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The legally binding text is the original French ver sion  
 
 

TTRRAANNSSPPAARREENNCCYY  CCOOMMMMIITTTTEEEE  
Opinion 

5 February 2014 
 

 
 

DYMISTA 137 µg/50 µg, nasal spray suspension 
Bottle with 23 g suspension of 25 ml or around 120 doses (CIP: 34009 275 631 1 9) 
 

Applicant: MEDA PHARMA 

INN Azelastine hydrochloride, fluticasone propionate.  

ATC Code (2013): R01AD58 (nasal corticosteroid, combinations) 

Reason for the 
request  

Inclusion 

Lists concerned 
National Health Insurance (French Social Security Code L.162-17) 
Hospital use (French Public Health Code L.5123-2) 

Indications 
concerned 

"Relief of symptoms of moderate to severe seasonal and perennial 
allergic rhinitis if monotherapy with either intran asal antihistamine or 
glucocorticoid is not considered sufficient" 
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Actual Benefits moderate AB 

Improvement in 
Actual Benefit 

DYMISTA does not provide any improvement in actual benefit (IAB V, non -
existent) relative to concomitant administration of  an antihistamine (oral or 
intranasal) and an intranasal corticosteroid.  

Therapeutic use 
Second line treatment for moderate to severe season al and perennial allergic 
rhinitis if monotherapy with either (oral or intran asal) antihistamine or 
intranasal glucocorticoid is not considered suffici ent. 
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01 ADMINISTRATIVE  AND REGULATORY  INFORMATION 

 
Marketing 
Authorisation 
(procedure) 

25 September 2013 (decentralised)  

Prescribing and 
dispensing conditions 
/ special status 

List I 

 

ATC Classification 

2013 
R Respiratory system 
R01 Nasal preparations 
R01A Decongestants and other nasal preparations for topical 

use 
R01AD Corticosteroids 
R01AD58 Fluticasone, combinations 

 

02 BACKGROUND 

DYMISTA is the first nasal preparation combining a corticosteroid and an antihistamine indicated in 
seasonal and perennial allergic rhinitis. It is reserved for moderate to severe forms when 
monotherapy with either intranasal antihistamine or glucocorticoid is not considered sufficient. 
 

03 THERAPEUTIC INDICATIONS 

"Relief of symptoms of moderate to severe seasonal and perennial allergic rhinitis if monotherapy 
with either intranasal antihistamine or glucocorticoid is not considered sufficient." 
 

04 DOSAGE 

“Posology 
For full therapeutic benefit regular usage is essential. 
Contact with the eyes should be avoided. 
 
Adults and adolescents (12 years and older) 
One actuation in each nostril twice daily (morning and evening). 
 
Children below 12 years   
DYMISTA nasal spray suspension is not recommended for use in children below 12 years of age 
as safety and efficacy has not been established in this age group. 
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Elderly 
No dose adjustment is required in this population. 
 
Renal and hepatic impairment 
There are no data in patients with renal and hepatic impairment. 
 
Duration of treatment 
The duration of treatment should correspond to the period of allergenic exposure." 
 

05 THERAPEUTIC NEED 

According to the recommendations of the European Academy of Allergol ogy (2000) 1, 
therapeutic strategy is based on the classification of allergic rhinitis into seasonal allergic rhinitis 
mainly caused by pollen and perennial allergic rhinitis mainly due to dust mites and animal dander.  
The therapeutic strategy proposed in these recommendations is as follows: 
 
▪ In adults: 

- In seasonal allergic rhinitis: 
- mild or intermittent symptoms: H1 antihistamines; chromones may be an alternative. 
- moderate or frequent symptoms: a nasal corticosteroid is recommended; add an H1 

antihistamine if symptoms are not controlled 
- severe symptoms: combination of an intranasal corticosteroid with an H1 antihistamine; when 

the combination does not control symptoms, a short-term oral corticosteroid or other 
symptomatic treatment will be added or immunotherapy can be considered. 

