-emergence after omalizumab withdrawal correlates well
with increasing IgE and decreasing pharmacokinetic concentrations. Journal of
Allergy and Clinical Immunology 123 (1): 107. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2533

Humbert M., Boulet L.P., Niven R.M., Panahloo Z., Blogg M., Ayre G. (2009//)
Omalizumab therapy: Patients who achieve greatest benefit for their asthma
experience greatest benefit for rhinitis. Allergy: European Journal of Allergy and
Clinical Immunology 64 (1): 81. #notest.

Subgroup analysis not of interest

2534

Massanari M., Kianifard F., Zeldin R.K., Geba G.P. (2009//) Efficacy of
omalizumab in cat-allergic patients with moderate-to-severe persistent asthma.
Allergy and Asthma Proceedings 30 (5): 534. #notes#.

Pooled analysis of relevant RCTs

2539

Antoniu S.A. (2009//) Mepolizumab for difficult-to-control asthma with
persistent sputum eosinophilia. Expert Opinion on Investigational Drugs 18 (6):
869. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2540

deShazo R.D., Stupka J.E. (2009//) Asthma in US Seniors: Part 2. Treatment.
Seeing Through the Glass Darkly. American Journal of Medicine 122 (2): 109.
#notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2541

Patel B.M., Chiang D.T., Clark J.P., Romero F.A., Casale T.B. (2009//) Effects of
omalizumab (Xolair) on airway hyperresponsiveness. Journal of Allergy and
Clinical Immunology 123 (2 SUPPL. 1): S263. #notes#.

Incomplete/Insufficient/Partial
data

2551

NCT01007149 (2009//) Effect of Omalizumab in Patients With Severe
Persistent Non-atopic Uncontrolled Asthma. A 16-week Treatment,
Multicenter, Randomized, Double Blind, Placebo-controlled, Parallel-group
Study to Assess the Effect of Omalizumab on the Expression of Fc[epsilon]RI

Relevant clinical trial records
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Receptors of Blood Basophils and Dendritic Cells in Patients With Severe
Persistent Non-atopic Asthma, Uncontrolled Despite Optimal Therapy
#volumett (#issue#t): #pages#. #notes#.

‘> Medicinridet

2552

NCT01000506 (2009//) Dose Ranging Efficacy And Safety With Mepolizumab in
Severe Asthma. A Multicenter, Randomized, Double-blind, Placebo-controlled,
Parallel Group, Dose Ranging Study to Determine the Effect of Mepolizumab on
Exacerbation Rates in Subjects With Severe Uncontrolled Refractory Asthma
#volumet#t (#issue#t): #pages#. #notes#.

Intervention/Comparator

2553

NCT01007149 (2009//) Effect of Omalizumab in Patients With Severe
Persistent Non-atopic Uncontrolled Asthma (NATAIR). #journal# #volume#
(#issue#t): #pagest. #notest.

Duplicate

2554

NCT00870584 (2009//) A 26-week Randomized, Double-blind, Placebo-
controlled, Multi-center Study to Evaluate the Effect of Omalizumab on
Markers of Asthma Impairment in Patients With Persistent Allergic Asthma.
#journal# #volume# (#issue#t): #pagestt. #notes#.

Relevant clinical trial records

2555

NCT01000506 (2009//) A multicenter, randomized, double-blind, placebo-
controlled, parallel group, dose ranging study to determine the effect of
mepolizumab on exacerbation rates in subjects with severe uncontrolled
refractory asthma. #journal# #volume# (#issue#f): #pages#. #inotes#.

Intervention/Comparator

2556

JPRN-UMINO00002765 (2009//) Clinical effects of treatment with omalizumab
in patients with asthma. #journal# #volume# (#issue#): #pages#. #notest.

Relevant clinical trial records

2557

JPRN-UMINO00002389 (2009//) Comprehensive study to examine the effects
of omalizumab in patients with bronchial asthma. #journal# #volume#
(Hissue#t): #pagest. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2558

EUCTR2009-010937-38-FR (2009//) A 16-week treatment, multicenter,
randomized, double blind, placebo-controlled, parallel-group study to assess
the effect of omalizumab on the expression of FceRl receptors of blood
basophils and dendritic cells in patients with severe persistent non-atopic
asthma, uncontrolled despite optimal therapy. - NATAIR. #journal# #volume#
(#issue#): #pages#. #notesH.

Relevant clinical trial records

2559

CIGE0250011E3 (2009//) An open-label extension study to assess long term
safety and tolerability of omalizumab treat-ment in adults and adolescents with
severe allergic asthma who participated in the 52 week CIGE025 0011E2 study.
#journal# #volume# (#issue#t): #pagestt. #notes#.

Relevant clinical trial records

2560

EUCTR2009-009154-25-GB (2009//) The effect of Omalizumab on asthma
control. The effect of a humanised monoclonal anti-IgE antibody (omalizumab)
on disease control and bronchial mucosal inflammation in non-atopic
("intrinsic") asthma - Omalizumab #volumet# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2561

EUCTR2009-014415-12-DE (2009//) A multicentre, randomised, double-blind,
placebo-controlled, parallel group, dose ranging study to determine the effect
of mepolizumab on exacerbation rates in subjects with severe uncontrolled
refractory asthma. #journal# #volume# (#issue#): #pages#. #notest#.

Intervention/Comparator

2563

Gupta S, Halder P, Hargadon B, Sousa A, Marshall RP, Wardlaw AJ et al (2009//)
Assessment of changes in airways dimensions with mepolizumab treatment in
refractory eosinophilic asthma. #journal# #volumett (#issuett): A3641. #notes#.

Intervention/Comparator

2564

Haldar P, Brightling C, Hargadon B, Gupta S, Monteiro W, Sousa A et al (2009//)
Mepolizumab (Anti-IL5) and exacerbation frequency in refractory eosinophilic
asthma. #journal# #volume# (#issue#): A3638. #notesH.

Incomplete/Insufficient/Partial
data

2566

Bousquet J, Kulus M, Fox H, Blogg M, Fowler-Taylor A, Fernandez-Vidaurre C
(2009//) Omalizumab therapy reduces asthma exacerbations in children with

Unavailable
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severe allergic (ige-mediated) asthma irrespective of lung function at baseline.
#journal# #volume# (#issue#): 3281. #notes#.

‘> Medicinridet

2578

Sandstrom, Thomas, Hedlin, Gunilla (2008//) [Anti-IgE blocks central asthmatic
mechanism)].. Lakartidningen 105 (26-27): 1933. #notes#.

Non-English

2596

D'Amato G. (2008//) World asthma and COPD forum: Clinical trial results with
omalizumab. IDrugs 11 (7): 489. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2603

Maykut R.J., Kianifard F., Geba G.P. (2008//) Response of older patients with
ige-mediated asthma to omalizumab: A pooled analysis. Journal of Asthma 45
(3): 173. #inotes#.

Subgroup analysis not of interest

2605

Anonymous. (2008//) Mepolizumab: 240563, Anti-IL-5 monoclonal antibody -
GlaxoSmithKline, anti-interleukin-5 monoclonal antibody - GlaxoSmithKline, SB
240563. Drugs in R and D 9 (2): 125. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2608

NCT00768079 (2008//) A Phase 2 Study to Evaluate the Safety and Efficacy of
Intravenously Administered MEDI-563. A Phase 2, Multicenter, Randomized,
Double-blind, Placebocontrolled Study to Evaluate the Safety and Efficacy of
Intravenously Administered MEDI-563, A Humanized Anti-interleukin-5
Receptor Alpha Monoclonal Antibody, on Asthma Control Following Acute
Exacerbations in Adults #ivolumett (#issue#): #pages#. #notes#H.

Intervention/Comparator

2609

NCT00783289 (2008//) A Phase 2a Study to Evaluate the Safety and Tolerability
of MEDI-563 in Adults With Asthma. A Phase 2a, Randomized, Double-blind,
Placebo-controlled, Dose-escalation Study to Evaluate the Safety and
Tolerability of Multiple-dose Subcutaneous Administration of MEDI-563, a
Humanized Anti-interleukin-5 Receptor Alpha Monoclonal Antibody, in Adults
With Asthma #volumet (#issue#): #pagesH. #notesH.

Intervention/Comparator

2610

NCT00624832 (2008//) A Study of Efficacy of New Doses of Xolair to Protect
From Allergen Challenge in Groups of Asthma Patients Defined by IgE Levels. A
Randomized, Double-blind, Placebo-controlled Study to Demonstrate the
Efficacy of Xolair in an Allergen Bronchoprovocation Study in Asthmatic
Populations Defined by Serum IgE Concentrations #volumet (#issue#): #pages#.
#notes#.

Relevant clinical trial records

2611

NCT00659659 (2008//) A Study to Evaluate the Safety, Tolerability and Effects
of MEDI-563 in Adults With Asthma. A Phase 1, Double-Blind, Placebo-
Controlled Study to Evaluate the Safety, Tolerability and Effects of MEDI-563, A
Humanized Anti-Interleukin-5 Receptor Alpha Monoclonal Antibody, on Airway
Eosinophils in Adults With Atopic Asthma #volume# (#issue#): #pages#.
#notes#.

Intervention/Comparator

2612

NCT00670930 (2008//) Efficacy of Omalizumab in Adults (18-60 Years of Age)
With Moderate-Severe, Persistent Allergic Asthma, Despite Receiving Inhaled
Corticosteroids and Long Acting Beta-agonists. A Randomized, Multi-center,
Double-blind, Placebo-controlled, Parallel-group Trial to Explore the Effects of
78 Weeks Omalizumab Treatment Given as Add on Therapy on Markers of
Airway Inflammation and Remodeling in Patients With Moderate to Severe
Persistent Allergic Asthma Receiving Inhaled Corticosteroids and Long Acting
Beta-agonists #ivolumet (#issue#): #pages#. #notesH.

Relevant clinical trial records

2613

NCT00691873 (2008//) Study to Evaluate the Effect of Xolair(Omalizumab) on
Improving the Tolerability of Specific Immunotherapy in Patients With at Least
Moderate Persistent Allergic Asthma Inadequately Controlled With Inhaled
Corticosteroids. A26-wk,Randomized,Dble-Blinded,Parallel-Grp,Placebo-
Controlled,Multi-Centered Study to Eval.the Effect of Xolair(Omalizumab) on
Improving the Tolerability of Spec.Immunotherapy in Patients With at Least
Mod. Persistent Allergic Asthma Inadequately Controlled w/Inhaled
Corticosteroids #volume# (#issue#): #pages#. #notesH.

Relevant clinical trial records
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2614

NCT00587288 (2008//) Efficacy and Safety Study of Reslizumab to Treat Poorly
Controlled Asthma. An Efficacy and Safety Study of Reslizumab in the
Treatment of Poorly Controlled Asthma in Subjects With Eosinophilic Airway
Inflammation #volume# (#issue#): #pages#. #notes#.

‘> Medicinridet

Relevant clinical trial records

2615

EUCTR2008-001414-25-NL (2008//) A Phase lll randomised, double-blind,
placebo-controlled, parallel-group trial to evaluate efficacy and safety of
tiotropium inhalation solution delivered via Respimat (R) inhaler (5
[micro]g/day) over 48 weeks as add-on controller therapy on top of usual care
in patients with severe persistent asthma. #journal# #volume# (#issue#):
H#pages#. #notes#.

Intervention/Comparator

2616

EUCTR2008-001413-14-IT (2008//) A Phase lll randomised, double-blind,
placebo-controlled, parallelgroup trial to evaluate efficacy and safety of
tiotropium inhalation solution delivered via Respimat inhaler (5 mcg/day) over
48 weeks as add-on controller therapy on top of usual care in patients with
severe persistent asthma - ND. A Phase Ill randomised, double-blind, placebo-
controlled, parallelgroup trial to evaluate efficacy and safety of tiotropium
inhalation solution delivered via Respimat inhaler (5 mcg/day) over 48 weeks
as add-on controller therapy on top of usual care in patients with severe
persistent asthma - ND #volume# (#issue#): #pages#. #notest.

Intervention/Comparator

2617

EUCTR2007-004653-29-FR (2008//) A randomized, multi-center, double-blind,
placebo-controlled, parallel-group trial to explore the effects of 78 weeks
omalizumab treatment as add on therapy on airway inflammation and
remodeling in patients with moderate to severe IgE-mediated asthma receiving
inhaled corticosteroids and long acting beta-agonists. #journal# #tvolume#
(Hissue#t): #pagest. #notest.

Relevant clinical trial records

2618

Noga O, Hanf G, Kunkel G, Kleine-Tebbe J (2008//) Basophil histamine release
decreases during omalizumab therapy in allergic asthmatics. #journal# 146 (1):
66. #notes#.

Population

2619

Massanari M, Sacco P, Kianifard F, Maykut R, Zeldin R (2008//) Addition of
omalizumab improved functional health status in patients with impaired quality
of life associated with moderate to severe persistent allergic asthma. #journal#
121 (2 Suppl 1): S154. #notes#.

Subgroup analysis not of interest

2620

Maykut R, Massanari M, Kianifard F, Zeldin R (2008//) Effect of O omalizumab
on asthma control and quality of life in patients with moderate severe
persistent IgE-mediated asthma and allergy to house dust mite. #journal# 121
(2 Suppl 1): S157. #notes#H.

Pooled analysis of relevant RCTs

2621

Massanari M, Jimenez P, Kianifard F, Maykut R, Zeldin R (2008//) The
omalizumab associated decrease in peripheral blood eosinophils in moderate
severe IgE mediated asthma is sustained following inhaled steroid dose
reduction. #journal# #volume# (#issue#): A105. #notes#.

Unavailable

2622

Kulus M, Bridges T, Fowler-Taylor A, Blogg M, Jimenez P (2008//) A randomized
controlled study of omalizumab in children with moderate to severe persistent
allergic asthma. #journal# #ivolumet (#issue#): #pages#. #notes#.

Unavailable

2650

Liebhaber, Myron, Dyer, Zeb (2007//) Home therapy with subcutaneous anti-
immunoglobulin-E antibody omalizumab in 25 patients with immunoglobulin-E-
mediated (allergic) asthma.. The Journal of asthma : official journal of the
Association for the Care of Asthma 44 (3): 195. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2659

Kim H. (2007//) Modifying the allergic response in asthma. Canadian
Pharmacists Journal 140 (SUPPL. 3): S11. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2679

Sthoeger Z.M., Eliraz A., Asher I., Berkman N., Elbirt D. (2007//) The beneficial
effects of Xolair (Omalizumab) as add-on therapy in patients with severe

Subgroup analysis not of interest
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persistent asthma who are inadequately controlled despite best available
treatment (GINA 2002 step IV - The Israeli arm of the INNOVATE study. Israel
Medical Association Journal 9 (6): 472. #notes#.

‘> Medicinridet

2680

Sommerburg O. (2007//) Better quality of life by early treatment of childhood
asthma. Pharmazeutische Zeitung 152 (21): 14. #notes#.

Non-English

2682

Bousquet J., Rabe K., Humbert M., Chung K.F., Berger W., Fox H., Ayre G., Chen
H., Thomas K., Blogg M., Holgate S. (2007//) Predicting and evaluating response
to omalizumab in patients with severe allergic asthma. Respiratory Medicine
101 (7): 1483. #notes#.

Pooled analysis of relevant RCTs

2684

Hendeles L., Sorkness C.A. (2007//) Anti-immunoglobulin E therapy with
omalizumab for asthma. Annals of Pharmacotherapy 41 (9): 1397. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2689

NCT00454051 (2007//) Effect of Omalizumab on Expression of IgE Receptors in
Adults With Severe, Inadequately Controlled Allergic Asthma. Double Blind
Placebo Controlled Study to Assess the Expression of IgE on Basophils and
Dendritic Cells During Omalizumab Treatment #volumett (#issuett): #pages#.
#notes#.

Relevant clinical trial records

2692

NCT00567476 (2007//) Omalizumab Use and Asthma-Related Quality of Life in
Patients With Severe Persistent Allergic Asthma. A Randomized, Open-label,
Multicenter Study to Evaluate the Effect of Xolair (Omalizumab) as Add-on
Therapy to Inhaled Corticosteroid + Long-Acting Beta Agonist in Fixed or
Flexible Dosing Compared to Isolated Inhaled Corticosteroid + Long-Acting Beta
Agonist in Fixed or Flexible Dosing in the Asthma-Related Quality of Life in
Patients With Severe Persistent Allergic Asthma #volumett (#issuett): #pages#H.
#notes#.

Relevant clinical trial records

2697

Zeldin R, Massanari M, Blogg M, Jimenez P, Geba G (2007//) Treatment of
moderate severe asthma with omalizumab is associated with a decrease in
peripheral blood eosinophils. #journal# 30 (Suppl 51): 353s. #notes#.

Unavailable

2698

Hendeles L, Khan Y, Massanari M, Spencer T, Shuster J, Chesrown S (2007//)
The effect of omalizumab on airway responsiveness to adenosine in asthma
patients with poor adherence to inhaled steroids. #journal# #volume#
(#issue#): Poster. #notes#.

Unavailable

2699

Ohta K, Miyamoto T, Yamamoto M, Fox H, Blogg M (2007//) Omalizumab
improves lung function in asthmatic smokers with severe persistent allergic
asthma. #journal# #volume# (#issuet#f): Poster. #notes#.

Unavailable

2700

Massanari M, Maykut RJ, Kianifard F, Zeldin RK, Geba GP (2007//) Addition of
omalizumab improves quality of life in moderate to severe asthmatics receiving
fluticasone 500 ug/salmeterol 50ug. #journal# 119 (1 Suppl): S4. #notes#.

Subgroup analysis not of interest

2701

Milgrom H, Massanari M, Maykut RJ, Kianifard F, Zeldin RK, Geba GP (2007//)
Addition of omalizumab reduces school absenteeism in children with moderate
to severe persistent asthma. #journal# 119 (1 Suppl): S150. #notes#.

Subgroup analysis not of interest

2705

Nomemie, Legendre, Verpilleux, Marie-Pascale, Ballouard, Karine (2006//)
[Badly controlled severe persistent asthma: an additional new treatment]..
Soins; la revue de reference infirmiere #volume# (711): 19. #notes#.

Non-English

2733

Niebauer K., Dewilde S., Fox-Rushby J., Revicki D.A. (2006//) Impact of
omalizumab on quality-of-life outcomes in patients with moderate-to-severe
allergic asthma. Annals of Allergy, Asthma and Immunology 96 (2): 316.
#notes#.

On topic SLR/MA/NMA

2736

Chipps B., Buhl R., Beeh K.-M., Fox H., Thomas K., Reisner C. (2006//)
Improvement in quality of life with omalizumab in patients with severe allergic
asthma. Current Medical Research and Opinion 22 (11): 2201. #notes#.

Pooled analysis of relevant RCTs

Side 206/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



2738

Ostrom N.K. (2006//) Outpatient pharmacotherapy for pediatric asthma.
Journal of Pediatrics 148 (1): 108. #notes#.

‘> Medicinridet

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2740

Noga O., Hanf G., Brachmann 1., Klucken A.C., Kleine-Tebbe J., Rosseau S.,
Kunkel G., Suttorp N., Seybold J. (2006//) Effect of omalizumab treatment on
peripheral eosinophil and T-lymphocyte function in patients with allergic
asthma. Journal of Allergy and Clinical Immunology 117 (6): 1493. #notes#.

Population

2749

NCT00314574 (2006//) A Study of Omalizumab (Xolair) in Subjects With
Moderate to Severe Persistent Asthma (EXTRA). A Phase lllb Multicenter,
Randomized, Double-Blind, Placebo-Controlled Study of Xolair in Subjects With
Moderate to Severe Persistent Asthma Who Are Inadequately Controlled With
High-Dose Inhaled Corticosteroids and Long-Acting Beta-Agonists #volume#
(#issue#t): #pages#. #notest.

Relevant clinical trial records

2750

NCT00377572 (2006//) Inner-City Anti-IgE Therapy for Asthma. Inner-City Anti-
IgE Therapy for Asthma (ICAC-08) #volumet# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2752

NCT00401596 (2006//) A Study to Evaluate the Safety of Xolair in Moderate to
Severe Persistent Asthma Patients (ALTO). A Multicenter, Randomized,
Controlled, Open-Label Study to Evaluate the Safety of Xolair in Moderate to
Severe Persistent Asthma Subjects Already Treated With Other Therapies
(ALTO) #volumett (#issuet): #pages#. #notes#.

Relevant clinical trial records

2753

NCT00367016 (2006//) Immunologic Basis of Anti-IgE Therapy (Study II: on
Patients With Asthma). Immunologic Basis of Anti-IgE Therapy (Study II: on
Patients With Asthma) #volume# (#issue#): #pages#. #notest.

