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11 Executive summary of the benefit assessment

Background

In accordance with §35a Social Code Book (SGB V), the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWiG) to assess the
benefit of the drug combination olopatadine/mometasone furoate. The assessment is based
on a dossier compiled by the pharmaceutical company (hereinafter referred to as the
“company”). The dossier was sent to IQWiG on 29 November 2022.

Research question

The aim of the present report is to assess the added benefit of olopatadine/mometasone
furoate in comparison with an intranasal glucocorticoid in combination with an intranasal
antihistamine as appropriate comparator therapy (ACT) in adults and adolescents 12 years of
age and older for the treatment of moderate to severe nasal symptoms associated with
allergic rhinitis.

The research question presented in Table 2 results from the ACT specified by the G-BA.

Table 2: Research question of the benefit assessment of olopatadine/mometasone furoate

Therapeutic indication ACT?

Adults and adolescents 12 years of age and older for |Intranasal glucocorticoid (INCS) in combination with
the treatment of moderate to severe nasal symptoms |intranasal antihistamine (INAH)
associated with allergic rhinitis®

a. Presented is the ACT specified by the G-BA.
b. It is assumed that the nasal symptoms associated with allergic rhinitis in patients in the present therapeutic
indication could not be adequately treated with an INCS and therefore require combination therapy.

ACT: appropriate comparator therapy G-BA: Federal Joint Committee; INAH: intranasal antihistamine;
INCS: intranasal glucocorticoid

The company followed the G-BA's specification of the ACT.

The assessment is conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. Randomized controlled trials (RCTs) with a minimum
duration of 24 weeks are used for the derivation of added benefit.

Results

The check of completeness of the study pool did not reveal any relevant study for assessing
the added benefit of olopatadine/mometasone furoate in comparison with the ACT.

The company used the RCT GSP301-PoC for its assessment. In addition, the company
presented the results of the RCT GSP301-306 as supplementary information.
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The data presented by the company are unsuitable to draw conclusions on the added benefit
of olopatadine/mometasone furoate in comparison with the ACT.

Evidence presented by the company — study GSP301-PoC

The GSP301-PoC study is a single-centre, double-blind, 5-arm RCT on the comparison of
olopatadine/mometasone furoate with azelastine/fluticasone propionate, which was
conducted using an environmental exposure chamber.

The study included adults aged 18 to 65 years with a history of seasonal allergic rhinitis for at
least 2 years who had a positive skin prick test result for ragweed pollen, and at least moderate
nasal symptoms in the environmental exposure chamber at screening.

A total of 180 patients participated in the study, who were randomized to the treatment arms
in a 1:1:1:1:1 ratio. For the benefit assessment, the company used the intervention arm
(n =36) with the fixed combination of olopatadine/mometasone furoate in the dosage in
accordance with the Summary of Product Characteristics (SPC), and the control arm (n = 36)
with the fixed combination of azelastine/fluticasone propionate. The GSP301-PoC study
consisted of a screening phase, a 14-day treatment phase and an end-of-study visit on day 15.
The allergic symptoms were triggered by exposure to ragweed allergens in an environmental
exposure chamber. The total of 4 sessions in the chamber took place the day before treatment
initiation, the day of treatment initiation, and on days 14 and 15 after treatment initiation.

The primary outcome of the study was the mean change in total nasal symptom score (TNSS)
from day 1 (before treatment initiation) to the end-of-study visit on day 15.

GSP301-PoC study is unsuitable for the benefit assessment
Transferability of results from an environmental exposure chamber is unclear

In the GSP301-PoC study, symptoms of seasonal allergic rhinitis were artificially induced in an
environmental exposure chamber with ragweed allergens.