 
- In perennial allergic rhinitis: 
- removal of the allergen when possible 
- mild or occasional symptoms: H1 antihistamines 
- moderate or frequent symptoms: a nasal corticosteroid is recommended; add an H1 

antihistamine if symptoms are not controlled 
- severe symptoms: combination of an intranasal corticosteroid with an H1 antihistamine; when 

the combination does not control symptoms, therapy is chosen according to the symptoms that 
persist 

- persistent nasal obstruction: short-term local or oral decongestant or short-term oral 
corticosteroid; if this fails, a turbinectomy can be considered 

- persistent rhinitis: intranasal ipratropium; immunotherapy can be considered. 
 
▪ In children:  

Removing the allergen and controlling the environment are more important than in adults in order 
to avoid new sensitivities or the involvement of other tissues. H1 antihistamines are the first line 
medicinal treatment. If symptom control is insufficient, treatment is continued with a nasal 
corticosteroid by adjusting the dosage according to age and whether there is conjoint asthma 
treatment by a local corticosteroid. In the event of failure, the combination of a local corticosteroid 
and an antihistamine can be tried. As a last resort, immunotherapy can be considered. 
 
 
In the treatment strategy resulting from the ARIA guidelines  (updated in 20082 and 20103) another 
classification of allergic rhinitis is defined in accordance with symptom duration and intensity. Thus, 

                                                
1 Van Cauwenberge P et al. Consensus statement on the treatment of allergic rhinitis. European Academy of Allergology 
and Clinical Immunology. Allergy 2000; 55: 116-34. 
2 Bousquet et al. Allergic Rhinitis and its impact on Asthma (ARIA) 2008 Update (in collaboration with the World Health 
Organization, GA2LEN and AllerGen). Allergy 2008; 63 (Suppl. 86): 8-160. 
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depending on the duration, intermittent allergic rhinitis (symptoms for fewer than 4 days a week 
and fewer than 4 weeks a year) and persistent allergic rhinitis (symptoms for more than 4 days a 
week and more than 4 weeks a year) are distinguished. Two stages of severity are applied: with 
mild symptoms and with moderate to severe symptoms. Around one third of seasonal and 
perennial allergic rhinitis is persistent allergic rhinitis. 
According to these guidelines, H1 antihistamines are part of the first-line treatment for mild and 
moderate-severe intermittent alergic rhinitis and mild persistent forms. H1 antihistamines are also 
recommended as a second-line treatment in severe persistent forms in combination with a nasal 
corticosteroid after failure of a nasal corticosteroid alone. 
The updated guidelines in 2010 specify the greater benefit of second-generation oral 
antihistamines compared with first generation oral antihistamines and the benefit of second 
generation oral antihistamines compared with intranasal antihistamines.  Intranasal corticosteroids 
are preferred compared with second generation oral antihistamines because they are more 
effective (but with a lower level of evidence in children). However, second-generation oral 
antihistamines may be used as a first line treatment if the oral route is preferred to the nasal route. 
These guidelines do not consider the severity of the symptoms. 
 
In children,  the treatment principles are the same, with the necessary precautions to avoid 
adverse effects, especially from corticosteroids. 
 
 
 

 
3 Brozek J.L. et al. Allergic Rhinitis and its Impact on Asthma (ARIA) guidelines. 2010 Revision. The Journal of Allergy 
and Clinical Immunology 2010; 126: 466-476 
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06 CLINICALLY  RELEVANT  COMPARATORS 

06.1 Medicinal products 

DYMISTA is the only fixed combination of an antihistamine and a corticosteroid administrated intranasally. However, the combination of an intranasal 
antihistamine and an intranasal corticosteroid, administered concomitantly, can be considered to be a comparator.  
Furthermore, depending on the treatment strategy, oral H1 antihistamines can also be combined with an intranasal corticosteroid in patients with 
moderate to severe seasonal or perennial allergic rhinitis when an intranasal antihistamine or corticosteroid is insufficient as a monotherapy. 
Consequently, oral H1 antihistamines in combination with an intranasal corticosteroid can be considered clinically relevant comparators. 
 

Active 
ingredient 

NAME (INN) 
Company Indication Date of opinion AB IAB 

Reimburs
ement 
Yes/No 

Intranasal corticosteroid 

Beclomethason
e 

BECLO-RHINO 50 µg/dose 
Viatris 

Perennial or seasonal allergic rhinitis. 
Eosinophilic inflammatory rhinitis. 

05/07/2006 
(re-registration) Moderate Not applicable Yes 

BECONASE 50 µg/dose 
GlaxoSmithKline 

Perennial or seasonal allergic rhinitis. 