Population

2754

NCT00329381 (2006//) A 26-wk, Randomized, Double-Blinded,Parallel-Group,
Placebo-Controlled,Multi-Centered Study to Eval.the Effect of
Xolair(Omalizumab)on Improving the Tolerability of Spec.Immunotherapy in
Patients With at Least Mod. Persistent Allergic Asthma Inadequately Controlled
with Inhaled Corticosteroids. #journal# #volume# (#issue#): #pages#. #notest.

Population

2755

NCT00314574 (2006//) A Phase Illb Multicenter, Randomized, Double-Blind,
Placebo-Controlled Study of Xolair in Subjects With Moderate to Severe
Persistent Asthma Who Are Inadequately Controlled With High-Dose Inhaled
Corticosteroids and Long-Acting Beta-Agonists. #journal# #volume# (#issue#):
#pages#. #notes#.

Relevant clinical trial records

2758

Massanari M, Zeldin R, Maykut R, Kianifard F, Geba G (2006//) Omalizumab
improves lung function and treatment effectiveness in patients with moderate-
severe asthma receiving fluticasone 500mcg/salmeterol 50mcg. #journal#
#volume# (#issue#): A590. #notes#.

Unavailable

2759

Novartis (2006//) Multicenter study evaluating persistency of response to
omalizumab during 32 weeks treatment given as add on to optimized asthma
therapy in adult and adolescent patients with severe persistent allergic asthma.
#journal# #volume# (#issue#): #pagest. #notes#.

Duplicate

2760

Hebert J, Rolli M, Gao J, Reisner C (2006//) Omalizumab an anti-IgE monoclonal
antibody demonstrates long-term asthma control safety and tolerability in
patients with severe allergic asthma. #journal# 117 (2 Suppl 1): S9. #notest.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2762

Beeh K-M, Pereno R, Chen H, Jimenez P (2006//) Adding omalizumab to high
dose ICS and LABA significantly improves quality of life in patients with severe
persistent allergic asthma. #journal# 28 (Suppl 50): 440s. #notes#.

Unavailable

2766

Belliveau, Paul P (2005//) Omalizumab: a monoclonal anti-IgE antibody..
MedGenMed : Medscape general medicine 7 (1): 27. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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2767

Anonymous (2005//) [Ray of hope for therapy of severe allergic asthma:
blockade of IgE closes the treatment gap].. MMW Fortschritte der Medizin 147
(43): 52. #notes#.

‘> Medicinridet

Non-English

2768

Briars, Leslie A, Diaz, Anyzeila (2005//) Omalizumab: a steroid-sparing option
for improving pediatric asthma management?.. Journal of pediatric health care
: official publication of National Association of Pediatric Nurse Associates &
Practitioners 19 (6): 386. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2784

Buhl R. (2005//) First antibody against IgE in view. Hope for severely ill
asthmatic patients. MMW Fortschritte der Medizin 147 (39): 56. #notest.

Non-English

2788

Luskin A.T., Kosinski M., Bresnahan B.W., Ashby M., Wong D.A. (2005//)
Symptom control and improved functioning: The effect of omalizumab on
Asthma-Related Quality of Life (ARQL). Journal of Asthma 42 (10): 823. #notes#.

Pooled analysis of relevant RCTs

2791

Bousquet J., Cabrera P., Berkman N., Buhl R., Holgate S., Wenzel S., Fox H.,
Hedgecock S., Blogg M., Della Cioppa G. (2005//) The effect of treatment with
omalizumab, an anti-IgE antibody, on asthma exacerbations and emergency
medical visits in patients with severe persistent asthma. Allergy: European
Journal of Allergy and Clinical Immunology 60 (3): 302. #notes#.

Pooled analysis of relevant RCTs

2798

NCT00264849 (2005//) Omalizumab in Adult and Adolescent Patients With
Severe Persistent Allergic Asthma. A Randomized, Open Label, Parallel-group,
International, Multicenter Study Evaluating Persistency of Response to
Omalizumab During 32 Weeks Treatment Given as Add on to Optimized Asthma
Therapy in Adult and Adolescent Patients With Severe Persistent Allergic
Asthma, Who Remain Inadequately Controlled Despite GINA (2004) Step 4
Therapy #volume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2800

NCT00133042 (2005//) The effect of omalizumab on airway responsiveness to
adenosine in patients with poorly controlled asthma. #journal# #volume#
(#issue#): #pages#. #notesH.

Relevant clinical trial records

2802

NCT00180011 (2005//) Efficacy of Omalizumab as Add on Therapy for Minority
Patients With Moderate to Severe Asthma. Efficacy of Omalizumab as Add on
Therapy for Minority Patients With Moderate to Severe Asthma #volumet
(Hissue#t): #pagest. #notest.

Relevant clinical trial records

2803

NCT00226200 (2005//) Soluble CD23 Expression in Asthma Patients Treated
With OMA. Soluble CD23 Expression as a Marker of Immunomodulation and
Clinical Response in Asthma Patients Treated With Omalizumab #volume#
(Hissue#t): #pagest. #notest.

Relevant clinical trial records

2804

NCT00267202 (2005//) A 26-week, Randomized, Double-blind, Parallel-group,
Placebo-controlled, Multi-center Study to Evaluate the Effect of Omalizumab on
Improving the Tolerability of Specific Immunotherapy in Patients With at Least
Moderate Persistent Allergic Asthma Inadequately Controlled With Inhaled
Corticosteroids. #journal# #volumet (#issue#): #pages#. #notest.

Relevant clinical trial records

2805

NCT00232050 (2005//) Study of Omalizumab in Moderate to Severe Bronchial
Asthma. #journal# #ivolume# (#issue#): #pages#. #notes#.

Relevant clinical trial records

2806

EUCTR2005-001932-61-GB (2005//) Mepolizumab and exacerbation frequency
in refractory eosinophilic asthma. A randomised, double blind, placebo
controlled, parallel group trial. #journal# #volume# (#issue#): #pages#. #notest.

Intervention/Comparator

2807

EUCTR2005-001099-11-DK (2005//) A randomized, open label, parallel-group,
international, multicenter study evaluating persistency of response to
omalizumab during 32 weeks treatment given as add on to optimized asthma
therapy in adult and adolescent patients with severe persistent allergic asthma,

Relevant clinical trial records
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who remain inadequately controlled despite GINA (2004) step 4 therapy.
#journal# #volume# (#issue#): #pagest. #notes#.

‘> Medicinridet

2808

JPRN-JapicCTI-050143 (2005//) Long-Term Study of IGE025 in Moderate to
Severe Bronchial Asthma. #journal# #volumet#t (#issue#): #pages#. #notesH.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2810

Bruno L, Prieto L, Gutierrez V, Colas C, Tabar Al, Perez-Frances, Uixera S
(2005//) Effect of omalizumab on adenosine 5'-monophosphate responsiveness
in allergic asthma. #journal# #volume# (#issue#): Abstract. #notes#.

Population

2812

Korenblat P, Levy R, Slavin R, Hedgecock S, Fox H, Surrey K, et al (2005//) Add-
on omalizumab therapy significantly reduces severe asthma exacerbations and
emergency visits in patients with inadequately controlled severe persistent
asthma despite GINA 2002 step 4 therapy INNOVATE. #journal# #volume#
(#issue#): #pages#. #notes#.

Unavailable

2813

Matz J, Melamed I, Ledford D, Hedgecock S, Fox H, Surrey K, et al (2005//) Add-
on omalizumab therapy significantly improves quality of life in patients with
inadequately controlled severe persistent asthma despite GINA 2002 step 4
treatment, INNOVATE. #journal# #volume# (#issue#): #pagest#. #notes#.

Unavailable

2814

Milgrom H, Miller SD, Lanier BQ, Fowler-Taylor A, Chen H, Gupta N (2005//)
Long-term omalizumab therapy is well tolerated in children with moderate-to-
severe IgE-medicated asthma. #journal# #volumett (#issue#f): B36. #notes#H.

Unavailable

2815

Massanari M, Deniz Y, Lee J, Kianifard F, Blogg M, Reisner C, et al (2005//)
Omalizumab improved asthma control and reduced rescue steroid bursts in
moderate to severe allergic asthma. #journal# #volumett (#issue#t): Abstract.
#notes#.

Unavailable

2816

Chuchalin AG, Herbert J, Rolli M, Gao J, Resiner C (2005//) Long-term safety
and tolerability of omalizumab an anti-IgE monocional antibody in patients with
severe allergic asthma. #journal# 26 (Suppl 49): Abstract. #notes#.

Unavailable

2817

Novartis (2005//) A 26-week, randomized, double-blind, parallel-group,
placebo-controlled, multi-center study to evaluate the effect of omalizumab on
improving the tolerabilty of specific immunotherapy in patients with persistent
allergic asthma. #journal# #ivolume# (#issue#t): #pages#. #notesH.

Population

2820

Aumiller, Jochen (2004//) [COPD and asthma. Therapy chances wasted.
Suffocation attacks are "worse than death"].. MMW Fortschritte der Medizin
146 (47): 4. #notesH.

Non-English

2826

Ladetzki-Baehs, Kathrin, Dirsch, Verena M, Vollmar, Angelika M (2004//) [On
asthma and allergic reactions. Omalizumab: from IgE to anti-IgE].. Pharmazie in
unserer Zeit 33 (2): 116. #notes#.

Non-English

2834

Silkoff P.E., Romero F.A., Gupta N., Townley R.G., Milgrom H. (2004//) Exhaled
nitric oxide in children with asthma receiving Xolair (omalizumab), a
monoclonal anti-immunoglobulin E antibody. Pediatrics 113 (4): e308. #notes#.

Population

2835

Walker S., Monteil M., Phelan K., Lasserson T.J., Walters E.H. (2004//) Anti-IgE
for chronic asthma in adults and children. The Cochrane database of systematic
reviews #volumet# (3): CD003559. #notes#.

On topic SLR/MA/NMA

2842

Vignola A.M., Humbert M., Bousquet J., Boulet L.-P., Hedgecock S., Blogg M.,
Fox H., Surrey K. (2004//) Efficacy and tolerability of anti-immunoglobulin E
therapy with omalizumab in patients with concomitant allergic asthma and
persistent allergic rhinitis: SOLAR. Allergy: European Journal of Allergy and
Clinical Immunology 59 (7): 709. #notes#.

Population

2851

Davis L.A. (2004//) Omalizumab: A novel therapy for allergic asthma. Annals of
Pharmacotherapy 38 (7-8): 1236. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)
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2856

CIGE0250011E1 (2004//) An open-label extension to assess long-term safety
and tolerability of omalizumab treatment in adolescents and adults with severe
allergic asthma who participated in the 32-week core study. #journal#
#volumet#t (#issue#t): #pages#. H#notes#.

‘> Medicinridet

Unavailable

2857

Bousquet J, Wenzel S, Holgate S, Lumry W, Freeman P, Fox H (2004//)
Predicting response to omalizumab, an anti-IgE antibody, in patients with
allergic asthma. #journal# 125 (4): 1378. #notes#.

Pooled analysis of relevant RCTs

2858

Korenblat PE, Hegecock S, Surrey K, Fox H (2004//) Omalizumab in patients
with severe persistent allergic asthma inadequately controlled by GINA step 4
therpay. #journal# #volume# (#issue#): B37. #notest.

Unavailable

2859

Schachter N, Israel E, Hedgecock S, Ayre G, Deniz Y (2004//) Omalizumab
reduces exacerbations in patients with moderate-severe allergic asthma
requiring inhlaed corticosteroids irrespective of concomitant long-acting beta2
agonist use. #journal# #volume# (#issue#): B37. #notest.

Unavailable

2861

Bousquet J, Ayre G, Blogg M (2004//) Omalizumab added to best standard care
reduces exacerbations in patients with severe persistent asthma according to
GINA 2002 classification. #journal# 24 (Suppl 48): 220s. #notes#H.

Unavailable

2862

Dahl R, Ayres J, Hedgecock S, Blogg M, Surrey K, Fox H (2004//) Efficacy of
omalizumab, an anti-IgE antibody, in patients with concomitant moderate-
severe allergic asthma and persistent allergic rhinitis. #journal# 113 (2 Suppl):
S37. #notes#.

Population

2878

Walker S., Monteil M., Phelan K., Lasserson T.J., Walters E.H. (2003//) Anti-IgE
for chronic asthma. Cochrane database of systematic reviews (Online)
#volume# (3): CDO03559. #notes#.

On topic SLR/MA/NMA

2880

Buttner C., Lun A, Splettstoesser T., Kunkel G., Renz H. (2003//) Monoclonal
anti-interleukin-5 treatment suppresses eosinophil but not T-cell functions.
European Respiratory Journal 21 (5): 799. #notes#.

Population

2881

Corren J., Casale T., Deniz Y., Ashby M. (2003//) Omalizumab, a recombinant
humanized anti-IgE antibody, reduces asthma-related emergency room visits
and hospitalizations in patients with allergic asthma. Journal of Allergy and
Clinical Immunology 111 (1): 87. #notes#.

Pooled analysis of relevant RCTs

2882

Finn A., Gross G., Van Bavel J., Lee T., Windom H., Everhard F., Fowler-Taylor
A., Liu J., Gupta N. (2003//) Omalizumab improves asthma-related quality of life
in patients with severe allergic asthma. Journal of Allergy and Clinical
Immunology 111 (2): 278. #notes#.

Population

2884

Kips J.C., O'Connor B.J., Langley S.J., Woodcock A., Kerstjens H.A.M., Postma
D.S., Danzig M., Cuss F., Pauwels R.A. (2003//) Effect of SCH55700, a humanized
anti-human interleukin-5 antibody, in severe persistent asthma: A pilot study.
American Journal of Respiratory and Critical Care Medicine 167 (12): 1655.
#notes#.

Intervention/Comparator

2885

Lanier B.Q., Corren J., Lumry W., Liu J., Fowler-Taylor A., Gupta N. (2003//)
Omalizumab is effective in the long-term control of severe allergic asthma.
Annals of Allergy, Asthma and Immunology 91 (2): 154. #notes#.

Population

2886

Berger W.E., Gupta N., McAlary M., Fowler-Taylor A. (2003//) Evaluation of
long-term safety of the anti-IgE antibody, omalizumab, in children with allergic
asthma. Annals of Allergy, Asthma and Immunology 91 (2): 182. #notes#.

Incomplete/Insufficient/Partial
data

2890

Noga O., Hanf G., Kunkel G. (2003//) Immunological and clinical changes in
allergic asthmatics following treatment with omalizumab. International
Archives of Allergy and Immunology 131 (1): 46. #notest.

Population
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2891

NCT01691521 (2003//) MEA115588 a randomised, double-blind, double-
dummy, placebo-controlled, parallel-group, multi-centre study of the efficacy
and safety of mepolizumab adjunctive therapy in subjects with severe
uncontrolled refractory asthma. #journal# #volumet (#issue#): #pages#.
#notes#.

‘> Medicinridet

Relevant clinical trial records

2892

Menzies-Gow A, Flood-Page P, Sehmi R, Burman J, Hamid Q, Robinson DS, Kay
AB, Denburg J (2003//) Anti-IL-5 (mepolizumab) therapy induces bone marrow
eosinophil maturational arrest and decreases eosinophil progenitors in the
bronchial mucosa of atopic asthmatics. #journal# 111 (4): 714. #notes#.

Population

2893

Novartis Pharmaceuticals (2003//) The efficacy and safety of omalizumab in
patients with severe persistent asthma. #journal#f #volumett (#issuett): #pagesH.
#notes#.

Unavailable

2894

Bousquet J, Niven R, Ayre G, Fox H, Bogg M (2003//) Efficacy of omalizumab in
patients with moderate to severe allergic asthma that is poorly controlled on
GINA (1998) treatment step 3 or 4. #journal# 22 (Suppl 45): Abstract. #notes#.

Unavailable

2895

Chung F, Kunkel G, Ramos S, Ayre G, Fox H, Blogg M (2003//) Anti IgE therapy
with omalizumab decreases exacerbations in patients with poorly controlled
moderate to severe allergic asthma. #journal# 22 (Suppl 45): Abstract. #notest.

Unavailable

2897

Chipps B, Kim K, Korenblat P, Deniz Y, Zberg B, Caroll A (2003//) Effect of
omalizumab on healthcare utilization in patients with moderate to severe
allergic asthma. #journal# 111 (2 Suppl): S144. #notes#.

Incomplete/Insufficient/Partial
data

2899

Chilvers E, Howes T, Izquierdo JL, Blogg M, Oshinyemi K, Ayre G, et al (2003//)
Anti-IgE therapy with omalizumab Improves lung function in patients with
poorly controlled allergic asthma. #journal# #volume# (#issue#): C104. #notes#.

Unavailable

2900

Howes T, Izquierdo JL, Chilvers E, Blogg M, Oshinyemi K, Ayre G, et al (2003//)
Omalizumab, an anti-IgE antibody, decreases exacerbations in patients with
poorly controlled allergic asthma. #journal# #volume# (#issue#): C104. #notes#.

Unavailable

2901

Anonymous (2003//) Omalizumab appears effective in patients with poorly
controlled allergic asthma. #journal# 38 (4): 197. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2902

Chung KF, Britton M, Harnest U, Ayre G, Blogg M, Fox H (2003//) Omalizumab,
an anti-IgE antibody, decreases the rate of asthma deterioration-related
incidents in patients with poorly controlled allergic asthma. #journal# 1 (Suppl):
Abstract. #notes#.

Unavailable

2911

Buhl R., Soler M., Matz J., Townley R., O'Brien J., Noga O., Champain K., Fox H.,
Thirlwell J., Della Cioppa G. (2002//) Omalizumab provides long-term control in
patients with moderate-to-severe allergic asthma. European Respiratory
Journal 20 (1): 73. #notes#.

Population

2913

Lemanske Jr. R.F., Nayak A., McAlary M., Everhard F., Fowler-Taylor A., Gupta
N. (2002//) Omalizumab improves asthma-related quality of life in children with
allergic asthma. Pediatrics 110 (5): e55. #notes#.

Incomplete/Insufficient/Partial
data

2915

Buhl R., Hanf G., Soler M., Bensch G., Wolfe J., Everhard F., Champain K., Fox
H., Thirlwell J. (2002//) The anti-IgE antibody omalizumab improves asthma-
related quality of life in patients with allergic asthma. European Respiratory
Journal 20 (5): 1088. #notestt.

Population

2925

NCT00046748 (2002//) Efficacy and Safety of Omalizumab in Patients With
Severe Persistent Asthma. Ph Ill, 28-wk, Multicenter, Randomized, Double-
blind, Placebo-controlled, Parallel-group Study to Assess Efficacy, Safety,
Tolerability of SC Omalizumab in Adults and Adolescents w/ Severe Persist.
Allergic Asthma & Are Inadequately Controlled Despite GINA (2002) Step 4 Tx
#volumet#t (#issue#t): #pages#. #notes#.

Relevant clinical trial records
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NCT00046748 (2002//) Ph I, 28-wk, Multicenter, Randomized, Double-blind,
Placebo-controlled, Parallel-group Study to Assess Efficacy, Safety, Tolerability
of SC Omalizumab in Adults and Adolescents w/ Severe Persist. Allergic Asthma
& Are Inadequately Controlled Despite GINA (2002) Step 4 Tx. #journal#
#volumet#t (#issue#t): #pages#. #notes#.

Relevant clinical trial records

2931

Milgrom H., Berger W., Nayak A., Gupta N., Pollard S., McAlary M., Taylor A.F.,
Rohane P. (2001//) Treatment of childhood asthma with anti-immunoglobulin E
antibody (omalizumab). Pediatrics 108 (2): E36. #notest.

Incomplete/Insufficient/Partial

data

2936

Busse W., Corren J., Lanier B.Q., McAlary M., Fowler-Taylor A., Cioppa G.D.,
Van As A., Gupta N. (2001//) Omalizumab, anti-IgE recombinant humanized
monoclonal antibody, for the treatment of severe allergic asthma. Journal of
Allergy and Clinical Immunology 108 (2): 184. #notest.

Population

2939

Soler M., Matz J., Townley R., Buhl R., O'Brien J., Fox H., Thirlwell J., Gupta N.,
Della Cioppa G. (2001//) The anti-IgE antibody omalizumab reduces
exacerbations and steroid requirement in allergic asthmatics. European
Respiratory Journal 18 (2): 254. #notes#.

Population

2943

Holgate S.T., Bousquet J., Wenzel S., Fox H., Liu J., Castellsague J. (2001//)
Efficacy of omalizumab, an anti-immunoglobulin E antibody, in patients with
allergic asthma at high risk of serious asthma-related morbidity and mortality.
Current Medical Research and Opinion 17 (4): 233. #notes#.

On topic SLR/MA/NMA

2945

Chung F, Fox H, Thirwell J (2001//) Omalizumab (XolairA(R)) increases the
number of asthma controlled days in moderate-to-severe asthma patients
compared to placebo. #journal# 107 (2): S112. #notes#.