The exposure in an environmental exposure chamber does not represent an everyday
situation with natural pollen exposure, which is characterized by high variability. While
standardized conditions exist in the chamber, natural exposure is individual for each patient
and cannot be sufficiently quantified. Therefore, neither the allergen concentration used in
the study nor the duration and frequency of exposure are comparable to natural exposure.
Furthermore, it is unclear whether — corresponding to the therapeutic indication to be
assessed — the moderate to severe symptoms after artificial exposure observed at baseline
can be equated to the symptom severity after natural exposure. Overall, it is thus unclear
whether the results from a study with such artificial exposure can be transferred to the
situation of natural allergen exposure and thus to everyday health care in Germany.
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As the allergic symptoms in the GSP301-PoC study in patients with seasonal allergic rhinitis
were exclusively caused by allergen exposure in an environmental exposure chamber, no
conclusions on the added benefit of olopatadine/mometasone furoate in comparison with the
ACT are possible on the basis of this study.

Duration of the GSP301-PoC study is not sufficient

The treatment duration in the GSP301-PoC study was only 14 days. The end-of-study visit took
place on day 15, and follow-up beyond this period was not planned.

Treatment with olopatadine/mometasone furoate is for the treatment of a chronic condition.
As a rule, RCTs with a minimum duration of 24 weeks are used for the benefit assessment in
this case. Although shorter studies are conceivable in the present therapeutic indication, e.g.
for short-term use in seasonal allergic rhinitis, a study duration of 2 weeks is nevertheless too
short to be able to assess effects of olopatadine/mometasone furoate on patient-relevant
outcomes of both symptom relief and the occurrence of adverse events.

No information on the patients’ pretreatment

The research question of the benefit assessment includes patients who could not be
adequately treated with an intranasal glucocorticoid in the present therapeutic indication and
therefore require combination therapy. However, inadequate response to intranasal
glucocorticoid monotherapy was not an inclusion criterion for the GSP301-PoC study. It is
therefore not possible to assess whether all patients in the GSP301-PoC study had received
sufficient pretreatment and thus correspond to the research question of the benefit
assessment.

Study GSP301-306 used by the company as supporting evidence is unsuitable

The company presented the results of the multi-centre, open-label, randomized, parallel
GSP301-306 study as supplementary information. In the study, 278 adults with seasonal
allergic rhinitis were randomized to treatment with olopatadine/mometasone furoate or a
fixed combination of azelastine (intranasal antihistamine) and mometasone furoate
(intranasal glucocorticoid). The treatment duration was 14 days. As the fixed combination of
azelastine/mometasone furoate is not approved in Germany, the company did not use the
study to assess the added benefit in comparison with the ACT. The company’s approach is
appropriate.

Results on added benefit

Since no relevant study is available for the benefit assessment, there is no hint of an added
benefit of olopatadine/mometasone furoate in comparison with the ACT; an added benefit is
therefore not proven.
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Probability and extent of added benefit3

Table3 shows a summary of probability and extent of the added benefit of
olopatadine/mometasone furoate.

Table 3: Olopatadine/mometasone furoate — probability and extent of added benefit

Therapeutic indication ACT? Probability and extent of added
benefit

Adults and adolescents 12 years of | Intranasal glucocorticoid (INCS) in Added benefit not proven
age and older for the treatment of | combination with intranasal
moderate to severe nasal symptoms |antihistamine (INAH)

associated with allergic rhinitis®

a. Presented is the ACT specified by the G-BA.
b. It is assumed that the nasal symptoms associated with allergic rhinitis in patients in the present therapeutic
indication could not be adequately treated with an INCS and therefore require combination therapy.

ACT: appropriate comparator therapy G-BA: Federal Joint Committee; INAH: intranasal antihistamine;
INCS: intranasal glucocorticoid

The G-BA decides on the added benefit.

3 On the basis of the scientific data analysed, IQWiG draws conclusions on the (added) benefit or harm of an
intervention for each patient-relevant outcome. Depending on the number of studies analysed, the certainty
of their results, and the direction and statistical significance of treatment effects, conclusions on the
probability of (added) benefit or harm are graded into 4 categories: (1) “proof”, (2) “indication”, (3) “hint”, or
(4) none of the first 3 categories applies (i.e., no data available or conclusions 1 to 3 cannot be drawn from
the available data). The extent of added benefit or harm is graded into 3 categories: (1) major, (2)
considerable, (3) minor (in addition, 3 further categories may apply: non-quantifiable extent of added benefit,
added benefit not proven, or less benefit). For further details see [1,2].
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12 Research question

The aim of the present report is to assess the added benefit of olopatadine/mometasone
furoate in comparison with an intranasal glucocorticoid in combination with an intranasal
antihistamine as ACT in adults and adolescents 12 years of age and older for the treatment of
moderate to severe nasal symptoms associated with allergic rhinitis.