Inflammatory rhinitis, especially 
eosinophilic inflammatory rhinitis.  

04/01/2012 Moderate Not applicable Yes 

RINOCLENIL 100 µg/dose 
Chiesi 

Perennial or seasonal allergic rhinitis. 
Chronic eosinophilic inflammatory rhinitis. 

10/12/2008 
(Inclusion) Moderate 

IAB V relative to other local 
corticosteroids 
administered intranasally. 

Yes 

Budesonide RHINOCORT 64 µg/dose 
Astra Zeneca 

Treatment of seasonal or perennial 
allergic rhinitis in adults and children 
above age 6. 
Symptomatic treatment of nasal 
polyposis in adults. 

09/03/2011 
(re-registration) Moderate Not applicable Yes 

Fluticasone 
(furoate) 

AVAMYS 27.5 µg/spray 
GlaxoSmithKline 

Treatment of the symptoms of allergic 
rhinitis.  

04/09/2013 
(re-registration) Moderate Not applicable Yes 

Fluticasone 
(propionate) 

FLIXONASE 50 µg/dose 
GlaxoSmithKline 

Seasonal allergic rhinitis in adults and 
children above age 4. 
Perennial allergic rhinitis in adults and 
children above age 12. 
Symptomatic treatment of sinonasal 
polyposis in adults.  

20/06/2012 
(re-registration) Moderate Not applicable Yes 

Flunisolide NASALIDE 25 µg/dose 
Teva Santé 

Perennial allergic rhinitis. 
Seasonal allergic rhinitis especially in hay 
fever.  

16/11/2011 
(re-registration) Moderate Not applicable Yes 

Mometasone NASONEX 50 µg/dose Seasonal or perennial allergic rhinitis 18/07/2012 Moderate Not applicable Yes 
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MSD France in adults and children above age 3.  
Symptomatic treatment of sinonasal 
polyposis in adults.  

(re-registration) 

Tixocortol PIVALONE 1000 µg/dose 
Pfizer 

Nasopharyngeal inflammatory and 
allergic manifestations: 
- allergic rhinitis 
- seasonal rhinitis 
- acute and chronic congestive rhinitis 
- vasomotor rhinitis.  

18/01/2012 
(re-registration) Moderate Not applicable Yes 

Triamcinolone NASACORT 55 µg/dose 
Sanofi Aventis France 

Seasonal allergic rhinitis in adults and 
children above age 6.  
Perennial allergic rhinitis in adults.  

16/11/2011 
(re-registration) Moderate Not applicable Yes 

Intranasal antihistamine 

Azelastine 
ALLERGODIL 0.127 mg/dose 
Meda Pharma 

Symptomatic treatment of seasonal and 
perennial allergic rhinitis. 

23/03/2011 
(re-registration) Moderate Not applicable Yes 

Oral antihistamines 

Bilastine 

BILASKA 20 mg, tablet 
A. Menarini Farmaceutica 
Internazionale SRL Symptomatic treatment of allergic 

rhinoconjunctivitis (seasonal and 
perennial)  and urticaria.  

08/01/2011 
(Inclusion) Moderate IAB V Yes 

INORIAL 20 mg, tablet 
A. Menarini Farmaceutica 
Internazionale SRL 

Cetirizine 

VIRLIX 10 mg, tablet 
Sanofi-Aventis France 

Treatment of nasal and ocular 
symptoms of seasonal and perennial 
allergic rhinitis. 
Treatment of symptoms of chronic 
idiopathic urticaria. 

07/09/2011 
(re-registration) Moderate Not applicable Yes VIRLIX 10 mg/ml, oral drops, 

solution 
Sanofi-Aventis France 

ZYRTEC 10 mg/ml, oral solution 
UCB Pharma SA 

Treatment of nasal and ocular 
symptoms of seasonal and perennial 
allergic rhinitis. 
Treatment of symptoms of chronic 
idiopathic urticaria. 