Unavailable

2947

Buhl R, Beeh KM, Bensch G, Noga O, O'Brien JA, SolA[spacing diaeresis]r M,
Champion K, Fox H, Thirlwell J, Rohane P, Gupta N, Fick R, Cioppa D (2001//)
Rhumab-E25 (omalizumab, XolairA(R)) treatment allows sustained reduction of
the need for inhaled corticosteroids in moderate/severe allergic asthma.
#journal# 107 (2): S106. #notes#H.

Unavailable

2948

Corren J, Busse W, Buhl R, SolA[spacing diaeresis]r M, Fox H, Fowler Taylor A,
Champain K, Everhard F, Ashby M, McAlary M, Johnson C, Fick R (2001//)
Omalizumab (Xolair) decreases the risk of serious asthma exacerbations
requiring hospitalization in patients with moderate-to-severe allergic asthma.
#journal# 107 (5): 932. #notes#.

Unavailable

2949

Holgate S, Chuchalin A, Herbert J, Lotvall J, Chung F, Bousquet J, Kersjens H,
Fox H, Thirlwell J, Della Cioppa G (2001//) Omalizumab, a novel therapy for
severe allergic asthma. #journal# 18 (Suppl 33): 37s. #notestt.

Unavailable

2950

Holgate S, Chuchalin A, Herbert J, Lotvall J, Chung F, Bousquet J, Kersjens H,
Everhard F, Fox H, Thrilwell J, Della Cioppa G (2001//) Omalizumab improves
asthma-specific quality of life in patients with severe allergic asthma. #journal#
18 (Suppl 33): 37s. #notes#.

Unavailable

2951

Soler M, Buhl R, Bensch G, Noga O, O'Brian J, Champain K, Fox H, Thirlwell J,
Rohane R, Gupta N, Flick R, Della Cioppa G (2001//) Omalizumab (xolair, (R)
rhumab-e25) treatment reduces inhaled corticosteroid use in moderate/severe
allergic asthma. #journal# #ivolume# (#issue#): D31. #notes#.

Unavailable

2952

Soler M, Buhl R, Bensch G, Noga O, O'Brian J, Champain K, et al (2001//)
Omalizumab (xolair, (r) rhumab-e25) treatment reduces inhaled corticosteroid
use in moderate/severe allergic asthma. #journal# #volume# (#issue#): 183.
#notes#.

Unavailable

2953

Holgate S, Chuchalin A, Hebert J, Lotvall J, Chung K, Bousquet J, Kerstiens H,
Fox H, Thirlwell J, Rohane P, Della Cioppa G, Omalizumab Severe Asthma Group

Unavailable
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(2001//) Omalizumab (xolair(R), rhumab-E25), a novel therapy for severe
allergic asthma. #journal# 163 (5 Suppl): A812. #notesH.

2954

Holgate ST, Chuchalin A, Herbert J, Persson G, Chung F, Bousqget J, Kerstjens H,
Everhard F, Fox H, Hutchison K, Rohane P (2001//) Omalizumab (rhumab-e25)
improves asthma-specific quality of life in patients with severe allergic asthma.
#journal# #volume# (#issue##): D31. #notes#.

Unavailable

2955

Lanier R, Busse W, Corren J, Chervinsky P, Bernstein J, McAlary M, Cupta N,
Fowler-Taylor A, Rohane P (2001//) Long-term improvement in asthma control
and exacerbation frequency is achieved with omalizumab (xolair(R)) in patients
with moderate-to-severe asthma. #journal# 163 (5 Suppl): A858. #notest#.

Unavailable

2956

Holgate S, Chuchalin A, Herbert J, Perrson G, Chung F, Bousquet J, Kerstiens H,
Everhard F, Fox H, Hutchison K, Rohane P, 011 Asthma Study Group (2001//)
Omalizumab (ruMAb-E25) improves asthma-specific quality of life in patients
with severe allergic asthma. #journal# 163 (5 Suppl): A858. #notes#.

Unavailable

2961

Kips JC, O'Connor BJ, Langley SJ, Woodcock A, Kerstiens HAM, Postma DS,
Danzig M, Cuss F, Pauwels RA (2000//) Results of a phase | trial with SCH55700,
a humanized anti-IL-5 antibody, in severe persistent asthma. #journal# 161 (3
Suppl): A505. #notes#.

Unavailable

2962

Milgrom H., Fick Jr. R.B., Su J.Q., Reimann J.D., Bush R.K., Watrous M.L.,
Metzger W.J. (1999//) Treatment of allergic asthma with monoclonal anti-IgE
antibody. New England Journal of Medicine 341 (26): 1966. #notes#.

Population

2963

Frew AJ (1998//) Effects of anti-IgE in asthmatic subjects. #journal# 53 Suppl 2
(#issue#t): S52. #notes#.

Study design (non-RCT, opinion,
commentary, single-arm, etc)

2964

Bush R, Watrous M, Miller D, Fick R, Kirchdoerfer L (1998//) rhuMAb-E25
improves quality of life (QoL) in adult patients with moderate-severe asthma.
#journal# 157 (3 Suppl): A751. #notes#.

Unavailable

2965

Fahy J.V., Fleming H.E., Wong H.H., Liu J.T., Su J.Q., Reimann J., Fick Jr. R.B.,
Boushey H.A. (1997//) The effect of an anti-IgE monoclonal antibody on the
early- and late- phase responses to allergen inhalation in asthmatic subjects.
American Journal of Respiratory and Critical Care Medicine 155 (6): 1828.
#notes#.

Population

2966

Boulet L.-P., Chapman K.R., Cote J., Kalra S., Bhagat R., Swystun V.A., Laviolette
M., Cleland L.D., Deschesnes F., Su J.Q., Devault A., Fick Jr. R.B., Cockcroft D.W.
(1997//) Inhibitory effects of an anti-IgE antibody E25 on allergen-induced early
asthmatic response. American Journal of Respiratory and Critical Care Medicine
155 (6): 1835. #notes#.

Population

2969

Pike, Katharine C, Akhbari, Melika, Kneale, Dylan, Harris, Katherine M (#year#)
Interventions for autumn exacerbations of asthma in children. #journal#
#volumet#t (3): #pages#. tnotest.

Duplicate

2970

Farne, Hugo A, Wilson, Amanda, Powell, Colin, Bax, Lynne, Milan, Stephen J
(#year#) Anti-IL5 therapies for asthma. #journal# #volumet (9): #pagest.
#notesH.

Duplicate

2971

Normansell, Rebecca, Walker, Samantha, Milan, Stephen J, Walters, Haydn E.,
Nair, Parameswaran (#year#) Omalizumab for asthma in adults and children.
#journal# #volume# (1): #pages#. t#notest.

Duplicate
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eChange from baseline in
Standardized Asthma
Quality of Life Questionnaire
for 12 years and older
(AQLQ(S)+12) total score
eChange from baseline in
Asthma Control
Questionnaire-6 (ACQ-6)
Score

eChange from baseline in
weekly mean daily

Asthma Symptom Diary score
eTime to first asthma
exacerbation

eChange from baseline in
fractional exhaled nitric
oxide FENO (ppb)

eChange from baseline in
weekly mean rescue
medication use

e Asthma specific resource
utilization (e.g.,eg,
unscheduled physician visits,
unscheduled

phone calls to physicians, use
of other asthma
medications)

eSerum trough
concentrations

eand 6 more
NCT05274815 | Study to Recruiting | No Asthma Biological: Study Type:
Interventional
Evaluate Results Tezepelumab
Efficacy and Available Study Design:
Safety of eAllocation: N/A

Tezepelumab

in Reducing Oral
Corticosteroid
Use in Adult
Patients

With Severe
Asthma

eIntervention Model: Single
Group Assignment

eMasking: None (Open Label)
ePrimary Purpose: Treatment

Outcome Measures:
eProportion of participants
who discontinued OCS
without loss of asthma
control

eProportion of participants
who reduced daily
prescribed maintenance OCS
dose to # 5 mg/day

without loss of asthma
control

eThe Annualised Asthma
Exacerbation Rate

eRate of asthma
exacerbation associated with
hospitalisation or emergency
room (ER)
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eRate of asthma
exacerbation associated with
hospitalisation

eProportion of participants
who did not experience

an exacerbation
eProportion of participants
who did not experience

an exacerbation associated
with hospitalisation or

ER visit

eProportion of participants
who did not experience

an exacerbation associated
with hospitalisation
*Proportion of participants
with # 50% reduction

from baseline in daily
maintenance OCS dose
eCategorised percent
reduction from baseline in
the

daily maintenance OCS dose
eand 5 more

NCT03706079 | Extension Study | Completed | No Asthma *Biological: Study Type:
Tezepelumab Interventional
to Evaluate the Results
eOther:
Safety and Available Study Design:
Tolerability Placebo eAllocation: Randomized
of Tezepelumab ~In'Fervent|on Model: Parallel
. Assignment
in Adults and eMasking: Triple (Participant,
Adolescents Care Provider,
With Severe, Investigator)
Uncontrolled ePrimary Purpose: Treatment
Asthma Outcome Measures:
eExposure adjusted incidence
rates of AEs/SAEs
eAnnualized asthma
exacerbation rate (AAER)
NCT05329194 | Effectiveness Recruiting | No Asthma Drug: Study Type:
Interventional
and Safety Results Tezepelumab
Study of Available Study Design:
Tezepelumab in eAllocation: N/A
Adults & -Intervent.ion Model: Single
Group Assignment
Adolescent

Participants
With Severe
Asthma in
the United
States

*Masking: None (Open Label)
ePrimary Purpose: Treatment

Outcome Measures:
eAnnualized asthma
exacerbation rate (AAER)
eProportion of participants
with asthma

exacerbations
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eProportion of participants
with reduced total

number of asthma
exacerbations

eProportion of participants
with at least 50%
reduction in exacerbations
eProportion of participants
without an asthma
exacerbation

*AAER for exacerbations
resulting in

hospitalization, ED visit,
urgent care visit
eProportion of participants
with asthma

exacerbations resulting in
hospitalization. ED visit,

or urgent care visit
eCumulative asthma
exacerbation days- during
hospitalization, ED visit, or
urgent care
ePre-bronchodilator (pre-BD)
forced expiratory

volume in 1 second (FEV1)
eChange from baseline in
pre-bronchodilator FEV1
eand 26 more

NCT05398263

Tezepelumab
Efficacy and
Safety in
Reducing Oral
Corticosteroid
Use in Adults
With Oral
Corticosteroid
Dependent
Asthma

Not yet

recruiting

No
Results

Available

Asthma

Biological:
Tezepelumab

Other:
Placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Triple (Participant,
Care Provider,

Investigator)

ePrimary Purpose: Treatment

Outcome Measures:
eCategorised percent
reduction from baseline in
the

daily maintenance OCS dose
at Week 28 whilst
maintaining asthma control.
eChange from baseline in
pre-bronchodilator (pre-
BD) forced expiratory volume
in 1 second (FEV1)

at Week 28

eProportion of subjects with
100% reduction from
baseline in daily OCS dose at
Week 28
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eProportion of subjects with
daily OCS dose #5 mg

at Week 28

eProportion of subjects with
#50% reduction from
baseline in daily OCS dose at
Week 28

eAnnualised asthma
exacerbation rate (AAER)
over

28 weeks

eTime to first asthma
exacerbation

eChange from baseline in
Asthma Control
Questionnaire 6 (ACQ-6)
score at Week 28

eChange from baseline in
weekly mean home peak
expiratory flow (PEF)
(morning and evening) at
Week 28

eChange from baseline in
Standardized Asthma
Quality of Life Questionnaire
for 12 years and older
(AQLQ(s)+12) total score at
Week 28

eand 6 more
NCT05280418 | Tezepelumab Not yet No Asthma *Biological: Study Type:

. " Tezepelumab Interventional

on Airway recruiting Results
eBiological:

Structure and Available o bg Study Design:
Function in acebo eAllocation: Randomized
Patients With eIntervention Model: Parallel

Uncontrolled
Moderate-to-

severe Asthma

Assignment

eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)

ePrimary Purpose: Treatment

Outcome Measures:
eChange in pre-
bronchodilator 129Xe MRI
ventilation defect percent
(VDP).

eChange in the post-
bronchodilator 129Xe MRI
ventilation defect percent
(VDP).

eChange in the CT mucus
score (i.e. intraluminal
plugging).

eChange in the CT airway
lumen area.
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NCT05347771

Prevention of
Asthma
Exacerbations
Using
Dupilumab

in Urban
Children and

Adolescents

Recruiting

No
results

available

Asthma

Drug:
dupilumab

Drug: Placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Triple (Participant,
Care Provider,

Investigator)

ePrimary Purpose: Treatment
Outcome Measures:
eNumber of asthma
exacerbations during the 12-
month treatment period
ePulmonary Function
Measured by Spirometry:
Forced Expiratory Volume in
1 Second (FEV1) %

Predicted

eDays with symptoms, nights
with symptoms, and

day and night albuterol use.
eAsthma control measured
by the Asthma Control
Questionnaire-5

eTime to first asthma
exacerbation

eQuality of life as measured
by the PROMIS

Asthma Impact Short Forms
(Pediatric or Parent

Proxy).

eAsthma burden as
measured by Combined
Asthma Severity Index (CASI)
eRhinitis symptoms as
measured by Modified
Rhinitis Symptoms Utility
Index (MRSUI)

*Related adverse events and
serious adverse

events in the course of

treatment

NCT04203797

A Study to
Evaluate the
Effect of
Dupilumab on
Exercise
Capacity in
Adult Patients
With Asthma

Recruiting

No
Results

Available

Asthma

Drug:
dupilumab
Drug:
Matching

placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)

ePrimary Purpose: Treatment
Outcome Measures:
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eChange in constant work
rate exercise endurance
time

eChange in average number
of steps walked per

day

eChange in total energy
expenditure

eChange in the mean
duration of moderate-
tovigorous

physical activity

eChange in pre- and post-
exercise Forced
Expiratory Volume in One
Second (FEV1)

NCT03694158 | Investigating Recruiting | No Asthma *Drug: Study Type:
. . Dupilumab Interventional
Dupilumab's Results
. . eQOther:
Effect in Asthma Available Study Design:
Placebo L .
by Genotype eAllocation: Randomized
eIntervention Model: Parallel
Assignment
eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)
ePrimary Purpose: Treatment
Outcome Measures:
*The rate of asthma
exacerbations
eChange in pre-
bronchodilator lung function
eChange in CASI score
NCT05036733 | Effects of Recruiting | No Asthma Drug: Study Type:
. dupilumab Interventional
Interleukin (IL)- Results
4R-alpha Available Study Design:
Inhibition on eAllocation: N/A

Respiratory
Microbiome
and
Immunologic
Correlates in

Severe Asthma

eIntervention Model: Single
Group Assignment

*Masking: None (Open Label)
ePrimary Purpose: Basic
Science

Outcome Measures:
eChanges in alpha-diversity
of respiratory

microbiota

eChange in beta-diversity of
respiratory microbiota
eChange in relative
abundances of microbiota
members

eChange in respiratory
bacterial burden
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eChanges in alpha-diversity
of stool microbiota

eChange in beta-diversity of
stool microbiota

eForced expiratory volume (
FEV1) / forced vital

capacity (FVC) ratio

eForced expiratory volume
(FEV1)

eChange in Fractional
exhaled nitric oxide (FeNO)
eAsthma Control Test (ACT)
eand 4 more

NCT04022447 | Dupilumab for | Completed | No Severe Drug: Study Type:

Dupilumab Observational
Severe Asthma Results Asthma P

in a Real-Life Available Study Design:

Setting eObservational Model: Other
eTime Perspective:
Retrospective

Outcome Measures:
easthma control with
dupilumab

enumber of asthma
exacerbations

enumber of asthma-related
hospitalizations

*FEV1 (Forced Expiratory
Volume in 1 sec)

eoral steroids consumption

NCT04550962 | Description of Recruiting | No Asthma Drug: Study Type:

Dupilumab Observational
SAR231893
Such as Age, Available Study Design:

Characteristics, Results

Previous eQObservational Model:
Cohort
eTime Perspective:

and Concurrent

Treatments, Prospective

Associated

Diseases, Outcome Measures:

of Patients With eBaseline Characteristics:
Socio-demographics

Asthma Treated eBaseline Characteristics:

With Dupilumab Medical history

(DUPIXENT) eBaseline Characteristics:

Disease characteristics
eBaseline Characteristics:
Concomitant treatments

for asthma

eDupixent and other asthma
treatment use patterns
eLung function

eAnnualized exacerbation
rate

ePatient reported outcomes
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eHealthcare Resource
Utilization

eNumber of participants with
adverse events (AE)

and serious adverse events

(SAE)
NCT04743791 | Measuring the Not yet No Asthma Drug: Study Type:
. Dupilumab Interventional
Effect of recruiting Results
Other:
Dupilumab Available Placebo Study Design:
Treatment on eAllocation: Randomized
Mucociliary -In'Ferventlon Model: Parallel
Assignment
Clearance eMasking: Quadruple
(MCC) in (Participant, Care Provider,
Subjects With Investigator, Outcomes
Moderate Assgssor)
ePrimary Purpose: Treatment
to Severe
Asthma Outcome Measures:
eChange in mucociliary
clearance (MCC) rate
eChange in FEV1% predicted
eChange in ACT score
eChange in sputum
eosinophils and T2 gene
mean
eChange in mucus plugging
score by CT
*Whole lung MCC90, AAC90
ePeripheral and central lung
MCC90, MCC240,
AAC90
NCT04502862 | Dupilumab Recruiting | No Asthma Drug: Study Type:
SAR231893 Interventional
Asthma Sleep Results
Drug: Placebo
Study Available

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Triple (Participant,
Care Provider,

Investigator)

ePrimary Purpose: Treatment

Outcome Measures:
eChange in sleep disturbance
score in Asthma

Sleep Disturbance
Questionnaire

eChange in the number of
nocturnal awakenings in
Sleep Diary

eChange in PROMIS sleep-
related impairment
assessment

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022

Side 240/348



:"» Medicinradet

eChange in sleep quality in
Sleep Diary

eChange in restorative sleep
in Sleep Diary

eChange in WASO in Sleep
Diary

eChange in WASO (actigraphy
data)

eChange in daytime and
nighttime asthma

symptoms in Asthma
Daytime Symptom Diary
(ADSD) and Asthma
Nighttime Symptom Diary
(ANSD)

eChange in pre-
bronchodilator (BD) FEV1
eIncidence of adverse events

NCT04287621 | Registry of Recruiting | No Asthma Drug: Study Type:
DUPIXENT® Observational

Asthma Patients Results
Initiating Available Study Design:
DUPIXENT® eObservational Model:

Cohort
eTime Perspective:
Prospective

Outcome Measures:
eDemography

eBaseline Characteristics
eBaseline Treatment
Characteristics

eIncidence of adverse events
(AEs)

ePhysician Assessment: -
Spirometry

ePhysician Assessment:
Fractional exhaled Nitric
Oxide (FeNO)

ePatient Reported Outcome:
Asthma Control
Questionnaire, 6-item (ACQ-
6)

ePatient Reported Outcome:
Mini Asthma Quality of

Life Questionnaire
(MiniAQLQ)

ePatient Reported Outcome:
Global Patient

Assessment

ePatient Reported Outcome:
Physical Activity

Limitation Questionnaire
(PALQ)

eand 6 more
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NCT03620747 | Continuation of | Completed | No Asthma Drug: Study Type:
Dupilumab Interventional
TRAVERSE- Results

SAR231893
LTS12551 Available (REGN668) Study Design:

Evaluating eAllocation: N/A
eIntervention Model: Single
Group Assignment

eMasking: None (Open Label)
Patients With ePrimary Purpose: Treatment

Dupilumab
Safety in

Asthma (Long-
Outcome Measures:

eTreatment-emergent
Follow-Up) adverse events (TEAE)
*TEAE

Term

NCT03560466 | Assessment of Active, not | No Asthma Drug: Study Type:
Dupilumab Interventional

(SAR231893/
Efficacy of Available REGN668) Study Design:

Dupilumab in Drug: Asthma eAllocation: N/A

Children With controller eIntervention Model: Single
therapies Group Assignment

(incl. eMasking: None (Open Label)
Asthma prednisone) ePrimary Purpose: Treatment
Excursion) Drug: Asthma
reliever Outcome Measures:
therapies *The number of patients
experiencing any treatment
emergent adverse event
(TEAE)

eJapan sub-study: Change
from baseline in
prebronchodilator
percentage (%) predicted
FEV1 at

Week 12

eAnnualized rate of severe
asthma exacerbation

events during the treatment
period

eChange from baseline in %
predicted FEV1

eChange from baseline in
absolute FEV1

eChange from baseline in FVC
eChange from baseline in FEF
2510 75%

eSerum dupilumab
concentrations

eIncidence of treatment-
emergent antidrug
antibodies (ADA) against
dupilumab

eBlood eosinophil counts
eand 12 more

the Safety and recruiting Results

Asthma (Liberty

NCT03112577 | Study of Completed | No Asthma, Drug: Study Type:
. REGN3500 Interventional
REGN3500 and Results Allergic