The research question presented in Table 4 results from the ACT specified by the G-BA.

Table 4: Research question of the benefit assessment of olopatadine/mometasone furoate

Therapeutic indication ACT®

Adults and adolescents 12 years of age and older for | Intranasal glucocorticoid (INCS) in combination with
the treatment of moderate to severe nasal symptoms |intranasal antihistamine (INAH)
associated with allergic rhinitis®

a. Presented is the ACT specified by the G-BA.
b. It is assumed that the nasal symptoms associated with allergic rhinitis in patients in the present therapeutic
indication could not be adequately treated with an INCS and therefore require combination therapy.

ACT: appropriate comparator therapy G-BA: Federal Joint Committee; INAH: intranasal antihistamine;
INCS: intranasal glucocorticoid

The company followed the G-BA's specification of the ACT.

The assessment is conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. RCTs with a minimum duration of 24 weeks are used
for the derivation of added benefit (see also Chapter | 3). This departs from the inclusion
criteria used by the company, which applied no restrictions regarding minimum duration.
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13 Information retrieval and study pool

The study pool of the assessment was compiled on the basis of the following information:
Sources of the company in the dossier:

= study list on olopatadine/mometasone furoate (status: 19 October 2022)

= bibliographical literature search on olopatadine/mometasone furoate (last search on
19 October 2022)

= search in trial registries/trial results databases for studies on olopatadine/mometasone
furoate (last search on 19 October 2022)

= search on the G-BA website for olopatadine/mometasone furoate (last search on
20 October 2022)

To check the completeness of the study pool:

= search in trial registries for studies on olopatadine/mometasone furoate (last search on
12 December 2022); for search strategies, see | Appendix A of the full dossier
assessment

No relevant study was identified from the check.

In contrast, the company identified the RCT GSP301-PoC [3] and used it to assess the added
benefit of olopatadine/mometasone furoate. In addition, the company presented the results
of the RCT GSP301-306 [4,5] as supplementary information, but did not use them to derive
the added benefit.

The data presented by the company are unsuitable to draw conclusions on the added benefit
of olopatadine/mometasone furoate in comparison with the ACT. This is justified below.

Evidence provided by the company
Study GSP301-PoC

The GSP301-PoC study is a single-centre, double-blind, 5-arm RCT on the comparison of
olopatadine/mometasone furoate with azelastine/fluticasone propionate, which was
conducted using an environmental exposure chamber.

The study included adults aged 18 to 65 years with a history of seasonal allergic rhinitis for at
least 2 years who had a positive skin prick test result for ragweed pollen, and at least moderate
nasal symptoms in the environmental exposure chamber at screening.
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A total of 180 patients participated in the study, who were randomized in a 1:1:1:1:1 ratio to
the following treatments: fixed combination of olopatadine/mometasone furoate (2 arms
with different dosages), fixed combination of azelastine/fluticasone propionate, olopatadine
monotherapy, and placebo. For the benefit assessment, the company used the
olopatadine/mometasone furoate intervention arm (n = 36) with the dosage in compliance
with the SPC [6], and the azelastine/fluticasone propionate control arm (n = 36) [7].

The GSP301-PoC study consisted of a screening phase, a 14-day treatment phase and an end-
of-study visit on day 15. The study was conducted outside the pollen season. Instead, the
allergic symptoms were triggered by exposure to ragweed allergens in an environmental
exposure chamber. A total of 4 sessions were held in the chamber: The first session took place
the day before treatment initiation and served to identify those patients who developed
moderate to severe nasal symptoms as a result of allergen exposure and to induce
sensitization of the mucous membranes to the allergen (priming). The second session took
place on the day of treatment initiation. The last 2 sessions took place on days 14 (post-dosing
priming) and 15 after treatment initiation to examine the symptoms after the 14-day
treatment. The sessions lasted 6 hours each, 10 hours on the day of treatment initiation.