27/04/2011 
(re-registration) 

Moderate Not applicable Yes 

Desloratadine 

AERIUS 5 mg, coated tablet 
MSD France 

Symptomatic treatment of: 
- allergic rhinitis 
- urticaria 

15/02/2012 
(re-registration) Moderate Not applicable Yes 

AERIUS 5 mg, orodispersible 
tablet 
MSD France 
AERIUS 0.5 mg/ml, syrup 
MSD France 

Ebastine 

KESTIN 10 mg, tablet 
Almirall SAS 

Symptomatic treatment of: 
· seasonal and perennial allergic 
rhinitis, 
. urticaria. 

17 October 2012 
(re-registration) Moderate Not applicable Yes 

KESTINLYO 10 mg, oral 
lyophilisate 
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Almirall SAS 

Loratadine 

CLARITIN 10 mg, tablet 
Schering-Plough 

Symptomatic treatment of allergic 
rhinitis  and chronic idiopathic urticaria. 

16 November 
2011 
(re-registration) 

Moderate Not applicable Yes 

CLARITIN 10 mg, effervescent 
tablet 
Schering-Plough 
CLARITIN 1 mg/ml, syrup and 
generics 
Schering-Plough 

Levocetirizine 
XYZALL 5 mg, tablet and 
generics 
UCB Pharma SA 

Symptomatic treatment of allergic 
rhinitis (including persistent allergic 
rhinitis)  and urticaria. 

29 May 2013 
(re-registration) Moderate Not applicable Yes 

Mizolastine MIZOLLEN 10 mg, modified-
release tablet 

Symptomatic treatment of seasonal 
allergic rhinoconjunctivitis (hay fever), 
perennial allergic rhinoconjunctivitis  
and urticaria. 

16 November 
2011 Moderate Not applicable Yes 

Rupatadine WYSTAMM 10 mg, tablet 

Symptomatic treatment of allergic 
rhinitis  and chronic idiopathic urticaria in 
adults and adolescents (age 12 and 
older). 

16 April 2008 Moderate Not applicable Yes 

*therapeutic category 
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06.2 Other health technologies 

Not applicable 
 
���� Conclusion 
The comparators listed are all clinically relevant.  
 

07 INTERNATIONAL  INFORMATION ON THE MEDICINAL  
PRODUCT 

 

Country 

Reimbursement  
Yes (give date 

started)/No/Assessment in 
progress 

Scope (indications) and 
condition(s)  

Germany Yes  
Denmark Yes  
Estonia No  
Finland No  
Ireland Yes  
Italy No  
Latvia No  
Lithuania Yes < 18 years 
Norway Yes  
United Kingdom Yes  
Sweden Yes  
Switzerland Yes  
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08 ANALYSIS  OF AVAILABLE  DATA 

08.1 Efficacy 

The evaluation of the efficacy of DYMISTA is based on four randomised double-blind studies in 
patients with seasonal allergic rhinitis: 
- One pivotal study that compared DYMISTA with proprietary medicinal products sold as 

azelastine and fluticasone propionate (MP4001); 
- Three studies comparing DYMISTA with each of its components formulated in a preparation 

containing the same excipients and administered with the same sprayer (MP4002, MP4004 and 
MP4006 conducted at the request of the FDA). 

 

8.1.1 DYMISTA versus azelastine and versus fluticasone pr opionate (commercial 
propriertary medicinal products) 

 MP4001 

Principal study objective To compare the efficacy of DYMISTA with that of placebo and each of its active 
ingredients sold separately, azelastine and fluticasone 

Method Comparative, randomised, double-blind study for a duration of 14 days. 

Study population 

1. Men and women aged 12 and older 
2. At the screening visit: 
rTNSS ≥ 8 up to 12 
Nasal congestion score 2 or 3 
3. At randomisation: 
rTNSS (morning or evening) ≥ 8 in 3 scores making up the total score during the 
adjustment period 
Nasal congestion score (morning or evening) 2 or 3 
4. At least one previous occurrence of SAR during Texas mountain cedar pollen 
season  
5. Positive prick test 
6. Stable treatment ≥ 30 days before the first visit if desensitisation has been 
carried out. 
7. Patients who had had sublingual immunotherapy were excluded, or 6 months of 
washout were necessary. 