Available
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Dupilumab in
Patients With
Asthma

Drug:
Dupilumab
Drug: Placebo
Drug:
Fluticasone
propionate

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)

ePrimary Purpose: Treatment

Outcome Measures:
eDifference in bronchial
allergen challenge (BAC)-
induced changes in sputum
inflammatory markers

in individuals treated with
REGN3500, dupilumab

and the combination of
REGN3500 plus dupilumab
or placebo

eIncidence of Treatment
Emergent Adverse Events
(TEAEs)

eSeverity of TEAEs

eSerum concentration-time
profile of REGN3500
eSerum concentration-time
profile of REGN3500:

Tmax (time at Cmax)
eSerum concentration-time
profile of REGN3500:
AUClast (area under the
curve to the last
measurable concentration)
eImmunogenicity of
REGN3500 and dupilumab
eSerum concentration of
total IL-33 after single IV
dose

eDifference in the BAC-
induced changes in sputum
inflammatory mRNA
signature in individual
patients

treated with fluticasone

NCT05097287

Study Assessing
the Long-term
Effect of
Dupilumab on
Prevention of
Lung Function
Decline in Adult
Patients

With

Uncontrolled

Recruiting No
Results

Available

Asthma

Drug:
Dupilumab
Drug: Placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)

ePrimary Purpose: Treatment
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Moderate to
Outcome Measures:

eRate of change from week 8
to week 52 on post-

BD FEV1 slope in FeNO
population

eRate of change from week 8
to week 52 on post-

BD FEV1 slope in the Total
population

eRate of change from week 8
to week 104 on post-

BD FEV1 slope in the FeNO
population

eChange from baseline to
week 52 in pre-BD FEV1

in FeNO and Total
populations

eChange from baseline to
week 52 in post-BD FEV1

in FeNO and Total
populations

eAnnualized severe
exacerbation rate during the
52-week period in FeNO and
Total populations

eChange from baseline to
week 52 in fractional
exhaled nitric oxide (FeNO)
levels in FeNO and

Total populations

eChange from baseline to
week 52 in Asthma

Control Questionnaire 7
items (ACQ-7) in FeNO

and Total populations
eChange from baseline to
week 52 in pre-BD FEV1

% predicted in FeNO and
Total populations

eChange from baseline to
week 52 in Forced Vital
Capacity (FVC) in FeNO and
Total populations

eand 13 more

Severe Asthma

NCT03782532 | Efficacy and Completed | No Asthma Drug: Study Type:

Dupilumab Interventional

Safety Study of Results SAR231893

Dupilumab in Available Drug: Placebo | Study Design:

Patients With Drug: Asthma eAllocation: Randomized

Persistent Controller eIntervention Model: Parallel
Therapies Assignment

Asthma (include eMasking: Triple (Participant,
prednisone) Care Provider,
eDrug: Investigator)
Asthma ePrimary Purpose: Treatment
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Reliever
Therapies

Outcome Measures:
eChange in pre-
bronchodilator forced
expiratory

volume (FEV1)

eAnnualized rate of severe
exacerbation events
ePercent change from
baseline in prebronchodilator
FEV1

eAnnualized rate of loss of
asthma control (LOAC)
event

eAnnualized rate of severe
exacerbation events
resulting in hospitalization or
emergency room visit

eTime to first severe
exacerbation event

eTime to first LOAC

eChange from baseline in
Asthma Control
Questionnaire (ACQ)-5 score
eChange from baseline in
ACQ-7 score
eMorning/evening asthma
symptom score (e-diary)
eand 5 more

NCT02948959

Evaluation of
Dupilumab in
Children With
Uncontrolled
Asthma

Completed | Has
Results

Asthma

Drug:
Dupilumab
Drug: Placebo
Drug: Asthma
Controller
Therapies
Drug: Asthma
Reliever
Therapies

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Triple (Participant,
Care Provider,

Investigator)

ePrimary Purpose: Treatment

Outcome Measures:
eAnnualized Rate of Severe
Exacerbation Events
During the 52-Week
Treatment Period: Baseline
Blood Eosinophils >=300 Cells
Per Microliter

Population

eAnnualized Rate of Severe
Exacerbation Events
During the 52-Week
Treatment Period: Type 2
Inflammatory Asthma
Phenotype Population
eChange From Baseline in
Pre-bronchodilator
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Percent Predicted Forced
Expiratory Volume in

1 (FEV1) Second at Week 12:
Baseline Blood

Eosinophils >=300 Cells Per
Microliter Population
eChange From Baseline in
Pre-bronchodilator

Percent Predicted Forced
Expiratory Volume in 1
Second (FEV1) at Week 12:
Type 2 Inflammatory
Asthma Phenotype
Population

eChange From Baseline in
Asthma Control
Questionnaire-Interviewer
Administered, 7-

question Version (ACQ-7-1A)
at Week 24: Baseline

Blood Eosinophils >=300 Cells
Per Microliter

Population

eChange From Baseline in
Asthma Control
Questionnaire-Interviewer
Administered, 7-

question Version at Week 24:
Type 2 Inflammatory
Asthma Phenotype
Population

eChange From Baseline in
Fractional Exhaled

Nitric Oxide Level at Week
12: Baseline Blood
Eosinophils >=300 Cells Per
Microliter Population
eChange From Baseline in
Fractional Exhaled Nitric
Oxide Level at Week 12: Type
2 Inflammatory

Asthma Phenotype
Population

Change From Baseline in Pre-
bronchodilator

Percent Predicted Forced
Expiratory Volume in 1
Second at Weeks 2, 4, 8, 24,
36 and 52: Type 2
Inflammatory Asthma
Phenotype Population
eChange From Baseline in
Pre-bronchodilator

Percent Predicted Forced
Expiratory Volume in 1
Second at Weeks 2, 4, 8, 24,
36 and 52: Baseline

Side 246/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



> Medicinradet

Blood Eosinophils >=300 Cells
Per Microliter

Population

eand 40 more

NCT03884842

Dupilumab on
Airway Hyper-
responsiveness
and

Ventilation
Heterogeneity
in Patients With
Asthma.

Recruiting

No
Results

Available

Asthma

Biological:
Dupilumab/D
upixent
Biological:
Placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Single
Group Assignment

eMasking: Quadruple
(Participant, Care Provider,
Investigator, Outcomes
Assessor)

ePrimary Purpose: Treatment

Outcome Measures:
eProportion of patients that
achieve at least one
doubling dose improvement
in PC20 methacholine
and/or a 50% reduction in
FEV1 reversibility after
bronchodilator.

eChange in geometric mean
PC20 methacholine.
eChange in FEV1 reversibility.
eChange in sputum
eosinophil percentage (%)
eChange in blood eosinophil
count

eChange in fraction of
exhaled nitric oxide (FeNO)
eChange in FEV1 (pre-
bronchodilator)

eChange in Asthma Control
Questionnaire-5

(ACQ-5)

eChange in Asthma Control
Questionnaire-5

(AQLQ)

eChange in Asthma Control
Test

NCT04400318

The Effect of
Dupilumab on
Lung Function
and Related
Changes in
Airway Volumes
Detectable by
Functional
Respiratory

Imaging in

Recruiting

No
Results

Available

Asthma

Drug:
Dupilumab
SAR231893
Drug: Placebo

Study Type:
Interventional

Study Design:

eAllocation: Randomized
eIntervention Model: Parallel
Assignment

eMasking: Triple (Participant,
Care Provider,

Investigator)

ePrimary Purpose: Treatment
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Patients With
Moderate-
severe
Asthma

Outcome Measures:
eChange from baseline to
Week 24 in
prebronchodilator

FEV1

ePercent change from
baseline to Week 24 in
regional airway volumes
corrected for lung volume
([s]ivaw) at total lung
capacity (TLC)

ePercent change from
baseline to Week 24 in
regional airway volumes
corrected for lung volume
([s]iVvaw) at functional
residual capacity (FRC)
ePercent change from
baseline to Week 24 in
regional airway resistance
corrected for lung
volume ([s]iRaw) at TLC
ePercent change from
baseline to Week 24 in
regional airway resistance
corrected for lung
volume ([s]iVaw) at
functional residual capacity
(FRC)

eChange from baseline to
Week 24 in lobar
volumes (iVlobes) at TLC
eChange from baseline to
Week 24 in image-based
ventilation/perfusion (ivV/Q)
at TLC

eChange from baseline to
Week 24 in HRCT-based
internal airflow distribution
(IAD)

eChange from baseline to
Week 24 in FeNO

*The number of patients with
FeNO <25 parts per
billion (ppb) at Week 24

eand 4 more
NCT05070663 | A Studyin Male | Recruiting | No Asthma Study Type:
Observational
and Female Results
Adolescent Available

Participants
With Severe
Uncontrolled
Asthma Starting

Treatment

Study Design:
eObservational Model:
Cohort

*Time Perspective: Other

Outcome Measures:
eMedical history (including
history of asthma)
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With Dupilumab *Previous treatments for
o asthma

Injection eDemographic characteristics

(Dupixent®) eDisease characteristics

eConcomitant medication
eChange from baseline to
week 52 in asthma

control test (ACT) score at
each subsequent visit

over the year of treatment
eChange from baseline to
week 52 in number

of annualized exacerbations
and description of
exacerbation setting
eChange from baseline to
week 52 in Paediatric
Asthma Quality of Life
Questionnaire (PAQLQ)
score

eChange from baseline to
week 52 in corticosteroid
dose

eChange from baseline to
week 52 in prebronchodilator
forced expiratory volume per
second (FEV1)

eand 9 more
NCT04998604 | Evaluating Recruiting | No Chronic *Drug: Study Type:
Rhinosinusiti | Dupilumab Interventional
treatment Results s With Nasal | Drug:
Reponses of Available | polyps Omalizumab | Study Design:
Dupilumab Asthma eDrug: eAllocation: Randomized
Versus Placebo -InFervention Model: Parallel
X X Assignment
Omalizumab in eMasking: Triple (Participant,
Type 2 Patients Investigator,

Outcomes Assessor)
ePrimary Purpose: Treatment

Outcome Measures:
eChange from baseline to
Week 24 in Nasal Polyp
Score (NPS)

eChange from baseline to
Week 24 in University of
Pennsylvania Smell
Identification Test (UPSIT)
eChange from baseline to
Week 24 in the loss of
smell score of the CRSWNP
Nasal Symptom Diary
eChange from baseline to
Week 24 in the nasal
congestion (NC) score of the
CRSwWNP Nasal

Symptom Diary

Side 249/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



> Medicinradet

eChange from baseline to
Week 24 in
prebronchodilator

forced expiratory volume in 1
second (FEV1)

eChange from baseline to
Week 24 in Total

Symptom Score (TSS) derived
from the CRSWNP

Nasal Symptom Diary
eChange from baseline to
Week 24 in 22-Item Sinonasal
Outcome Test (SNOT-22) and
eChange from baseline to
Week 24 in SNOT-22

nasal domain score

eChange from baseline to
Week 24 in Nasal Peak
Inspiratory Flow (NPIF)
eChange from baseline to
Week 24 in rhinosinusitis
visual analogue scale (VAS)
eand 3 more

NCT05331755 | Real Life Enrolling No Severe Drug: Study Type:
. Dupilumab Observational
Experience by Results Asthma
Survey of invitation Available Study Design:
Dupilumab in eObservational Model:
the Co.hort .
eTime Perspective:
Netherlands Retrospective
Outcome Measures:
eAnnual exacerbation rate
eChange in lung function
eChange in asthma control
NCT04173442 | Post- Recruiting | No *Atopic *Drug: Study Type:
o Dermatitis dupilumab Observational
authorization Results (AD)
Safety Study in Available oAsthma Study Design:

North America
to

Monitor
Pregnancy and
Infant
Outcomes
Following
Administration
of Dupilumab
During Planned
or

Unexpected

Pregnancy

eObservational Model:
Cohort

eTime Perspective:
Prospective

Outcome Measures:
eRate of major structural
defects

eIncidence of spontaneous
abortion or miscarriage
eIncidence of stillbirth
eIncidence of elective
termination/abortion
eIncidence of premature
delivery

eIncidence of small for
gestational age
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Primary, secondary and Primary Outcome Measures:

exploratory endpoints
P v P Annual Asthma Exacerbation Rate in Adult and Adolescent Patients With Uncontrolled

Asthma(From randomisation to Study Week 52).The annual exacerbation rate is based on
unadjudicated exacerbations reported by the investigator in the eCRF. The analysis is based on
the primary population (Full Analysis Set)

Annual Asthma Exacerbation Rate in Adult and Adolescent Patients With Uncontrolled Asthma
in Subjects With Baseline Eosinophils < 300 Cells/uL (From randomisation to Study Week
52).The annual exacerbation rate is based on unadjudicated exacerbations reported by the
investigator in the eCRF. This analysis is based on subjects with baseline eosinophils < 300
cells/uL

Secondary Outcome Measures:

1. Mean change from baseline at week 52 in Pre-dose/Pre-bronchodilator (Pre-BD)
Forced Expiratory Volume in 1 Second (FEV1) (L) (Key Secondary Endpoint). Mean
change from baseline in FEV1 as compared to placebo at Week 52. FEV1 is defined as
the volume of air exhaled from the lungs in the first second of a forced expiration.

2.  Mean change from baseline at Week 52 in standardized asthma quality of gife
Questionnaire for 12 years and older (AQLQ(S)+12). Total Score (Key Secondary
Endpoint) (from randomisation to Study Week 52 ).Mean change from baseline in
AQLQ(S)+12 as compared to placebo at week 52. The AQLQ(S)+12 is a questionnaire
that measures the health-related quality of life experienced by asthma subjects. The
total score is defined as the average of all 32 questions in the AQLQ(S)+12
questionnaire. AQLQ(S)+12 is a 7-point scale questionnaire, ranging from 7 (no
impairment) to 1 (severe impairment).

3. Mean change from baseline at week 52 in Asthma Control Questionnaire-6(ACQ-6)
(Key Secondary Endpoint) (from randomisation to study week 52). Change from
baseline in ACQ-6 as compared to placebo at Week 52. The ACQ-6 captures asthma
symptoms and short-acting 2-agonist use via subject-report. Questions are weighted
equally and scored from 0 (totally controlled) to 6 (severely uncontrolled). The ACQ-6
score is the mean of the responses.

4. Mean change from baseline at Week 52 in Asthma Symptom Diary (Key Secondary
Endpoint)(from randomisation to study Week 52). Mean change from baseline at
Week 52 in Asthma Symptom Diary. The Asthma Symptom Diary comprises of 10
items (5 items in the morning; 5 items in the evening). Asthma symptoms during
night time and daytime are recorded by the patient each morning and evening in the
daily diary. A daily ASD score is the mean of the 10 items. Responses for all 10 items
are required to calculate the daily ASD score; otherwise, it is treated as missing. For
the 7-day average asthma symptom score, scoring is done with no imputation using
the mean of at least 4 of the 7 daily ASD scores as a mean weekly item score. The 7-
day average ASD score ranges from 0 to 4, where 0 indicates no asthma symptoms.

5. Time to First Asthma Exacerbation. Time to first occurrence of asthma exacerbation
post-randomisation, presented as number of subjects with at least one asthma
exacerbation as reported by the investigator in the eCRF.

6. Mean Change From Baseline at Week 52 in Clinic Fractional Exhaled Nitric Oxide
(FeNO) (Ppb). Mean change from baseline at Study Week 52 in FeNO (ppb) measured
at site

7. Mean Change From Baseline in Daily Rescue Medication Use (Weekly Means) at
Week 52 [ Time Frame: From randomisation to Study Week 52 ] Daily rescue
medication use is defined as: Number of night inhaler puffs + 2 x [number of night
nebulizer times] + number of daytime inhaler puffs + 2 x [number of day nebulizer
times]. Weekly means are calculated using at least 4 of 7 days of daily rescue
medication use.
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Mean Change From Baseline in Work Productivity Loss Due to Asthma at Week 52.
WPAI+CIQ (Work Productivity and Activity Impairment plus Classroom Impairment
Questionnaire) contains 10 questions. Work productivity loss is derived by sum of
percentage of missed work due to asthma and product of percentage of actual
working hours times degree of asthma affecting work productivity while working.
Percentage of missed work due to asthma is calculated by number of hours missed
work due to asthma divided by total number of hours missed work plus number of
hours worked.

Mean Change From Baseline in Class Productivity Loss Due to Asthma at Week 52

[ Time Frame: From randomisation to Study Week 52 JWPAI+CIQ (Work Productivity
and Activity Impairment plus Classroom Impairment Questionnaire) contains 10
questions. Class productivity loss is derived by sum of percentage of missed class
hours due to asthma and product of percentage of actual hours in class times degree
of asthma affecting productivity while in class. Percentage of missed hours in class
due to asthma is calculated by number of hours in class missed due to asthma divided
by total number of hours in class missed plus number of hours actually in class.

Activity Impairment at Week 52 [ Time Frame: From randomisation to Study Week
52 ] WPAI+CIQ (Work Productivity and Activity Impairment plus Classroom
Impairment Questionnaire) contains 10 questions. Activity impairment is the degree
health affected regular activities (other than work or class) rated from 0 to 10, with 0
meaning no effect, divided by 10, and then expressed as a percentage.

Pharmacokinetics of Tezepelumab [ Time Frame: Pre-dose samples at Baseline, Week
4, Week 12, Week 24, Week 36, Week 52, Week 64 ] Mean serum trough PK
concentrations taken pre-dose at each visit

Mean Change From Baseline at Week 52 in EQ-5D-5L VAS.

Mean change from baseline at Study Week 52 in EQ-5D-5L VAS. EQ-5D-5L visual
analogue scale (VAS) allows subjects to rate current health status on a scale of 0-100,
with 0 being the worst imaginable health state.

Clinicians Global Impression of Change at Week 52. CGIC (Clinical global impression of
change) is an overall evaluation of response to treatment, conducted by investigator
using 7-point rating scale, ranging from 1 (very much improved), to 7 (very much
worse)

Patients Global Impression of Change at Week 52. PGIC (Patient global impression of
change) is an overall evaluation of response to treatment, conducted by the patient
using 7-point rating scale, ranging from 1 (very much improved), to 7 (very much
worse).

Patients Global Impression of Severity at Week 52 [ Time Frame: At Study Week 52 ]
PGI-S (Patient global impression of severity) is an overall evaluation of patient's
perception of overall symptom severity using a 6-point rating scale, ranging from 0 =
No symptoms, 1=Very mild symptoms, 2=Mild symptoms, 3=Moderate symptoms,
4=Severe symptoms, 5=Very severe symptoms

Mean Change From Baseline at Week 52 in Blood Eosinophils (Cells/uL). Mean change
from baseline at Study Week 52 in blood eosinophils (cells/uL)

Mean Change From Baseline at Week 52 in Total Serum IgE (IU/mL). Mean change
from baseline at Study Week 52 in total serum IgE (IU/mL)

Number of Participants With Asthma Specific Healthcare Utilization over 52 weeks
Number of participants with asthma specific healthcare utilizations (e.g. unscheduled
physician visits, unscheduled phone calls to physicians, use of other asthma
medications) over 52 weeks.