Before and during the allergen exposure in the chamber, the patients recorded their nasal and
ocular symptoms at regular intervals and answered a questionnaire to assess their quality of
life.

The primary outcome of the study was the mean change in TNSS from day 1 (before treatment
initiation) to the end-of-study visit on day 15.

GSP301-PoC study presented by the company is unsuitable for the benefit assessment
Transferability of results from an environmental exposure chamber is unclear

In the GSP301-PoC study, symptoms of seasonal allergic rhinitis were artificially induced in an
environmental exposure chamber. Ragweed allergens with an average concentration of
3500 * 500 particles/m?® were used for this purpose. Patients in the study were exposed to
allergens at the beginning and at the end of the 14-day treatment phase, in each case on
2 consecutive days for a period of at least 6 hours. No exposure took place on the further
12 treatment days between the sessions in the chamber.

The exposure in an environmental exposure chamber does not represent an everyday
situation with natural pollen exposure, which is characterized by high variability. While
standardized conditions exist in the chamber, natural exposure is individual for each patient
and cannot be sufficiently quantified [8]. Therefore, neither the allergen concentration used
in the study nor the duration and frequency of exposure are comparable to natural exposure.
Furthermore, it is unclear whether — corresponding to the therapeutic indication to be
assessed — the moderate to severe symptoms after artificial exposure observed at baseline
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can be equated to the symptom severity after natural exposure. Overall, it is thus unclear
whether the results from a study with such artificial exposure can be transferred to the
situation of natural allergen exposure and thus to everyday health care in Germany. The
company did not comment on the transferability of the results or on the comparability of the
exposure in the chamber to that in a natural environment.

The guidelines issued by the European Medicines Agency (EMA) and the Food and Drug
Administration (FDA) also provide for environmental exposure chamber-only studies only for
pharmacodynamic studies [9,10]. Similarly, the European Academy of Allergy and Clinical
Immunology (EAACI) critically discusses the comparability of the observed treatment effects
in an environmental exposure chamber to the effects under natural conditions, suggesting a
hybrid study design, for example [8].

As the allergic symptoms in the GSP301-PoC study in patients with seasonal allergic rhinitis
were exclusively caused by allergen exposure in an environmental exposure chamber, no
conclusions on the added benefit of olopatadine/mometasone furoate in comparison with the
ACT are possible on the basis of this study.

Duration of the GSP301-PoC study is not sufficient

The treatment duration in the GSP301-PoC study was only 14 days. The end-of-study visit took
place on day 15, and follow-up beyond this period was not planned.

Treatment with olopatadine/mometasone furoate is for the treatment of a chronic condition.
As a rule, RCTs with a minimum duration of 24 weeks are used for the benefit assessment in
this case [1,11]. The therapeutic indication of olopatadine/mometasone furoate comprises
both intermittent (seasonal) and persistent forms of allergic rhinitis, whereby even in the
intermittent form there is usually repeated use within a longer period of time [9]. The SPC
does not contain any limitation of the duration of use. Shorter studies are conceivable for
short-term use, e.g. in seasonal allergic rhinitis. However, a study duration of 2 weeks is
nevertheless too short to be able to assess effects of olopatadine/mometasone furoate on
patient-relevant outcomes of both symptom relief and the occurrence of adverse events.