Mean Change From Baseline in Home Based Morning Peak Expiratory Flow (PEF) at
week 52 (Weekly Means). Mean change from baseline in home based morning PEF
(L/min) at Study Week 52. Home PEF testing will be performed by the subject in the
morning upon awakening and in the evening at bedtime using an electronic, hand-

Side 255/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022


















:_» Medicinradet

L i Inclusion criteria:
Main inclusion and

. . Subjects must have received a physician-prescribed medium- or high-dose ICS as per GINA guideline
exclusion criteria

for at least 12 months
Subjects must have received physician prescribed LABA and high dose ICS (total daily dose >500ug
fluticasone propionate dry powder formulation equivalent) for at least 3 months. The ICS and LABA
can be parts of a combination product or given by separate inhalers.
Additional maintenance asthma controller medications are allowed according to standard practice
of care i.e., leukotriene receptor antagonists (LTRAs), theophylline, long-acting muscarinic
antagonists (LAMAs), secondary ICS and cromones. The use of these medications must be
documented for at least 3 months
Subjects must have received OCS for the treatment of asthma for at least 6 months prior to
screening and on a stable dose of between > 7.5 to < 30mg (prednisone or prednisolone equivalent)
daily or daily equivalent for at least 1 month. The OCS dose may be administered every other day
(or different doses every other day); Average dose over two days = The daily dose.
Morning pre-bronchodilator (BD) FEV1 must be < 80% predicted normal
Subjects must have evidence of asthma as documented by post-BD (albuterol/salbutatomol)
reversibility of FEV1 212% and 2200 mL (15-30 min after administration of 4 puffs of
albuterol/salbutamol), documented either in the previous 12 months
Subjects must have a history of at least 1 asthma exacerbation event within 12 months
Minimum 10 days compliance with the morning and evening eDiary completion and OCS, ICS,LABA
as well as other asthma controller medications as captured in the eDiary during the 14 days prior to
randomization
Documented physician-diagnosed asthma for at least 12 months

Exclusion criteria:

e Anyclinically important pulmonary disease other than asthma (e.g. active lung infection,
Chronic Obstructive Pulmonary Disease (COPD), bronchiectasis, pulmonary fibrosis, cystic
fibrosis, hypoventilation syndrome associated with obesity, lung cancer, alpha 1 anti-
trypsin deficiency, and primary ciliary dyskinesia) or ever diagnosed with pulmonary or
systemic disease, other than asthma, that are associated with elevated peripheral
eosinophil counts (e.g. allergic bronchopulmonary aspergillosis/mycosis, Churg-Strauss
syndrome, hypereosinophilic syndrome).

e Anydisorder, including, but not limited to, cardiovascular, gastrointestinal, hepatic, renal,
neurological, musculoskeletal, infectious, endocrine, metabolic, hematological, psychiatric,
or major physical impairment that is not stable in the opinion of the Investigator and could:

e Affect the safety of the subject throughout the study Influence the findings of the study or
the interpretation Impede the subject's ability to complete the entire duration of study

e  History of cancer: Subjects who have had basal cell carcinoma, localized squamous cell
carcinoma of the skin or in situ carcinoma of the cervix are eligible to participate in the
study provided that curative therapy was completed at least 12 months prior to visit
1.Subjects who have had other malignancies are eligible provided that curative therapy was
completed at least 5 years

e A helminth parasitic infection diagnosed within 6 months prior to screening that has not
been treated with, or has failed to respond to, standard of care therapy.

e  Current smokers or subjects with smoking history > 10 pack-years and subjects using vaping
products, including electronic cigarettes. Former smokers with a smoking history of <10
pack years and users of vaping or e-cigarette products must have stopped for at least 6
months prior to visit 1 to be eligible.

e  History of chronic alcohol or drug abuse within 12 months

e  Tuberculosis requiring treatment within the 12 months
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Primary, secondary and  Primary Outcome Measures:

exploratory endpoints
P v P 1. Categorized Percent Reduction From Baseline in the Daily OCS Dose While Not Losing

Asthma Control [ Time Frame: Baseline to Week 48]

Categorized percent reduction from baseline at Week 48. Percent change from baseline is
defined as {final dose-baseline dose)/baseline dose} *100, and the categories of percent
change from baseline in daily OCS dose are defined as: 290% to <100% reduction, 275% to
<90% reduction, 250% to <75% reduction, >0% to <50% reduction, and, no change or any
increase

Secondary Outcome Measures:

1. Annualised Asthma Exacerbation Rate (AAER) [ Time Frame: Baseline to Week 48 ]

2. The annualized exacerbation rate is based on exacerbations reported by the investigator in
the eCRF over 48 weeks.

3. Proportion of Subjects With 100% Reduction From Baseline in Daily OCS Dose at Week 48 [
Time Frame: Baseline to Week 48 ]

4. Proportion (expressed as a percentage) of subjects with 100% reduction from baseline in
daily OCS dose at Week 48. Percent change from baseline is defined as {(final dose-baseline
dose)/baseline dose}*100.

5. Proportion of Subjects With Daily OCS Dose <5 mg at Week 48 [ Time Frame: Week 48 ]
6. Proportion (expressed as a percentage) of subjects with daily OCS dose <5 mg at Week 48.

7. Proportion of Subjects With 250% Reduction From Baseline in Daily OCS Dose at Week 48 [
Time Frame: Baseline to Week 48 ]

8. Proportion (expressed as a percentage) of subjects with >250% reduction from baseline in
daily OCS dose at Week 48. Percent change from baseline is defined as {(final dose-baseline
dose)/baseline dose}*100.

9. Change From Baseline in Pre-bronchodilator (Pre-BD) Forced Expiratory Volume in 1
Second (FEV1) [ Time Frame: Baseline to Week 48 ]

10. Change from baseline in pre-BD FEV1 at Week 48. FEV1 is defined as the volume of air
exhaled from the lungs in the first second of a forced expiration.

11. Change From Baseline in Weekly Mean Daily Asthma Symptom Score Via the Daily Asthma
Symptom Diary [ Time Frame: Baseline to Week 48 ]

12. Change from baseline in Asthma Symptom Diary score at Week 48. The Asthma Symptom
Diary comprises of 10 items (5 items in the morning; 5 items in the evening). Asthma
symptoms during night time and daytime are recorded by the patient each morning and
evening in the daily diary. A daily ASD score is the mean of the 10 items. Responses for all
10 items are required to calculate the daily ASD score; otherwise, it is treated as missing.
For the 7-day average asthma symptom score, scoring is done with no imputation using the
mean of at least 4 of the 7 daily ASD scores as a mean weekly item score. The 7-day
average ASD score ranges from 0 to 4, where 0 indicates no asthma symptoms.

13. Change From Baseline in Weekly Mean Rescue Medication Use [ Time Frame: Baseline to
Week 48 ]

14. Change from baseline in weekly mean rescue medication use at Week 48. Daily rescue
medication use is defined as: Number of night inhaler puffs + 2 x [number of night
nebulizer times] + number of daytime inhaler puffs + 2 x [number of day nebulizer times].
Each timepoint is calculated as weekly means based on daily diary data.

15. Change From Baseline in Weekly Mean Home Peak Expiratory Flow (PEF) (Morning and
Evening) [ Time Frame: Baseline to Week 48 ]

16. Change from baseline in weekly mean morning and evening peak expiratory flow (PEF) at
Week 48. Home PEF testing will be performed by the subject in the morning upon
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awakening and in the evening at bedtime using an electronic, hand-held spirometer. Each
timepoint is calculated as weekly means using at least 4 of the 7 days of PEF data.

Change From Baseline in Weekly Mean Number of Night-time Awakening Due to Asthma [
Time Frame: Baseline to Week 48 ]

Change from baseline in weekly mean number (expressed as a percentage) of night time
awakenings at Week 48. Night-time awakenings percentage defined as number of nights
with awakenings due to asthma and requiring rescue medication divided by number of
nights with data and multiplied by 100%. At least 4 out of 7 days of data is required to
calculate a weekly mean.

Change From Baseline in Asthma Control Questionnaire 6 (ACQ-6) Score [ Time Frame:
Baseline to Week 48 ]

Change from baseline in ACQ-6 at Week 48. The ACQ-6 captures asthma symptoms and
short-acting B2-agonist use via subject-report. Questions are weighted equally and scored
from O (totally controlled) to 6 (severely uncontrolled). The ACQ-6 score is the mean of the
responses.

Change From Baseline in Standardized Asthma Quality of Life Questionnaire for 12 Years
and Older (AQLQ(s)+12) Total Score [ Time Frame: Baseline to Week 48 ]

Change from baseline in AQLQ(S)+12 as compared to placebo at Week 48. The AQLQ(S)+12
is a questionnaire that measures the health-related quality of life experienced by asthma
subjects. The total score is defined as the average of all 32 questions in the AQLQ(S)+12
questionnaire. AQLQ(S)+12 is a 7-point scale questionnaire, ranging from 7 (no impairment)
to 1 (severe impairment).

Change From Baseline in European Quality of Life - 5 Dimensions 5 Levels Questionnaire
(EQ-5D-5L) Score [ Time Frame: Baseline to Week 48 ]

Change from baseline in EQ-5D-5L at Week 48. The EQ-5D-5L questionnaire assesses 5
dimensions: mobility, self-care, usual activities, pain/discomfort and anxiety/depression.
Each dimension has 5 response options (no/slight/moderate/severe/extreme problems)
that reflect increasing levels of difficulty. The EQ-5D-5L scores are converted into a single
index-based value (Health State Valuation), using the UK population-based weights. The
Helth State Valuation is scored between 0 to 1, where higher score indicates a better
health state.

Number of Participants With Asthma Specific Resource Utilizations [ Time Frame: Baseline
to Week 48 ]

Number of participants with asthma specific resource utilizations (e.g. unscheduled
physician visits, unscheduled phone calls to physicians, use of other asthma medications)
over 48 weeks.

Change From Baseline in Work Productivity and Activity Impairment Questionnaire and
Classroom Impairment Questionnaire (WPAI+CIQ) Score [ Time Frame: Baseline to Week 48

Change from baseline in WPAI+CIQ score at Week 48. The WPAI+CIQ consists of 10
questions about how asthma and asthma related issues impact a subject's ability to work,
attend classes, and perform regular daily activities.

Work (Class) productivity loss is derived by sum of percentage of missed work (class hours)
due to asthma and product of percentage of actual working hours (class) times degree of
asthma affecting work (class) productivity while working. Percentage of missed work (class
hours) due to asthma is calculated by number of hours missed work (class) due to asthma
divided by total number of hours missed work (class) plus number of hours actually worked
(in class).

Activity impairment is the degree health affected regular activities (other than work or
class) rated from 0 to 10, with 0 meaning no effect, divided by 10, and then expressed as a
percentage.

Change From Baseline in FENO [ Time Frame: Baseline to Week 48 ]
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Subgroup analyses b Baseline eosinophils group: <300/uL, >300/uL
®  Baseline eosinophils group: <150/ul, 2150/uL
®  Baseline eosinophils group: <150/ulL, > 150/ul to < 300/ul, > 300/uL to <450/uL, >
°  450/ul
d Baseline clinic visit FENO group: < 25ppb, > 25ppb
®  Baseline clinic visit FENO group: <25ppb, 25 to <50ppb, 250ppb
®  Baseline (Any) specific IgE status (FEIA): Any FEIA positive, All FEIA negative,

®  Unknown FEIA

—  “Any FEIA positive” requires 1 or more specific IgE panels using fluorescent

enzyme immunoassay (FEIA) to be positive. Provided that at least one IgE panel is

positive, no further requirement is made for data on all 12 panels to be available.

—  All FEIA negative” requires all 12 specific IgE panels to be negative. If there are
fewer than 12 panels with data available and none of these is positive, then
IgE status is considered “Unknown FEIA”.

—  Positive is defined as a value 20.35 kU/L.

* Baseline perennial specific IgE status (FEIA): Any perennial FEIA positive, All

®  perennial FEIA negative, Unknown perennial FEIA

—  “Any perennial FEIA positive” requires 1 or more specific IgE (FEIA) panels to
be positive. Provided that at least one IgE panel is positive, no further
requirement is made for data on all 8 panels to be available.

—  “All perennial FEIA negative” requires all 8 specific IgE panels to be negative.
If there are fewer than 8 panels with data available and none of these is
positive, then IgE status is considered “Unknown perennial FEIA”.

—  Positive is defined as a value 20.35 kU/L.

— The 8 panels include: American Cockroach, Cat Dander, D. farina,
D.pteronyssinus, Dog Dander, German Cockroach, Mould Mix, Oriental
Cockroach.

®  Baseline specific IgE status (FEIA): Any seasonal FEIA positive, All seasonal FEIA negative,
Unknown seasonal FEIA

—  “Any seasonal FEIA positive” requires 1 or more specific IgE (FEIA) panels to be
positive. Provided that at least one IgE panel is positive, no further
requirement is made for data on all 4 panels to be available.

—  “All seasonal FEIA negative” requires all 4 specific IgE panels to be negative. If
there are fewer than 4 panels with data available and none of these is positive,
then IgE status is considered “Unknown seasonal FEIA”.

- Positive is defined as a value >0.35 kU/L.

- The 4 panels include: Grass Mix Pollen, Silver Birch Pollen, Weed Mix Pollen,
Japanese Cedar.

®  Daily OCS dose at baseline: (<10 mg versus >10 mg prednisone or prednisolone)
®  Age category: age (218 to <65) and age (265)

® Gender: Male/Female

®  Race: White, Black or African American, Asian, Native Hawaiian or Other Pacific
®  slander, American Indian or Alaska Native, Other

®  Baseline body mass index (BMI): <18.5 kg/m2 18.5 to <25.0 kg/m2, 25.0 to <30.0 kg/m2 230.0
kg/m2
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Primary, secondary and 1. Percent Change From Baseline in FEV1 at Week 12: HEos-ITT Population
[ Time Frame: Baseline, Week 12 JFEV1 was the volume of air exhaled in the first second of a

exploratory endpoints o ]
forced expiration as measured by spirometer.

2. Percent Change From Baseline in FEV1 at Week 12: ITT Population [ Time Frame: Baseline,
Week 12 ] FEV1 was the volume of air exhaled in the first second of a forced expiration as
measured by spirometer.

3. Annualized Event Rate of Severe Exacerbation During The Treatment Period: HEos-ITT
Population Time Frame: Baseline to Week 24 ] A severe exacerbation was defined as a
deterioration of asthma requiring: use of systemic corticosteroids for >=3 days; or
hospitalization or emergency room visit because of asthma, requiring systemic
corticosteroids. Annualized event rate was the total number of exacerbations that occurred
during the treatment period divided by the total number of participant-years treated.

4. Annualized Event Rate of Severe Exacerbation During The Treatment Period: ITT Population
[ Time Frame: Baseline to Week 24 ] A severe exacerbation was defined as a deterioration of
asthma requiring: use of systemic corticosteroids for >=3 days; or hospitalization or
emergency room visit because of asthma, requiring systemic corticosteroids. Annualized
event rate was the total number of exacerbations that occurred during the treatment period
divided by the total number of participant-years treated.

5. Time to First Severe Exacerbation: Kaplan-Meier Estimates at Week 12 and 24: HEos-ITT
Population [ Time Frame: Baseline up to Week 24 ] The time to first severe exacerbation
was defined as the time from the date of first dose to the date of the first severe
exacerbation event. For participants who had no severe exacerbation on or before last dose
date + 14 days, it was censored at the date of last dose date + 14 days. The median time to
first severe exacerbation was not estimated because the number of severe exacerbations
was too low in the Dupilumab arms. Therefore, alternative Kaplan-Meier statistics, the
probability of severe exacerbation at Week 12 and 24, are presented as the descriptive
measure statistics.

6. Time to First Severe Exacerbation: Kaplan-Meier Estimates at Week 12 and 24: ITT
Population [ Time Frame: Baseline up to Week 24 ] The time to first severe exacerbation was
defined as the time from the date of first dose to the date of the first severe exacerbation
event. For participants who had no severe exacerbation on or before last dose date + 14
days, it was censored at the date of last dose date + 14 days. The median time to first severe
exacerbation was not estimated because the number of severe exacerbations was too low in
the Dupilumab arms. Therefore, alternative Kaplan-Meier statistics, the probability of severe
exacerbation at Week 12 and 24, are presented as the descriptive measure statistics.

7. Annualized Event Rate of Loss of Asthma Control (LOAC) During The Treatment Period: HEos-
ITT Population [ Time Frame: Baseline to Week 24 ] LOAC was defined as any of the
following: >=6 additional reliever puffs of salbutamol/albuterol or
levosalbutamol/levalbuterol in a 24-hour period (compared to baseline) on 2 consecutive
days; increase in inhaled corticosteroid (ICS) >=4 times the dose at randomization; use of
systemic corticosteroids for >=3 days; hospitalization or emergency room visit because of
asthma, requiring systemic corticosteroids. Annualized event rate was the total number of
LOAC that occurred during the treatment period divided by the total number of participant-
years treated.

8. Annualized Event Rate of LOAC During The Treatment Period: ITT Population
[ Time Frame: Baseline to Week 24 ] LOAC was defined as any of the following: >=6
additional reliever puffs of salbutamol/albuterol or levosalbutamol/levalbuterol in a 24-hour
period (compared to baseline) on 2 consecutive days; increase in ICS >=4 times the dose at
randomization; use of systemic corticosteroids for >=3 days; hospitalization or emergency
room visit because of asthma, requiring systemic corticosteroids. Annualized event rate was
the total number of LOAC that occurred during the treatment period divided by the total
number of participant-years treated.

9. Time to First LOAC Event: Kaplan-Meier Estimates at Week 12 and Week 24: HEos-ITT
Population [ Time Frame: Baseline up to Week 24 ] The time to first LOAC event was defined
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as the time from the date of first dose to the date of the first LOAC event. For participants
who had no LOAC event on or before last dose date + 14 days, it was censored at the date of
last dose date + 14 days. The median time to first LOAC was not estimated because the
number of LOAC was too low in the Dupilumab arms. Therefore, alternative Kaplan-Meier
statistics, the probability of LOAC at Week 12 and 24, are presented as the descriptive
measure statistics.

Time to First LOAC Event: Kaplan-Meier Estimates at Week 12 and Week 24: ITT Population

[ Time Frame: Baseline up to Week 24 ] The time to first LOAC event was defined as the time
from the date of first dose to the date of the first LOAC event. For participants who had no
LOAC event on or before last dose date + 14 days, it was censored at the date of last dose
date + 14 days. The median time to first LOAC was not estimated because the number of
LOAC was too low in the Dupilumab arms. Therefore, alternative Kaplan-Meier statistics, the
probability of LOAC at Week 12 and 24, are presented as the descriptive measure statistics.

Change From Baseline in Morning Asthma Symptom Score at Week 12: HEos-ITT Population
[ Time Frame: Baseline, Week 12 ] Morning asthma symptom score was determined using
AM (ante meridiem) symptom scoring system which evaluated participant's overall asthma
symptoms experienced during the night. It ranged from 0 to 4 as: 0 = No asthma symptoms,
slept through the night, 1= Slept well, but some complaints in the morning, no night-time
awakenings, 2= Woke up once because of asthma (including early awakening), 3= Woke up
several times because of asthma (including early awakening), 4= Bad night, awake most of
the night because of asthma.

Change From Baseline in Morning Asthma Symptom Score at Week 12: ITT Population

[ Time Frame: Baseline, Week 12 ] Morning asthma symptom score was determined using
AM symptom scoring system which evaluated participant's overall asthma symptoms
experienced during the night. It ranged from 0 to 4 as: 0 = No asthma symptoms, slept
through the night, 1= Slept well, but some complaints in the morning, no night-time
awakenings, 2= Woke up once because of asthma (including early awakening), 3= Woke up
several times because of asthma (including early awakening), 4= Bad night, awake most of
the night because of asthma.

Change From Baseline in Evening Asthma Symptom Score at Week 12: HEos-ITT Population

[ Time Frame: Baseline, Week 12 ] Evening asthma symptom score was determined using
PM (post meridiem) symptom scoring system which evaluated participant's overall asthma
symptoms experienced during the day. It ranged from 0 to 4 as: O=very well, no asthma
symptoms, 1=one episode of wheezing, cough, or breathlessness, 2=more than one episode
of wheezing, cough, or breathlessness without interference of normal activities,
3=wheezing, cough, or breathlessness most of the day, which interfered to some extent with
normal activities, 4=asthma very bad, unable to carry out daily activities as usual.

Change From Baseline in Evening Asthma Symptom Score at Week 12: ITT Population

[ Time Frame: Baseline, Week 12 ] Evening asthma symptom score was determined using
PM symptom scoring system which evaluated participant's overall asthma symptoms
experienced during the day. It ranged from 0 to 4 as: O=very well, no asthma symptom:s,
1=one episode of wheezing, cough, or breathlessness, 2=more than one episode of
wheezing, cough, or breathlessness without interference of normal activities, 3=wheezing,
cough, or breathlessness most of the day, which interfered to some extent with normal
activities, 4=asthma very bad, unable to carry out daily activities as usual.

Change From Baseline in Asthma Control Questionnaire 5-item Version (ACQ-5) Score at
Week 12: HEos-ITT Population [ Time Frame: Baseline, Week 12 ] The ACQ-5 has 5 questions,
reflecting the top-scoring five asthma symptoms: woken at night by symptoms, wake in the
mornings with symptoms, limitation of daily activities, shortness of breath and wheeze.
Participants were asked to recall how their asthma had been during the previous week and
to respond to each of the five symptom questions on a 7-point scale ranged from 0 (no
impairment) to 6 (maximum impairment). ACQ-5 total score was mean of the scores of all 5
questions and, therefore, ranged from 0O (totally controlled) to 6 (severely uncontrolled).
Higher score indicated lower asthma control.
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Primary, secondary and 1. Annualized Rate of Severe Exacerbation Events During The 52-Week Treatment
Period: Intent-to-Treat (ITT) Population [ Time Frame: Baseline to Week 52 ] A severe
exacerbation was defined as a deterioration of asthma requiring: use of systemic
corticosteroids for >=3 days; or hospitalization or emergency room visit because of
asthma, requiring systemic corticosteroids. Annualized event rate was the total
number of exacerbations that occurred during the treatment period divided by the
total number of participant-years treated.

exploratory endpoints

2. Absolute Change From Baseline in Pre-Bronchodilator Forced Expiratory Volume in 1
Second (FEV1) at Week 12: ITT Population [ Time Frame: Baseline, Week 12 ] FEV1
was the volume of air exhaled in the first second of a forced expiration as measured
by spirometer.

3.  Percent Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT Population
[ Time Frame: Baseline, Week 12 ] FEV1 was the volume of air exhaled in the first
second of a forced expiration as measured by spirometer.

4. Annualized Rate of Severe Exacerbation Events During The 52-Week Treatment
Period: ITT Population With Baseline Eosinophil >=0.15 Giga/L [ Time Frame: Baseline
to Week 52 ]A severe exacerbation was defined as a deterioration of asthma
requiring: use of systemic corticosteroids for >=3 days; or hospitalization or
emergency room visit because of asthma, requiring systemic corticosteroids.
Annualized event rate was the total number of exacerbations that occurred during
the treatment period divided by the total number of participant-years treated.

5. Absolute Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT
Population With Baseline Eosinophil >=0.15 Giga/L [ Time Frame: Baseline, Week
12 JFEV1 was the volume of air exhaled in the first second of a forced expiration as
measured by spirometer.

6. Annualized Rate of Severe Exacerbation Events During The 52-Week Treatment
Period: ITT Population With Baseline Eosinophil >=0.3 Giga/L [ Time Frame: Baseline
to Week 52 ]A severe exacerbation was defined as a deterioration of asthma
requiring: use of systemic corticosteroids for >=3 days; or hospitalization or
emergency room visit because of asthma, requiring systemic corticosteroids.
Annualized event rate was the total number of exacerbations that occurred during
the treatment period divided by the total number of participant-years treated.

7. Absolute Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT
Population With Baseline Eosinophil >=0.3 Giga/L [ Time Frame: Baseline, Week
12 JFEV1 was the volume of air exhaled in the first second of a forced expiration as
measured by spirometer.

8. Annualized Rate of Severe Exacerbation Events During The 52-Week Treatment
Period: ITT Population With Baseline Eosinophil <0.3 Giga/L [ Time Frame: Baseline to
Week 52 ]A severe exacerbation was defined as a deterioration of asthma requiring:
use of systemic corticosteroids for >=3 days; or hospitalization or emergency room
visit because of asthma, requiring systemic corticosteroids. Annualized event rate
was the total number of exacerbations that occurred during the treatment period
divided by the total number of participant-years treated.

9. Annualized Rate of Severe Exacerbation Events During The 52-Week Treatment
Period: ITT Population With High Dose ICS at Baseline [ Time Frame: Baseline to Week
52 ]A severe exacerbation was defined as a deterioration of asthma requiring: use of
systemic corticosteroids for >=3 days; or hospitalization or emergency room visit
because of asthma, requiring systemic corticosteroids. Annualized event rate was the
total number of exacerbations that occurred during the treatment period divided by
the total number of participant-years treated.

10. Absolute Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT
Population With High Dose ICS at Baseline [ Time Frame: Baseline, Week 12 JFEV1
was the volume of air exhaled in the first second of a forced expiration as measured
by spirometer.
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Change From Baseline in Asthma Quality of Life Questionnaire With Standardized
Activities (AQLQ [S]) Self-Administered Global Score at Week 24: ITT Population

[ Time Frame: Baseline, Week 24 ]The AQLQ is a disease-specific, self-administered
quality of life questionnaire designed to measure functional impairments that are
most important to participants with asthma. The AQLQ comprises of 32 items in 4
domains: symptoms (12 items), activity limitation (11 items), emotional function (5
items), environmental stimuli (4 items). Each item is scored on a 7-point likert scale
(1=maximal impairment, 7=no impairment). The 32 items of the questionnaire are
averaged to produce one overall quality of life score ranging from 1 (severely
impaired) to 7 (not impaired at all). Higher scores indicate better quality of life.

Change From Baseline in AQLQ (S) Self- Administered Global Score at Week 24: ITT
Population With Baseline Eosinophil >=0.3 Giga/L [ Time Frame: Baseline, Week

24 ]The AQLQ is a disease-specific, self-administered quality of life questionnaire
designed to measure functional impairments that are most important to participants
with asthma. The AQLQ comprises of 32 items in 4 domains: symptoms (12 items),
activity limitation (11 items), emotional function (5 items), environmental stimuli (4
items). Each item is scored on a 7-point likert scale (1=maximal impairment, 7=no
impairment). The 32 items of the questionnaire are averaged to produce one overall
quality of life score ranging from 1 (severely impaired) to 7 (not impaired at all).
Higher scores indicate better quality of life.

Change From Baseline in Asthma Control Questionnaire 5-item Version (ACQ-5) Score
at Week 24: ITT Population [ Time Frame: Baseline, Week 24 ]The ACQ-5 has 5
questions, reflecting the top-scoring five asthma symptoms: woken at night by
symptoms, wake in the mornings with symptomes, limitation of daily activities,
shortness of breath and wheeze. Participants were asked to recall how their asthma
had been during the previous week and to respond to each of the five symptom
questions on a 7-point scale ranged from 0 (no impairment) to 6 (maximum
impairment). ACQ-5 total score was mean of the scores of all 5 questions and,
therefore, ranged from O (totally controlled) to 6 (severely uncontrolled). Higher
score indicated lower asthma control.

Annualized Rate of Severe Exacerbation Events Resulting in Hospitalization or
Emergency Room Visit During The 52-Week Treatment Period: ITT Population

[ Time Frame: Baseline to Week 52 ]A severe exacerbation was defined as a
deterioration of asthma requiring: use of systemic corticosteroids for >=3 days; or
hospitalization or emergency room visit because of asthma, requiring systemic
corticosteroids. Annualized event rate was the total number of exacerbations
(resulted hospitalization or emergency room visit) that occurred during the treatment
period divided by the total number of participant-years treated.

Absolute Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT
Population With Baseline Eosinophil <0.3 Giga/L [ Time Frame: Baseline, Week

12 JFEV1 was the volume of air exhaled in the first second of a forced expiration a
measured by spirometer.

Percent Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT Population
With Baseline Eosinophil >=0.3 Giga/L [ Time Frame: Baseline, Week 12 JFEV1 was the
volume of air exhaled in the first second of a forced expiration as measured by
spirometer.

Percent Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT Population
With High Dose ICS at Baseline [ Time Frame: Baseline, Week 12 JFEV1 was the
volume of air exhaled in the first second of a forced expiration as measured by
spirometer.

Percent Change From Baseline in Pre-Bronchodilator FEV1 at Week 12: ITT Population
With Baseline Eosinophil >=0.15 Giga/L [ Time Frame: Baseline, Week 12 JFEV1 was
the volume of air exhaled in the first second of a forced expiration as measured by
spirometer.
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Absolute Change From Baseline in Pre-Bronchodilator FEV1 at Weeks 2, 4, 8, 24, 36,
and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 24, 36, and 52 JFEV1
was the volume of air exhaled in the first second of a forced expiration as measured
by spirometer.

Percent Change From Baseline in Pre-Bronchodilator FEV1 at Weeks 2, 4, 8, 24, 36,
and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 24, 36, and 52 JFEV1
was the volume of air exhaled in the first second of a forced expiration as measured
by spirometer.

Change From Baseline in Percent Predicted FEV1 at Weeks 2, 4, 8, 12, 24, 36, and 52:
ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and 52 ]JFEV1 was
the volume of air exhaled in the first second of a forced expiration as measured by
spirometer.

Change From Baseline in Morning (AM)/Evening (PM) Peak Expiratory Flow (PEF) at
Weeks 2, 4, 8, 12, 24, 36, and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4,
8,12, 24, 36, and 52 ]The PEF is a participant's maximum speed of expiration, as
measured with a peak flow meter. Peak flow testing for PEF was performed at home
(morning and evening) while sitting or standing prior to using any medication (if
needed) for asthma.

Change From Baseline in Forced Vital Capacity (FVC) at Weeks 2, 4, 8, 12, 24, 36, and
52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and 52 JFVCis a

standard pulmonary function test used to quantify respiratory muscle weakness. FVC
is the volume of air that can forcibly be blown out after full inspiration in the upright
position, measured in liters.

Change From Baseline in Forced Expiratory Flow (FEF) 25-75% at Weeks 2, 4, 8, 12,
24,36, and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and
52 JFEF is the amount of air which can be forcibly exhaled from the lungs in the first
second of a forced exhalation. FEF25-75% is defined as the mean forced expiratory
flow between the 25% and 75% of the FVC.

Change From Baseline in Post-Bronchodilator FEV1 at Weeks 2, 4, 8, 12, 24, 36, and
52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and 52 JFEV1 was
the volume of air exhaled in the first second of a forced expiration as measured by
spirometer.

Annualized Rate of Loss of Asthma Control (LOAC) Event During The 52-Week
Treatment Period: ITT Population [ Time Frame: Baseline to Week 52 ]JLOAC was
defined as any of the following: >=6 additional reliever puffs of salbutamol/albuterol
or levosalbutamol/levalbuterol in a 24-hour period (compared to baseline) on 2
consecutive days; increase in ICS >=4 times the dose at randomization; use of
systemic corticosteroids for >=3 days; hospitalization or emergency room visit
because of asthma, requiring systemic corticosteroids. Annualized event rate was the
total number of LOAC that occurred during the treatment period divided by the total
number of participant-years treated.

Time to First Severe Exacerbation Event: Kaplan-Meier Estimates During The 52-Week
Treatment Period: ITT Population [ Time Frame: Baseline up to Week 52 ]The time to
first severe exacerbation was defined as follows: date of the first event -
randomization date +1. For participants who had no event on or before Visit 18
(Week 52) or last contact date, the time was censored at the date of Visit 18 or the
last contact date, whichever was earlier. The median time to first severe exacerbation
was not estimated; therefore, the probability of severe exacerbation at Weeks 12, 24,
36, and 52, are presented as the descriptive statistics.

Time to First LOAC Event: Kaplan-Meier Estimates During The 52-Week Treatment
Period: ITT Population [ Time Frame: Baseline up to Week 52 ]The time to first LOAC
event was defined as follows: date of the first event - first dose date +1. For
participants who had no event on or before last dose date + 14 days or last contact
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date, the time was censored at the last dose date + 14 days or the last contact date,
whichever was earlier.

Change From Baseline in ACQ-5 Score at Weeks 2, 4, 8, 12, 36, and 52: ITT Population
[ Time Frame: Baseline, Weeks 2, 4, 8, 12, 36, and 52 ]The ACQ-5 has 5 questions,
reflecting the top-scoring five asthma symptoms: woken at night by symptoms, wake
in the mornings with symptoms, limitation of daily activities, shortness of breath and
wheeze. Participants were asked to recall how their asthma had been during the
previous week and to respond to each of the five symptom questions on a 7-point
scale ranged from 0 (no impairment) to 6 (maximum impairment). ACQ-5 total score
was mean of the scores of all 5 questions and, therefore, ranged from 0O (totally
controlled) to 6 (severely uncontrolled). Higher score indicated lower asthma control.

Change From Baseline in Asthma Control Questionnaire 7-item Version (ACQ-7) Score
at Weeks 2, 4, 8, 12, 24, 36, and 52: ITT Population [ Time Frame: Baseline, Weeks 2,
4,8,12,24,36,and 52 ]The ACQ-7 has 7 questions, the first 5 questions assess the
most common asthma symptoms: woken at night by symptoms, wake in the
mornings with symptoms, limitation of daily activities, shortness of breath and
wheeze plus short-acting bronchodilator use, and FEV1 (pre-bronchodilator %
predicted). Participants were asked to recall how their asthma had been during the
previous week and to respond to each of the five symptom questions on a 7-point
scale ranged from 0 (no impairment) to 6 (maximum impairment). Clinic staff scored
the FEV1% predicted on a 7-point scale. The questions were equally weighted and the
ACQ-7 total score was mean of the scores of all 7 questions and, therefore, ranged
from O (totally controlled) to 6 (severely uncontrolled). Higher score indicated lower
asthma control.

Change From Baseline in Morning Asthma Symptom Score at Weeks 2, 4, 8, 12, 24,
36, and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and

52 ]Morning asthma symptom score was determined using AM (ante meridiem)
symptom scoring system which evaluated participant's overall asthma symptoms
experienced during the night. It ranged from 0 to 4 as: 0= No asthma symptoms, slept
through the night, 1= Slept well, but some complaints in the morning, no night time
awakenings, 2= Woke up once because of asthma (including early awakening), 3=
Woke up several times because of asthma (including early awakening), 4= Bad night,
awake most of the night because of asthma.

Change From Baseline in Evening Asthma Symptom Score at Weeks 2, 4, 8, 12, 24, 36,
and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36, and

52 JEvening asthma symptom score was determined using PM (post meridiem)
symptom scoring system which evaluated participant's overall asthma symptoms
experienced during the day. It ranged from 0 to 4 as: O=very well, no asthma
symptoms, 1=one episode of wheezing, cough, or breathlessness, 2=more than one
episode of wheezing, cough, or breathlessness without interference of normal
activities, 3=wheezing, cough, or breathlessness most of the day, which interfered to
some extent with normal activities, 4=asthma very bad, unable to carry out daily
activities as usual.

Change From Baseline in Number of Nocturnal Awakenings Per Night at Weeks 2, 4,
8,12, 24, 36, and 52: ITT Population [ Time Frame: Baseline, Weeks 2, 4, 8, 12, 24, 36,
and 52 ]Participants recorded every morning on awakening the number of asthma-
related nocturnal awakenings requiring use of rescue medication that occurred
during the previous night.

Change From Baseline in Number of Puffs of Daily Reliever Medication Used Per 24
Hours at Weeks 2, 4, 8, 12, 24, 36, and 52: ITT Population [ Time Frame: Baseline,
Weeks 2, 4, 8, 12, 24, 36, and 52 ]Participants might administered
salbutamol/albuterol or levosalbutamol/levalbuterol as reliever medication as
needed during the study. The number of salbutamol/albuterol or
levosalbutamol/levalbuterol inhalations were recorded daily by the participants in an
electronic diary/peak expiratory flow (PEF) meter. In the case that Nebulizer solutions

Side 278/348

Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



35.

36.

37.

38.

39.

> Medicinradet

were used as an alternative delivery method, the nebulizer dose was converted to
number of puffs as per following conversion factor: saloutamol/albuterol nebulizer
solution (2.5 mg) corresponds to 4 puffs.

Change From Baseline in AQLQ (S) Self-Administered Global Score at Weeks 12, 36,
and 52: ITT Population [ Time Frame: Baseline, Weeks 12, 36, and 52 ]JThe AQLQ is a
disease-specific, self-administered quality of life questionnaire designed to measure
functional impairments that are most important to participants with asthma. The
AQLQ comprises of 32 items in 4 domains: symptoms (12 items), activity limitation
(11 items), emotional function (5 items), environmental stimuli (4 items). Each item is
scored on a 7-point likert scale (1=maximal impairment, 7=no impairment). The 32
items of the questionnaire are averaged to produce one overall quality of life score
ranging from 1 (severely impaired) to 7 (not impaired at all). Higher scores indicate
better quality of life.

Change From Baseline in European Quality of Life Working Group Health Status
Measure 5 Dimensions, 5 Levels (EQ-5D-5L) Scores at Weeks 12, 24, 36, and 52: ITT
Population [ Time Frame: Baseline, Weeks 12, 24, 36, and 52 ]JEQ-5D-5L is a
standardized health-related quality of life questionnaire developed by EuroQol Group
in order to provide a simple, generic measure of health for clinical and economic
appraisal. EQ-5D consists of EQ-5D descriptive system and EQ visual analogue scale
(VAS). EQ-5D descriptive system comprises of 5 dimensions: mobility, self-care, usual
activities, pain/discomfort and anxiety/depression. Each dimension has 5 levels: no
problems, slight problems, moderate problems, severe problems, and extreme
problems. The 5D-5L systems are converted into a single index utility score between 0
to 1, where higher score indicates a better health state. EQ-5D-5L-VAS records
participant's self-rated health on a vertical VAS that allows them to indicate their
health state that can range from 0 (worst imaginable) to 100 (best imaginable).

Change From Baseline in Hospital Anxiety and Depression Scale (HADS) Total Score at
Weeks 12, 24, 36, and 52: ITT Population [ Time Frame: Baseline, Weeks 12, 24, 36,
and 52 ]The HADS is a general scale to detect states of anxiety and depression already
used and validated in asthma, which includes HADS-A and HADS-D subscales. The
instrument is comprised of 14 items: 7 related to anxiety (HADS-A) and 7 to
depression (HADS-D). Each item on the questionnaire is scored from 0-3. The
anxiety/depression score is the sum of the scores of the 7 related items; one can
score between 0 and 21 for either anxiety or depression. And the total score is the
sum of the scores of the 14 items ranging from 0 (no symptoms) to 42 (severe
symptoms), with higher scores indicating higher anxiety/depression complains.

Change From Baseline in 22-Item Sino Nasal Outcome Test (SNOT-22) Score at Weeks
12, 24, 36, and 52: ITT Population With Bilateral Nasal Polyposis/Chronic
Rhinosinusitis [ Time Frame: Baseline, Weeks 12, 24, 36, and 52 ][The SNOT-22 is a
validated measure of health related quality of life in sinonasal disease. It is a 22 item
questionnaire with each item assigned a score ranging from 0-5. The total score may
range from 0 (no disease) -110 (worst disease), lower scores represent better health
related quality of life.

Change From Baseline in Standardized Rhinoconjunctivitis Quality Of Life
Questionnaire, Ages 12+ (RQLQ[S]+12) Score at Weeks 12, 24, 36, and 52: ITT
Population With Comorbid Allergic Rhinitis [ Time Frame: Baseline, Weeks 12, 24, 36,
and 52 JRQLQ(S)+12 is a self-administered questionnaire with standardized activities
developed to measure health-related quality of life signs and symptoms that are most
problematic in those 12 to 75 years of age, as a result of perennial or seasonal allergic
rhinitis. There are 28 items on RQLQ(S) in 7 domains: activities (3 items), sleep (3
items), non-nose/eye symptoms (7 items), practical problems (3 items), nasal
symptoms (4 items), eye symptoms (4 items) and emotional (4 items). RQLQ(S)+12
responses are based on 7-point likert scale with responses ranging from 0 (not
troubled) to 6 (extremely troubled). Individual items within RQLQ(S)+12 are equally
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Percentage Reduction From Baseline in Oral Corticosteroids (OCS) Dose at Week 24 While
Maintaining Asthma Control [ Time Frame: Baseline, Week 24 ]Percentage reduction of OCS
dose was calculated as (optimized OCS dose [mg/day] at baseline - final OCS dose at Week
24)/optimized OCS dose at baseline x 100. Result is presented as Least Squares Mean
(Standard Error) percentage reduction from baseline derived from ANCOVA model with
missing data multiply imputed.

Supplementary Presentation of Primary Outcome Measure Data: Median Percentage
Reduction From Baseline in Oral Corticosteroids Dose at Week 24 While Maintaining Asthma
Control [ Time Frame: Baseline, Week 24 ]The Primary Outcome Measure (Percentage
Reduction From Baseline in Oral Corticosteroids Dose at Week 24 While Maintaining Asthma
Control) is summarized above, as LS Mean (SE). Table below provides a supplementary
presentation of the Primary Outcome Measure data; result is presented as median (inter-
quartile range). Percentage reduction of OCS dose was calculated as (optimized OCS dose
[mg/day] at baseline - final OCS dose at Week 24)/optimized OCS dose at baseline x 100.
Secondary Outcome Measures :

Primary, secondary and
exploratory endpoints

Percentage of Participants Achieving >= 50% Reduction in Oral Corticosteroids Dose at Week
24 While Maintaining Asthma Control [ Time Frame: Week 24 ]Participants were classified
according to the binary status of whether or not the 50% OCS dose reduction criterion was
achieved at week 24.

Percentage of Participants Achieving a Reduction in Oral Corticosteroids Dose to <5 mg/Day at
Week 24 While Maintaining Asthma Control [ Time Frame: Week 24 ]Participants were
classified according to the binary status of whether or not the reduction of OCS dose to <5
mg/day was achieved at Week 24.

Percentage of Participants Achieving Maximum Possible Reduction in Oral Corticosteroids
Dose Per Protocol at Week 24 While Maintaining Asthma Control [ Time Frame: Week 24 ]For
all participants except those with baseline OCS dose at 35 mg/day, the maximum possible
reduction corresponds to reduction to 0 mg/day (no longer requiring OCS). For participants
starting with 35 mg/day at baseline, the maximum possible reduction is 32.5 mg/day (i.e.
minimum dose per protocol is 2.5 mg).