No information on the patients’ pretreatment

The research question of the benefit assessment includes patients who could not be
adequately treated with an intranasal glucocorticoid in the present therapeutic indication and
therefore require combination therapy. The approval of the comparator
azelastine/fluticasone propionate used in the GSP301-PoC study is also restricted to patients
with the corresponding pretreatment. However, inadequate response to intranasal
glucocorticoid monotherapy was not an inclusion criterion for the GSP301-PoC study. An
inclusion criterion in this regard was only a history of seasonal allergic rhinitis for at least
2 years and at least moderate nasal symptoms at screening. Furthermore, the presented study
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documents do not contain any information on the previous medication of the patients. It is
therefore not possible to assess whether all patients in the GSP301-PoC study had received
sufficient pretreatment and thus correspond to the research question of the benefit
assessment.

Study GSP301-306 used by the company as supporting evidence

The company presented the results of the multi-centre, open-label, randomized, parallel
GSP301-306 study as supplementary information. In the study, 278 adults with seasonal
allergic rhinitis were randomized to treatment with olopatadine/mometasone furoate or a
fixed combination of azelastine (intranasal antihistamine) and mometasone furoate
(intranasal glucocorticoid). The treatment duration was 14 days. As the fixed combination of
azelastine/mometasone furoate is not approved in Germany, the company did not use the
study to assess the added benefit in comparison with the ACT. The company’s approach is
appropriate.

Summary

All things considered, no data suitable for answering the research question of this benefit
assessment are available.

For the GSP301-PoC RCT presented by the company, which exclusively investigated patients
with seasonal rhinitis after exposure to ragweed pollen, on the one hand, this is due to the
artificial allergen exposure, which took place in an environmental exposure chamber. On the
other hand, the study duration is too short for the benefit assessment. Furthermore, no
information is available on whether all patients correspond to the research question of the
benefit assessment with regard to pretreatment. The company itself did not derive any added
benefit of olopatadine/mometasone furoate on the basis of the results of the GSP301-PoC
study.

No data are available for other allergens or for persistent allergic rhinitis, which is also covered
by the present research question.
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14 Results on added benefit

No suitable data are available for assessing the added benefit of olopatadine/mometasone
furoate in comparison with the ACT in adults and adolescents 12 years of age and older for
the treatment of moderate to severe nasal symptoms associated with allergic rhinitis. There
is no hint of an added benefit of olopatadine/mometasone furoate in comparison with the
ACT; an added benefit is therefore not proven.
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I5 Probability and extent of added benefit

Table5 summarizes the result of the assessment of added benefit of
olopatadine/mometasone furoate in comparison with the ACT.

Table 5: Olopatadine/mometasone furoate — probability and extent of added benefit

Therapeutic indication ACT? Probability and extent of added
benefit

Adults and adolescents 12 years of | Intranasal glucocorticoid (INCS) in Added benefit not proven
age and older for the treatment of | combination with intranasal
moderate to severe nasal symptoms |antihistamine (INAH)

associated with allergic rhinitis®

a. Presented is the ACT specified by the G-BA.
b. It is assumed that the nasal symptoms associated with allergic rhinitis in patients in the present therapeutic
indication could not be adequately treated with an INCS and therefore require combination therapy.

ACT: appropriate comparator therapy G-BA: Federal Joint Committee; INAH: intranasal antihistamine;
INCS: intranasal glucocorticoid

The assessment described above concurs with that of the company.

The G-BA decides on the added benefit.

Institute for Quality and Efficiency in Health Care (IQWiG) -1.15 -



Extract of dossier assessment A22-125 Version 1.0

Olopatadine/mometasone (allergic rhinitis) 27 February 2023

16 References for English extract

Please see full dossier assessment for full reference list.

The reference list contains citations provided by the company in which bibliographical
information may be missing.

1. Institut fUr Qualitat und Wirtschaftlichkeit im Gesundheitswesen. Allgemeine Methoden;
Version 6.1 [online]. 2022 [Accessed: 27.01.2022]. URL:
https://www.iqwig.de/methoden/allgemeine-methoden-v6-1.pdf.

2. Skipka G, Wieseler B, Kaiser T et al. Methodological approach to determine minor,
considerable, and major treatment effects in the early benefit assessment of new drugs.
Biom J 2016; 58(1): 43-58. https://dx.doi.org/10.1002/bimj.201300274.