Percentage of Participants Who No Longer Required Oral Corticosteroids Dose at Week 24
While Maintaining Asthma Control [ Time Frame: Week 24 ]Participants were classified
according to the binary status of whether or not the participant still required OCS at Week 24
while maintaining asthma control.Absolute Reduction From Baseline in Oral Corticosteroids
Dose at Week 24 While Maintaining Asthma Control [ Time Frame: Baseline and Week

24 1Absolute reduction was calculated by subtracting Week 24 value from baseline value.
Other Outcome Measures:

Annualized Rate of Severe Exacerbation Events During The 24-Week Treatment Period

[ Time Frame: Baseline to Week 24 ]A severe asthma exacerbation event was defined as a
deterioration of asthma during the 24-week treatment period requiring: use of systemic
corticosteroids for >=3 days (at least double the dose currently used); and/or hospitalization
related to asthma symptoms or emergency room visit because of asthma requiring
intervention with a systemic corticosteroid treatment. Annualized event rate was the total
number of exacerbations that occurred during the treatment period divided by the total
number of participant-years treated.

Change From Baseline in Pre-Bronchodilator Forced Expiratory Volume in 1 Second (FEV1) at
Weeks 12 and 24 [ Time Frame: Baseline, Week 12 and Week 24 JFEV1 was the volume of air
exhaled in the first second of a forced expiration as measured by spirometer.

Change From Baseline in Asthma Control Questionnaire 5-Question Version (ACQ-5) Score at
Weeks 2, 4, 8, 12, 16, 20, and 24 [ Time Frame: Baseline and at Weeks 2, 4, 8, 12, 16, 20, and
24 1The ACQ-5 has 5 questions, reflecting top-scoring 5 asthma symptoms: woken at night by
symptoms, wake in mornings with symptoms, limitation of daily activities, shortness of breath
and wheeze. Participants were asked to recall how their asthma had been during previous
week and to respond to each of 5 symptom questions on a 7-point scale ranged from 0 (no
_impairment) to 6 (maximum impairment). ACQ-5 total score was mean of scores of all 5
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Data are presented for 200 mg dupilumab q2w vs placebo, except for the VENTURE study (300 mg dupilumab g2w vs placebo). References in italics
are secondary publications of the primary reference above.
Severe asthma was an inclusion criterion for the VENTURE study (Rabe 2018); the proportion of subjects with severe asthma was not reported in the

other studies. @ or equivalent 2nd controller; b median (range) in both the dupilumab and placebo groups
Baseline characteristics has been adopted from dupilumab application to Medicine Council February 2020.

Comparability of patients across studies

Heterogeneity across studies in the ITC where observed across studies. Subgroup analysis and sensitivity analysis where
performed to investigate the impact. Subgroup analyses focused on blood eosinophil count, FeNO level, number of
exacerbations, and presence of allergic asthma was performed with more similar patient characteristics.

Based on the feasibility assessment and KEE feedback, differences in study characteristics were noted for studies
informing the comparisons between tezepelumab and relevant biologics. Sensitivity analyses were conducted to assess
the impact of removing such studies on NMA results. In addition, placebo response rates were compared across studies,
as differences in placebo response may reflect important differences in measured and unmeasured confounders across
study populations. Adjustment for differences in placebo response via meta-regression was considered since it can serve
as a statistically efficient approach to account for cross trial differences.(73) For change from baseline in OCS dose,
results from intermediate time-points in SOURCE [2020](26) were considered to account for any differences in
assessment time-points.

Although the impact of these sources of heterogeneity was explored in subgroup and sensitivity analyses, NMA based
on aggregate data is limited in its ability to fully adjust for potential treatment effect modifiers that may introduce bias
in estimates of comparative efficacy. Hence, the results of ITC analyses leveraging IPD, including MAIC and STC, should
also be considered when assessing the comparative efficacy of tezepelumab against other biologics used for moderate-
to-severe asthma. More information regarding this can be shared upon request.

Comparability of the study populations with Danish patients eligible for treatment
Study populations are considered comparable to the Danish patients eligible for treatment.
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Footnotes: Colour coding used only to differentiate results from each trial. Patients were counted once for each category regardless of the number of events. 2One patient treated with teze 70 mg + SoC died due to an
event of cerebrovascular accident; this death was judged by the investigator as being related to investigational product. ®A serious adverse event was defined as an event that resulted in death, was life threatening,
required inpatient hospitalisation or prolongation of existing hospitalisation, resulted in persistent or clinically significant disability or incapacity, was an important medical event, or resulted in a congenital anomaly
or resulted in a birth defect (in the offspring of the patient). °Shown are the five most commonly occurring events in the group of patients who received tezepelumab in NAVIGATOR.

Abbreviations: PBO placebo; SAS safety analysis set; SoC standard of care; teze tezepelumab.
Sources PATHWAY Corren 2017;(30) NAVIGATOR AstraZeneca/Amgen Data on File 2021;(70) SOURCE AstraZeneca/Amgen Data on File 2021.(72)
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Adverse events of special interest (AESIs)

TSLP is a central regulator of the immune response to inhaled environmental insults.(74) By blocking TSLP at the top of the inflammatory cascade, tezepelumab has the
potential to suppress multiple inflammatory pathways and immune mechanisms, with a possible effect on the immune response to infectious agents. However, the
mechanisms by which tezepelumab suppresses inflammatory pathways remains unclear.(75) Therefore, the effect of treatment with tezepelumab + SoC on the incidence
of severe infections was of special interest. However, trial results show that the incidence of severe infections (defined as infections requiring treatment with systemic
antiviral medications, intravenous antibiotics, or medications for helminth parasitic infection; or infections requiring permanent treatment discontinuation) was low overall
and similar between the tezepelumab 210 mg Q4W + SoC and PBO Q4W + SoC groups in NAVIGATOR (46 [8.7%] and 44 [8.3%] patients, respectively) and in PATHWAY (4
[2.9%] and 4 [2.9%], respectively). (64, 76) In SOURCE, the incidence of severe infections in the on-treatment period was lower in the tezepelumab 210 mg Q4W + SoC
group (n=4 [5.4%]) than the PBO Q4W + SoC group (n=7 [9.2%]).7? Furthermore, an in vitro study on human cells demonstrated that tezepelumab therapy improves host
tolerance to viruses by decreasing inflammatory alarmins or cytokines without affecting anti-viral resistance.(75) The incidence of cancer did not differ between the
treatment groups in NAVIGATOR (n=4 in both groups, with one event being causally related to tezepelumab);(70) in SOURCE, there was one event of incidence of
malignancy reported in the tezepelumab 210 mg Q4W + SoC group (1/74 [1.4%]) and no events in the PBO Q4W + SoC group. The event was not considered to be causally
related to the treatment.(72) Injection site reactions occurred in 3.6% and 2.6% of patients treated with tezepelumab 210 mg Q4W + SoC and PBO Q4W + SoC, respectively,
in NAVIGATOR.(70) In SOURCE, no injection-site reactions were reported in the tezepelumab 210 mg Q4W + SoC group; one patient in the PBO Q4W + SoC group (1/76
[1.3%]) experienced three injection site reactions during the on-study period.(72)

Immunogenicity

At or after baseline, the anti-drug antibody (ADA) prevalence (defined as the proportion of patients who tested positive for ADA at any point in time) reported in the
NAVIGATOR trial was 26 (4.9%) and 44 (8.3%) in the tezepelumab 210 mg Q4W + SoC and PBO Q4W + SoC groups, respectively.® Similarly, in SOURCE, a total of five
(3.3%) patients were found to have ADAs at any time point (including baseline); this included three (4.1%) patients in the tezepelumab 210 mg Q4W + SoC group, and two
(2.6%) patients in the PBO Q4W + SoC group.(70) Presence of ADAs in both tezepelumab 210 mg Q4W + SoC- and PBO Q4W + SoC-treated patients indicated that the ADA
observations were likely not due to tezepelumab 210 mg Q4W + SoC treatment.(70)

Safety and tolerability conclusions

Across NAVIGATOR, PATHWAY and SOURCE, tezepelumab 210 mg Q4W + SoC demonstrated a favorable benefit/risk profile in severe, uncontrolled asthma patients with no
clinically meaningful differences in safety versus optimised SoC alone.(26, 30, 87) (30, 75, 79) Tezepelumab 210 mg Q4W + SoC was associated with low discontinuation rates;
furthermore, despite blocking TSLP at the top of the inflammatory cascade, treatment with tezepelumab 210 mg Q4W + SoC was not associated with any increase in the
incidence of severe infections. Tezepelumab 210 mg Q4W + SoC was also well tolerated, with a low ADA prevalence in patients treated with tezepelumab. (26, 27)
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Additionally, the results suggest that there are no clear differences between biologic comparators for any of the outcomes. However, these results should be interpreted with
caution given the extent of clinically important heterogeneity in patient populations and trial methods across studies.
The impact of these sources of heterogeneity was explored in subgroup analyses, showing advantages of Tezspire, especially in the reduction of AAER.

ITC feasibility assessment

NMA requires that the studies being assessed are clinically and methodologically (e.g., study design, population characteristics, outcome definitions) similar.(80) The similarity
between studies can impact the validity of the findings (i.e., failure to account for differences can lead to misleading comparisons of treatment effect).(73) Therefore, the RCTs
identified in the systematic literature review (3 tezepelumab and 36 comparator RCTs) were assessed for comparability. The full assessment included a review of study
characteristics, inclusion criteria, exclusion criteria, distribution of potential treatment effect modifiers, and outcome definitions.

In terms of study characteristics, key differences were observed for study phase, blinding, and type of comparator across studies. Specifically, all RCTs, except for five omalizumab
RCTs (Ayres [2004](54), NCT0056746 [2007](81), and EXALT [2011](47), Hoshino [2012](45), and QUALITX [2012](82)), were double-blinded and placebo-controlled. For inclusion
criteria, key differences were observed for blood eosinophil count, OCS use, skin prick test, and IgE levels. For treatment effect modifiers, key differences were also observed in
blood eosinophils and number of exacerbations in the past 12 months. Furthermore, RCTs designed to assess OCS-reduction exclusively enrolled patients that were OCS users,
whereas the percentage of OCS users in the remaining RCTs with available data ranged from 0% to 40%. Based on feedback from KEEs, the differences in blood eosinophils,
number of exacerbations, and OCS users were significant because they could impact the validity of NMA results. For outcome definitions, assessment time-points varied between
studies for all outcomes. The differences for AAER were considered important by KEEs therefore the analysis for this outcome accounted for variation in follow up time.

Conclusion

The NMAs presented in this report support the conclusion that biologic interventions for moderate-to-severe uncontrolled asthma are associated with significantly improved
AAER, AAER leading to hospitalization, ACQ score, FEV1, and OCS reduction as compared with placebo. Additionally, the results suggest that there are no clear differences between
biologic comparators for any of the outcomes. However, these results should be interpreted with caution given the extent of clinically important heterogeneity in patient
populations and trial methods across studies. Although the impact of these sources of heterogeneity was explored in subgroup and sensitivity analyses, NMA based on aggregate
data is limited in its ability to fully adjust for potential treatment effect modifiers that may introduce bias in estimates of comparative efficacy.

Side 315/348
Tezepelumab_finalapplication_SUA_AstraZeneca_August 2022



:"» Medicinridet

Appendix G — Extrapolation

There were no extrapolation done for the relative effects. The probability inputs were applied per cycle as a
cyclical probability throughout the model time horizon.

Appendix H — Literature search for HRQoL data

A literature search for HRQoL was not performed since the utility estimates for the health states “Uncontrolled
asthma” and “Controlled asthma” were derived from the NAVIGATOR and SOURCE trials. The utility decrements
for the exacerbations events were applied by published decrements by Lloyd et al. (2007). Since several
assessments of biologic treatments for patients with severe uncontrolled asthma have used the published utility
decrement by Lloyd et al, these decrements were assessed as the most propriate to also use in the Tezepelumab
cost-effectiveness analyses. See Section 8 for more details.

Appendix I Mapping of HRQoL data

As described in Section 8.3, EQ-5D-5L responses from the NAVIGATOR and SOURCE trials where each of the unique
health states were valued based on the Danish preference weights, published by Jansen et al.
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Controlled Exacerbation -> Uncontrolled 0,25000 0,07655 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,25000 0,04092 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,61607 0,04595 Beta
Asthma
Tezepelumab Controlled Asthma -> Uncontrolled Asthma  Tezepelumab 0,12081 0,02670 Beta
Post-Assessment
With OCS Controlled Asthma -> Controlled 0,03061 0,01151 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,14286 0,02645 Beta
Uncontrolled Asthma -> Uncontrolled 0,10426 0,01910 Beta
Exacerbation
Controlled Exacerbation -> Controlled 1,00000 0,00000 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,00000 0,00000 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,17647 0,09246 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,58824 0,11936 Beta
Asthma
Tezepelumab Controlled Asthma -> Uncontrolled Asthma  Tezepelumab 0,07988 0,00731 Beta
Post-Assessment
Without OCS Controlled Asthma -> Controlled 0,02650 0,00353 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,22396 0,01266 Beta
Uncontrolled Asthma -> Uncontrolled 0,08969 0,00715 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,78261 0,08601 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,21739 0,08601 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,31343 0,05667 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,62687 0,05909 Beta
Asthma
SoC Controlled Asthma -> Uncontrolled Asthma SoC 0,17424 0,03302 Beta
With OCS
Controlled Asthma -> Controlled 0,15909 0,03184 Beta

Exacerbation
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Uncontrolled Asthma -> Controlled Asthma 0,10630 0,01934 Beta
Uncontrolled Asthma -> Uncontrolled 0,15748 0,02286 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,68182 0,09930 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,22727 0,08935 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,15217 0,05296 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,67391 0,06912 Beta
Asthma
SoC Controlled Asthma -> Uncontrolled Asthma SoC 0,14910 0,01098 Beta
Without OCS
Controlled Asthma -> Controlled 0,07787 0,00826 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,17331 0,01048 Beta
Uncontrolled Asthma -> Uncontrolled 0,17101 0,01043 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,55556 0,04994 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,19192 0,03958 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,21724 0,02422 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,47931 0,02934 Beta
Asthma
SoC Controlled Asthma -> Uncontrolled Asthma SoC 0,17424 0,03302 Beta
With OCS 2nd year and
on Controlled Asthma -> Controlled 0,24189 0,07714 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,10630 0,01934 Beta
Uncontrolled Asthma -> Uncontrolled 0,23944 0,06186 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,68182 0,09930 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,22727 0,08935 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,15217 0,05296 Beta

Asthma
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Distribution SoC 0,836 0,050 Beta
Uncontrolled
With OCS Proportion A&E Visit Tezepelumab 0,000 0,000 Beta
SoC 0,055 0,031 Beta
Proportion Hospitalisation Tezepelumab 0,000 0,000 Beta
SoC 0,109 0,042 Beta
Distribution Proportion OCS Burst Tezepelumab 0,919 0,025 Beta
Uncontrolled
Without OCS SoC 0,860 0,018 Beta
Proportion A&E Visit Tezepelumab 0,073 0,023 Beta
SoC 0,056 0,012 Beta
Proportion Hospitalisation Tezepelumab 0,008 0,008 Beta
SoC 0,084 0,015 Beta
Duration OCS Burst Tezepelumab 1,29 0,14 Normal
Cost Component
Controlled SoC 1,27 0,15 Normal
(Weeks)
A&E Visit Tezepelumab 1,29 0,14 Normal
SoC 1,27 0,15 Normal
Hospitalisation Tezepelumab 1,14 0,14 Normal
SoC 3,06 1,08 Normal
Duration OCS Burst Tezepelumab 1,25 0,07 Normal
Cost Component
Uncontrolled SoC 1,23 0,05 Normal
(Weeks)
A&E Visit Tezepelumab 1,25 0,07 Normal
SoC 1,23 0,05 Normal
Hospitalisation Tezepelumab 1,64 0,34 Normal
SoC 2,90 0,58 Normal
Duration OCS Burst Tezepelumab 1,29 0,14 Normal
Utility Component
Controlled SoC 1,27 0,15 Normal
(Weeks)
A&E Visit Tezepelumab 1,29 0,14 Normal
SoC 1,27 0,15 Normal
Hospitalisation Tezepelumab 1,14 0,14 Normal
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SoC 0,186 0,059 Beta
Proportion with 75% - <90% Tezepelumab 0,056 0,038 Beta
SoC 0,047 0,032 Beta
Proportion with 90% - 100% Tezepelumab 0,583 0,082 Beta
(Discontinuation)
SoC 0,419 0,075 Beta
Dose Reduction Scaling All Medium
Adverse Event >0.0 - <0.5mg All 0,00629 0,00063 Beta
Prevalence
Type-2 Diabetes Mellitus 0.5-<2.5mg 0,01368 0,00137 Beta
2.5-<5.0mg 0,02005 0,00200 Beta
5.0-<7.5mg 0,02457 0,00246 Beta
7.5-<15.0mg 0,04235 0,00423 Beta
215.0mg 0,07950 0,00795 Beta
Adverse Event >0.0 - <0.5mg All 0,00200 0,00020 Beta
Prevalence
Osteoporosis 0.5 -<2.5mg 0,00660 0,00066 Beta
2.5-<5.0mg 0,01531 0,00153 Beta
5.0-<7.5mg 0,02043 0,00204 Beta
7.5 -<15.0mg 0,03319 0,00332 Beta
215.0mg 0,01176 0,00118 Beta
Adverse Event >0.0 - <0.5mg All 0,00136 0,00014 Beta
Prevalence
Glaucoma 0.5-<2.5mg 0,00281 0,00028 Beta
2.5-<5.0mg 0,00381 0,00038 Beta
5.0-<7.5mg 0,00759 0,00076 Beta
7.5-<15.0mg 0,00468 0,00047 Beta
215.0mg 0,01025 0,00102 Beta
Adverse Event >0.0 - <0.5mg All 0,00517 0,00052 Beta
Probability
Cataract 0.5 - <2.5mg 0,01205 0,00120 Beta
2.5-<5.0mg 0,02341 0,00234 Beta
5.0-<7.5mg 0,02582 0,00258 Beta
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7.5-<15.0mg 0,03184 0,00318 Beta
215.0mg 0,03668 0,00367 Beta

Adverse Event >0.0 - <0.5mg All 0,00173 0,00017 Beta

Probability

Myocardial Infarction 0.5 - <2.5mg 0,00422 0,00042 Beta
2.5-<5.0mg 0,00865 0,00087 Beta
5.0-<7.5mg 0,01070 0,00107 Beta
7.5-<15.0mg 0,01318 0,00132 Beta
215.0mg 0,01031 0,00103 Beta

Adverse Event >0.0 - <0.5mg All 0,00173 0,00017 Beta

Prevalence

Heart Failure 0.5 -<2.5mg 0,00577 0,00058 Beta
2.5-<5.0mg 0,01263 0,00126 Beta
5.0-<7.5mg 0,02004 0,00200 Beta
7.5 -<15.0mg 0,02139 0,00214 Beta
215.0mg 0,03409 0,00341 Beta

Adverse Event >0.0 - <0.5mg All 0,00234 0,00023 Beta

Probability

Cerebrovascular Accident 0.5-<2.5mg 0.00606 0.00061 Beta
2.5-<5.0mg 0,00844 0,00084 Beta
5.0-<7.5mg 0,01024 0,00102 Beta
7.5 -<15.0mg 0,00753 0,00075 Beta
215.0mg 0,00619 0,00062 Beta

Adverse Event >0.0 - <0.5mg All 0,01060 0,00106 Beta

Prevalence

Renal Impairment 0.5 - <2.5mg 0,02730 0,00273 Beta
2.5-<5.0mg 0,04402 0,00440 Beta
5.0-<7.5mg 0,04819 0,00482 Beta
7.5 -<15.0mg 0,07215 0,00721 Beta
215.0mg 0,10807 0,01081 Beta

Adverse Event >0.0 - <0.5mg All 0,00052 0,00005 Beta

Probability

Peptic Ulcer 0.5 - <2.5mg 0,00177 0,00018 Beta
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Minutes Per Dose Tezepelumab 0,0 0,0 Normal
SoC 0,0 0,0 Normal
Resource Use GP Visit (Outpatient) (Per Week) All 0,03100 0,00310 Gamma
Controlled Asthma
Transportation to hospital 0,03100 0,00310 Gamma
GP Visit (Home) (Per Week) 0,00082 0,00008 Gamma
Nurse Visit (Outpatient) (Per Week) 0,05000 0,00500 Gamma
Transportation to hospital 0,05000 0,00500 Gamma
Nurse Visit (Home) (Per Week) 0,00000 0,00000 Gamma
Respiratory Specialist Visit (Outpatient) 0,01600 0,00160 Gamma
(Per Week)
Transportation to hospital 0,01600 0,00160 Gamma
Spirometry (Per Week) 0,02600 0,00260 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 0,14000 0,01400 Gamma
Uncontrolled Asthma
Transportation to hospital 0,14000 0,01400 Gamma
GP Visit (Home) (Per Week) 0,02500 0,00250 Gamma
Nurse Visit (Outpatient) (Per Week) 0,16000 0,01600 Gamma
Transportation to hospital 0,16000 0,01600 Gamma
Nurse Visit (Home) (Per Week) 0,00072 0,00007 Gamma
Respiratory Specialist Visit (Outpatient) 0,09400 0,00940 Gamma
(Per Week)
Transportation to hospital 0,09400 0,00940 Gamma
Spirometry (Per Week) 0,04900 0,00490 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 1,37000 0,13700 Gamma
Exacerbation
(OCS Burst) Transportation to hospital 1,37000 0,13700 Gamma
GP Visit (Home) (Per Week) 0,22000 0,02200 Gamma
Nurse Visit (Outpatient) (Per Week) 0,90000 0,09000 Gamma
Transportation to hospital 0,90000 0,09000 Gamma
Nurse Visit (Home) (Per Week) 0,00330 0,00033 Gamma
Respiratory Specialist Visit (Outpatient) 0,34000 0,03400 Gamma
(Per Week)
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Transportation to hospital 0,34000 0,03400 Gamma
Spirometry (Per Week) 0,29000 0,02900 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 1,37000 0,13700 Gamma
Exacerbation
(A&E Visit) Transportation to hospital 1,37000 0,13700 Gamma
GP Visit (Home) (Per Week) 0,22000 0,02200 Gamma
Nurse Visit (Outpatient) (Per Week) 0,90000 0,09000 Gamma
Transportation to hospital 0,90000 0,09000 Gamma
Nurse Visit (Home) (Per Week) 0,00330 0,00033 Gamma
Respiratory Specialist Visit (Outpatient) 0,34000 0,03400 Gamma
(Per Week)
Transportation to hospital 0,34000 0,03400 Gamma
Spirometry (Per Week) 0,29000 0,02900 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 0,59000 0,05900 Gamma
Exacerbation
(Hospitalisation) Transportation to hospital 0,59000 0,05900 Gamma
GP Visit (Home) (Per Week) 0,10200 0,01020 Gamma
Nurse Visit (Outpatient) (Per Week) 1,38000 0,13800 Gamma
Transportation to hospital 1,38000 0,13800 Gamma
Nurse Visit (Home) (Per Week) 0,00470 0,00047 Gamma
Respiratory Specialist Visit (Outpatient) 1,76000 0,17600 Gamma
(Per Week)
Transportation to hospital 1,76000 0,17600 Gamma
Spirometry (Per Week) 0,46000 0,04600 Gamma
Unit Costs GP Visit (Outpatient) All 148,35 kr. 14,84 kr. Gamma
Transportation to hospital 231,39 kr. 23,14 kr. Gamma
GP Visit (Home) 791,16 kr. 79,12 kr. Gamma
Nurse Visit (Outpatient) 550,00 kr. 55,00 kr. Gamma
Transportation to hospital 231,39 kr. 23,14 kr. Gamma
Nurse Visit (Home) 550,00 kr. 55,00 kr. Gamma
Respiratory Specialist Visit (Outpatient) 2 180,00 kr. 218,00 kr. Gamma
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Transportation to hospital 231,39 kr. 23,14 kr. Gamma
Spirometry 124,26 kr. 12,43 kr. Gamma
Administration cost per dose 194,65 kr. 19,47 kr. Gamma
A&E Visit 2 180,00 kr. 218,00 kr. Gamma
Hospitalisation 23 486,00 kr. 2 348,60 kr. Gamma
Adverse Event >0.0 - <0.5mg All 799,26 kr. 79,93 kr. Gamma
Type-2 Diabetes Mellitus
0.5-<2.5mg 843,12 kr. 84,31 kr. Gamma
2.5 -<5.0mg 843,57 kr. 84,36 kr. Gamma
5.0 -<7.5mg 1337,88 kr. 133,79 kr. Gamma
7.5-<15.0mg 957,82 kr. 95,78 kr. Gamma
>15.0mg 3 285,85 kr. 328,59 kr. Gamma
Adverse Event >0.0 - <0.5mg All 837,34 kr. 83,73 kr. Gamma
Osteoporosis
0.5-<2.5mg 1118,72 kr. 111,87 kr. Gamma
2.5 -<5.0mg 2 180,65 kr. 218,06 kr. Gamma
5.0 -<7.5mg 2 708,48 kr. 270,85 kr. Gamma
7.5 -<15.0mg 2 939,70 kr. 293,97 kr. Gamma
>15.0mg 4 413,87 kr. 441,39 kr. Gamma
Adverse Event >0.0 - <0.5mg All 380,90 kr. 38,09 kr. Gamma
Glaucoma
0.5-<2.5mg 428,02 kr. 42,80 kr. Gamma
2.5-<5.0mg 441,55 kr. 44,15 kr. Gamma
5.0 -<7.5mg 921,70 kr. 92,17 kr. Gamma
7.5 -<15.0mg 550,41 kr. 55,04 kr. Gamma
>15.0mg 808,51 kr. 80,85 kr. Gamma
Adverse Event >0.0 - <0.5mg All 533,66 kr. 53,37 kr. Gamma
Cataract
0.5-<2.5mg 600,09 kr. 60,01 kr. Gamma
2.5-<5.0mg 810,59 kr. 81,06 kr. Gamma
5.0-<7.5mg 912,12 kr. 91,21 kr. Gamma
7.5 -<15.0mg 680,69 kr. 68,07 kr. Gamma
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215.0mg 671,23 kr. 67,12 kr. Gamma
Adverse Event >0.0 - <0.5mg All 2 877,38 kr. 287,74 kr. Gamma
Myocardial Infarction
0.5-<2.5mg 3132,42 kr. 313,24 kr. Gamma
2.5 -<5.0mg 3322,19 kr. 332,22 kr. Gamma
5.0 - <7.5mg 4 378,18 kr. 437,82 kr. Gamma
7.5 -<15.0mg 3 400,96 kr. 340,10 kr. Gamma
215.0mg 5 586,96 kr. 558,70 kr. Gamma
Adverse Event >0.0 - <0.5mg All 2 856,46 kr. 285,65 kr. Gamma
Heart Failure
0.5-<2.5mg 3 260,35 kr. 326,04 kr. Gamma
2.5 - <5.0mg 3 663,29 kr. 366,33 kr. Gamma
5.0-<7.5mg 4 871,76 kr. 487,18 kr. Gamma
7.5-<15.0mg 3 644,19 kr. 364,42 kr. Gamma
>15.0mg 4 757,71 kr. 475,77 kr. Gamma
Adverse Event >0.0 - <0.5mg All 3 174,49 kr. 317,45 kr. Gamma
Cerebrovascular Accident
0.5-<2.5mg 3 598,78 kr. 359,88 kr. Gamma
2.5 -<5.0mg 4 125,24 kr. 412,52 kr. Gamma
5.0-<7.5mg 5124,79 kr. 512,48 kr. Gamma
7.5-<15.0mg 4.027,70 kr. 402,77 kr. Gamma
>15.0mg 5 409,39 kr. 540,94 kr. Gamma
Adverse Event >0.0 - <0.5mg All 3 394,83 kr. 339,48 kr. Gamma
Renal Impairment
0.5-<2.5mg 3 900,99 kr. 390,10 kr. Gamma
2.5 -<5.0mg 4 348,79 kr. 434,88 kr. Gamma
5.0 -<7.5mg 5 047,81 kr. 504,78 kr. Gamma
7.5-<15.0mg 4 490,32 kr. 449,03 kr. Gamma
>15.0mg 6 499,90 kr. 649,99 kr. Gamma
Adverse Event >0.0 - <0.5mg All 2 036,16 kr. 203,62 kr. Gamma
Peptic Ulcer
0.5-<2.5mg 2 477,40 kr. 247,74 kr. Gamma
2.5 -<5.0mg 2 806,56 kr. 280,66 kr. Gamma
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Uncontrolled Exacerbation -> Controlled 0,09259 0,03945 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,72222 0,06095 Beta
Asthma
Tezepelumab Controlled Asthma -> Uncontrolled Asthma  Tezepelumab 0,09524 0,03698 Beta
Post-Assessment
With OCS Controlled Asthma -> Controlled 0,12067 0,01207 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,15833 0,03332 Beta
Uncontrolled Asthma -> Uncontrolled 0,15205 0,01520 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,80000 0,17889 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,20000 0,17889 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,07143 0,06883 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,71429 0,12074 Beta
Asthma
Tezepelumab Controlled Asthma -> Uncontrolled Asthma  Tezepelumab 0,11921 0,01865 Beta
Post-Assessment
Without OCS Controlled Asthma -> Controlled 0,03524 0,00352 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,16296 0,01835 Beta
Uncontrolled Asthma -> Uncontrolled 0,13515 0,01352 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,60000 0,21909 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,40000 0,21909 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,13158 0,05484 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,81579 0,06289 Beta
Asthma
SoC Controlled Asthma -> Uncontrolled Asthma SoC 0,08451 0,03301 Beta
With OCS
Controlled Asthma -> Controlled 0,09859 0,03538 Beta
Exacerbation
Uncontrolled Asthma -> Controlled Asthma 0,06806 0,01822 Beta
Uncontrolled Asthma -> Uncontrolled 0,12565 0,02398 Beta
Exacerbation
Controlled Exacerbation -> Controlled 0,55556 0,16563 Beta
Asthma
Controlled Exacerbation -> Uncontrolled 0,22222 0,13858 Beta
Asthma
Uncontrolled Exacerbation -> Controlled 0,07143 0,04867 Beta
Asthma
Uncontrolled Exacerbation -> Uncontrolled 0,75000 0,08183 Beta
Asthma
Controlled Asthma -> Uncontrolled Asthma SoC 0,13333 0,02434 Beta
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Distribution SoC 0,900 0,095 Beta
Controlled
With OCS Proportion A&E Visit Tezepelumab 0,000 0,000 Beta
SoC 0,100 0,095 Beta
Proportion Hospitalisation Tezepelumab 0,143 0,132 Beta
SoC 0,000 0,000 Beta
Distribution Proportion OCS Burst Tezepelumab 1,000 0,000 Beta
Controlled
Without OCS SoC 0,938 0,043 Beta
Proportion A&E Visit Tezepelumab 0,000 0,000 Beta
SoC 0,031 0,031 Beta
Proportion Hospitalisation Tezepelumab 0,000 0,000 Beta
SoC 0,031 0,031 Beta
Distribution Proportion OCS Burst Tezepelumab 0,854 0,055 Beta
Uncontrolled
With OCS SoC 0,735 0,076 Beta
Proportion A&E Visit Tezepelumab 0,073 0,041 Beta
SoC 0,000 0,000 Beta
Proportion Hospitalisation Tezepelumab 0,073 0,041 Beta
SoC 0,265 0,076 Beta
Distribution Proportion OCS Burst Tezepelumab 0,902 0,038 Beta
Uncontrolled
Without OCS SoC 0,833 0,037 Beta
Proportion A&E Visit Tezepelumab 0,066 0,032 Beta
SoC 0,010 0,010 Beta
Proportion Hospitalisation Tezepelumab 0,033 0,023 Beta
SoC 0,157 0,036 Beta
Duration OCS Burst Tezepelumab 1,29 0,14 Normal
Cost Component
Controlled SoC 1,27 0,15 Normal
(Weeks)
A&E Visit Tezepelumab 1,29 0,14 Normal
SoC 1,27 0,15 Normal
Hospitalisation Tezepelumab 1,14 0,14 Normal
SoC 3,06 1,08 Normal
Duration OCS Burst Tezepelumab 1,25 0,07 Normal
Cost Component
Uncontrolled SoC 1,23 0,05 Normal
(Weeks)
A&E Visit Tezepelumab 1,25 0,07 Normal
SoC 1,23 0,05 Normal
Hospitalisation Tezepelumab 1,64 0,34 Normal
SoC 2,90 0,58 Normal
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SoC 0,083 0,080 Beta

Proportion with 90% - 100% Tezepelumab 0,571 0,187 Beta
(Discontinuation)
SoC 0,583 0,142 Beta

Dose Reduction Scaling All Medium

Adverse Event >0.0 - <0.5mg All 0,00629 0,00063 Beta

Prevalence

Type-2 Diabetes 0.5-<2.5mg 0,01368 0,00137 Beta

Mellitus
2.5-<5.0mg 0,02005 0,00200 Beta
5.0 - <7.5mg 0,02457 0,00246 Beta
7.5 -<15.0mg 0,04235 0,00423 Beta
>15.0mg 0,07950 0,00795 Beta

Adverse Event >0.0 - <0.5mg All 0,00200 0,00020 Beta

Prevalence

Osteoporosis 0.5- <2.5mg 0,00660 0,00066 Beta
2.5 -<5.0mg 0,01531 0,00153 Beta
5.0 - <7.5mg 0,02043 0,00204 Beta
7.5 -<15.0mg 0,03319 0,00332 Beta
215.0mg 0,01176 0,00118 Beta

Adverse Event >0.0 - <0.5mg All 0,00136 0,00014 Beta

Prevalence

Glaucoma 0.5- <2.5mg 0,00281 0,00028 Beta
2.5 - <5.0mg 0,00381 0,00038 Beta
5.0 -<7.5mg 0,00759 0,00076 Beta
7.5 -<15.0mg 0,00468 0,00047 Beta
>15.0mg 0,01025 0,00102 Beta

Adverse Event >0.0 - <0.5mg All 0,00517 0,00052 Beta

Probability

Cataract 0.5-<2.5mg 0,01205 0,00120 Beta
2.5 - <5.0mg 0,02341 0,00234 Beta
5.0 -<7.5mg 0,02582 0,00258 Beta
7.5 -<15.0mg 0,03184 0,00318 Beta
>15.0mg 0,03668 0,00367 Beta

Adverse Event >0.0 - <0.5mg All 0,00173 0,00017 Beta

Probability

Myocardial Infarction 0.5-<2.5mg 0,00422 0,00042 Beta
2.5-<5.0mg 0,00865 0,00087 Beta
5.0-<7.5mg 0,01070 0,00107 Beta
7.5-<15.0mg 0,01318 0,00132 Beta
215.0mg 0,01031 0,00103 Beta
>0.0 - <0.5mg All 0,00173 0,00017 Beta
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Resource Use GP Visit (Outpatient) (Per Week) All 1,37000 0,13700 Gamma
Exacerbation
(OCS Burst) Transportation to hospital 1,37000 0,13700 Gamma
GP Visit (Home) (Per Week) 0,22000 0,02200 Gamma
Nurse Visit (Outpatient) (Per Week) 0,90000 0,09000 Gamma
Transportation to hospital 0,90000 0,09000 Gamma
Nurse Visit (Home) (Per Week) 0,00330 0,00033 Gamma
Respiratory Specialist Visit (Outpatient) 0,34000 0,03400 Gamma
(Per Week)
Transportation to hospital 0,34000 0,03400 Gamma
Spirometry (Per Week) 0,29000 0,02900 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 1,37000 0,13700 Gamma
Exacerbation
(A&E Visit) Transportation to hospital 1,37000 0,13700 Gamma
GP Visit (Home) (Per Week) 0,22000 0,02200 Gamma
Nurse Visit (Outpatient) (Per Week) 0,90000 0,09000 Gamma
Transportation to hospital 0,90000 0,09000 Gamma
Nurse Visit (Home) (Per Week) 0,00330 0,00033 Gamma
Respiratory Specialist Visit (Outpatient) 0,34000 0,03400 Gamma
(Per Week)
Transportation to hospital 0,34000 0,03400 Gamma
Spirometry (Per Week) 0,29000 0,02900 Gamma
Resource Use GP Visit (Outpatient) (Per Week) All 0,59000 0,05900 Gamma
Exacerbation
(Hospitalisation) Transportation to hospital 0,59000 0,05900 Gamma
GP Visit (Home) (Per Week) 0,10200 0,01020 Gamma
Nurse Visit (Outpatient) (Per Week) 1,38000 0,13800 Gamma
Transportation to hospital 1,38000 0,13800 Gamma
Nurse Visit (Home) (Per Week) 0,00470 0,00047 Gamma
Respiratory Specialist Visit (Outpatient) 1,76000 0,17600 Gamma
(Per Week)
Transportation to hospital 1,76000 0,17600 Gamma
Spirometry (Per Week) 0,46000 0,04600 Gamma
Unit Costs GP Visit (Outpatient) All 148,35 kr. 14,84 kr. Gamma
Transportation to hospital 231,39 kr. 23,14 kr. Gamma
GP Visit (Home) 791,16 kr. 79,12 kr. Gamma
Nurse Visit (Outpatient) 550,00 kr. 55,00 kr. Gamma
Transportation to hospital 231,39 kr. 23,14 kr. Gamma
Nurse Visit (Home) 550,00 kr. 55,00 kr. Gamma
Respiratory Specialist Visit (Outpatient) 2 180,00 kr. 218,00 kr. Gamma
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Transportation to hospital 231,39 kr. 23,14 kr. Gamma
Spirometry 124,26 kr. 12,43 kr. Gamma
Administration cost per dose 194,65 kr. 19,47 kr. Gamma
A&E Visit 2 180,00 kr. 218,00 kr. Gamma
Hospitalisation 23 486,00 kr. 2 348,60 kr. Gamma
Adverse Event >0.0 - <0.5mg All 799,26 kr. 79,93 kr. Gamma
Type-2 Diabetes
Mellitus 0.5-<2.5mg 843,12 kr. 84,31 kr. Gamma
2.5-<5.0mg 843,57 kr. 84,36 kr. Gamma
5.0 -<7.5mg 1337,88 kr. 133,79 kr. Gamma
7.5 -<15.0mg 957,82 kr. 95,78 kr. Gamma
215.0mg 3 285,85 kr. 328,59 kr. Gamma
Adverse Event >0.0 - <0.5mg All 837,34 kr. 83,73 kr. Gamma
Osteoporosis
0.5-<2.5mg 1118,72 kr. 111,87 kr. Gamma
2.5 -<5.0mg 2 180,65 kr. 218,06 kr. Gamma
5.0 -<7.5mg 2 708,48 kr. 270,85 kr. Gamma
7.5 -<15.0mg 2 939,70 kr. 293,97 kr. Gamma
>15.0mg 4 413,87 kr. 441,39 kr. Gamma
Adverse Event >0.0 - <0.5mg All 380,90 kr. 38,09 kr. Gamma
Glaucoma
0.5-<2.5mg 428,02 kr. 42,80 kr. Gamma
2.5-<5.0mg 441,55 kr. 44,15 kr. Gamma
5.0-<7.5mg 921,70 kr. 92,17 kr. Gamma
7.5 -<15.0mg 550,41 kr. 55,04 kr. Gamma
>15.0mg 808,51 kr. 80,85 kr. Gamma
Adverse Event >0.0 - <0.5mg All 533,66 kr. 53,37 kr. Gamma
Cataract
0.5 -<2.5mg 600,09 kr. 60,01 kr. Gamma
2.5-<5.0mg 810,59 kr. 81,06 kr. Gamma
5.0-<7.5mg 912,12 kr. 91,21 kr. Gamma
7.5-<15.0mg 680,69 kr. 68,07 kr. Gamma
>15.0mg 671,23 kr. 67,12 kr. Gamma
Adverse Event >0.0 - <0.5mg All 2 877,38 kr. 287,74 kr. Gamma
Myocardial Infarction
0.5-<2.5mg 3132,42 kr. 313,24 kr. Gamma
2.5 -<5.0mg 3322,19 kr. 332,22 kr. Gamma
5.0 -<7.5mg 4 378,18 kr. 437,82 kr. Gamma
7.5 -<15.0mg 3 400,96 kr. 340,10 kr. Gamma
>15.0mg 5 586,96 kr. 558,70 kr. Gamma
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Controlled Exacerbation (OCS Burst) 0,100 0,010 Beta
Controlled Exacerbation (A&E Visit) 0,100 0,010 Beta
Controlled Exacerbation (Hospitalisation) 0,200 0,020 Beta
Uncontrolled Exacerbation (OCS Burst) 0,100 0,010 Beta
Uncontrolled Exacerbation (A&E Visit) 0,100 0,010 Beta
Uncontrolled Exacerbation 0,200 0,020 Beta
(Hospitalisation)

Adverse Events Type-2 Diabetes Mellitus All 0,062 0,004 Beta
Osteoporosis 0,042 0,006 Beta
Glaucoma 0,028 0,006 Beta
Cataract 0,027 0,006 Beta
Myocardial Infarction 0,056 0,011 Beta
Heart Failure 0,103 0,016 Beta
Cerebrovascular Accident 0,101 0,012 Beta
Renal Impairment 0,096 0,012 Beta
Peptic Ulcer 0,055 0,014 Beta
Pneumonia 0,079 0,042 Beta
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