3. Patel P, Salapatek AM, Tantry SK. Effect of olopatadine-mometasone combination nasal
spray on seasonal allergic rhinitis symptoms in an environmental exposure chamber study.
Ann Allergy Asthma Immunol 2019; 122(2): 160-166 e161.
https://dx.doi.org/10.1016/j.anai.2018.10.011.

4. Berlin-Chemie. Olopatadin/Mometason (Ryaltris); Dossier zur Nutzenbewertung gemaR §
35a SGB V. [Demnaéchst verfligbar unter: https://www.g-

ba.de/bewertungsverfahren/nutzenbewertung/905/#dossier].

5. Nenasheva NM, Nazarova EV, Terekhova EP et al. Efficacy and safety of the combined
preparation GSP 301 NS in patients with seasonal allergic rhinitis; a Russian multicenter
randomized open clinical trial. Practical Allergology 2021; (1): 66-77.
https://dx.doi.org/10.46393/2712-9667 2021 1 66-77.

6. Glenmark Pharmaceuticals. Ryaltris 25 Mikrogramm/600 Mikrogramm pro SprihstoR
Nasenspray, Suspension [Stand: Juli 2022]; Fachinformation. 2022.

7. Viatris Healthcare. Dymista Nasenspray, 137 Mikrogramm/50 Mikrogramm pro Spriihstof
Nasenspray, Suspension [Stand: Juni 2022]; Fachinformation. 2022.

8. Pfaar O, Calderon MA, Andrews CP et al. Allergen exposure chambers: harmonizing
current concepts and projecting the needs for the future - an EAACI Position Paper. Allergy
2017; 72(7): 1035-1042. https://dx.doi.org/10.1111/all.13133.

9. European Medicines Agency. Guideline on the clinical development of medicinal products
for the treatment of allergic rhinoconjunctivitis [online]. 2004 [Accessed: 09.12.2022]. URL:
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-

development-medicinal-products-treatment-allergic-rhino-conjunctivitis en.pdf.

Institute for Quality and Efficiency in Health Care (IQWiG) -1.16 -


https://www.iqwig.de/methoden/allgemeine-methoden-v6-1.pdf
https://dx.doi.org/10.1002/bimj.201300274
https://dx.doi.org/10.1016/j.anai.2018.10.011
https://www.g-ba.de/bewertungsverfahren/nutzenbewertung/905/#dossier
https://www.g-ba.de/bewertungsverfahren/nutzenbewertung/905/#dossier
https://dx.doi.org/10.46393/2712-9667_2021_1_66-77
https://dx.doi.org/10.1111/all.13133
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-development-medicinal-products-treatment-allergic-rhino-conjunctivitis_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-development-medicinal-products-treatment-allergic-rhino-conjunctivitis_en.pdf

Extract of dossier assessment A22-125 Version 1.0
Olopatadine/mometasone (allergic rhinitis) 27 February 2023

10. Food and Drug Administration, Center for Drug Evaluation and Research. Allergic Rhinitis;
Developing Drug Products for Treatment, Guidance for Industry (Stand September 2018).
2018.

11. ICH Expert Working Group. ICH harmonised tripartite guideline; the extent of population
exposure to assess clinical safety for drugs intended for long-term treatment of non-life-
threatening conditions; E1; current step 4 version [online]. 1994 [Accessed: 26.01.2023].
URL: https://database.ich.org/sites/default/files/E1 Guideline.pdf.

The full report (German version) is published under
https://www.iqwiq.de/en/projects/a22-125.html|.

Institute for Quality and Efficiency in Health Care (IQWiG) -1.17 -


https://database.ich.org/sites/default/files/E1_Guideline.pdf
https://www.iqwig.de/en/projects/a22-125.html

	Publishing details
	Part I: Benefit assessment
	I Table of contents
	I List of tables
	I List of abbreviations
	I 1 Executive summary of the benefit assessment
	I 2 Research question
	I 3 Information retrieval and study pool
	I 4 Results on added benefit
	I 5 Probability and extent of added benefit
	I 6 References for English extract 