Treatment groups 

Combination of azelastine/fluticasone at 137/50 µg per dose  
1 spray per nostril twice daily 

Commercial azelastine (137 µg/dose) 
1 spray per nostril twice daily 

Commercial fluticasone (50 µg/dose) 
1 spray per nostril twice daily 

Placebo 
1 spray per nostril twice daily 

Primary efficacy endpoint Change in the rTNSS score4 between day 0 and day 14 

Secondary endpoints included: 

In accordance with the CHMP [Committee for Medicinal Products for Human 
Use] recommendations, an analysis in terms of responders was performed to 
determine: 
• Time to  ≥ 50% reduction of the rTNSS score relative to baseline 
• Time to complete reduction (final rTNSS ≈ 1 point for each symptom). 

 

                                                
4 Reflective Total Nasal Symptom Score (rTNSS) : sum of the scores of four main nasal symptoms: nasal congestion, 
nasal itching, sneezing and rhinorrhoea.  
All the symptoms were evaluated by the patients and reported twice a day in logbooks and each symptom is rated on a 
four-point scale from 0 (no symptoms) to 3 (debilitating symptoms interfering with activities and sleep). 
Patients evaluated their nasal symptoms every 12 hours, morning and evening. Consequently, the maximum score for 
rTNSS is 24, i.e. 4 (symptoms) x 3 (maximum score) x 2 (morning and evening). 
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Results : 

A total of 610 patients were included (1:1:1:1 randomisation) of whom 607 were retained for ITT 
analysis (patients randomised and exposed to at least one dose of the study products and with at 
least one measurement after inclusion). 
 
The patients were aged 39.3 on average and predominantly women (age 65.2). The mean 
seasonal allergic rhinitis duration was 19 years. 
The baseline rTNSS score was 18.8 in the DYMISTA group, 18.1 in the azelastine group, 18.3 in 
the fluticasone group and 18.7 in the placebo group. 
 
Primary efficacy endpoint: change in rTNSS score between day 0 and day 14  
The change in rTNSS score at day 14 compared with day 0 was  5.31 with DYMISTA, -3.25 with 
azelastine, -3.84 with fluticasone and  2.20 with placebo. 
 
DYMISTA was superior to placebo, azelastine and fluticasone propionate, regarding the change in 
rTNSS score between day 0 and day 14 with a difference of: 
� -3.11 versus placebo (p < 0.001) 
� -2.06 versus azelastine (p < 0.001) 
� -1.47 versus fluticasone propionate (p = 0.003). 
 
Azelastine and fluticasone propionate were also superior to placebo with differences versus 
placebo of -1.05 (p = 0.00152) and -1.64 (p = 0.0005) respectively. 
 
Additional analyses 
The percentage of patients with a ≥ 50% reduction of rTNSS at day 14 was 49.1% with DYMISTA, 
37.4% with azelastine, 38.2% with fluticasone and 28.3% with placebo. 
The symptoms cleared up or completely resolved in 17.8% of patients in the DYMISTA group, 
9.2% of the fluticasone group, 8.3% of the azelastine group and 7.8% of the placebo group. 
Symptom relief was obtained 7 days earlier with the azelastine/fluticasone combination than with 
azelastine (p = 0.0152) and 8 days earlier than with fluticasone (p = 0.0262) and placebo 
(p = 0.0094). 
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8.1.2 DYMISTA versus azelastine and fluticasone propionat e in a formulation 
containing the same excipients as DYMISTA 

 MP4002 – MP4004 – MP4006 

Principal study objective To compare the efficacy of DYMISTA with that of placebo and each of its active 
ingredients, azelastine and fluticasone, sold separately 

Method Comparative, randomised, double-blind study for a duration of 14 days. 

Study population 

MP4002 - MP4004 - MP4006 
1. Men and women aged 12 and older 
2. Patients with moderate to severe rhinitis defined by the presence of  ≥ 1 of the 
following symptoms: 
- sleep disturbances 
- difficulty conducting daily, leisure and/or sporting activities 
- difficulty at school or work 
- troublesome symptoms 
3. At the screening visit: 
rTNSS ≥ 8 up to 12 
Nasal congestion score 2 or 3 
4. At randomisation: 
rTNSS (morning or evening) ≥ 8 in 3 scores making up the total score during the 
adjustment period 
Nasal congestion score (morning or evening) 2 or 3 
iTNSS ≥ 8 
5. At least one occurrence of SAR within 2 years during pollen season 
6. Positive prick test 
7. Stable treatment ≥ 30 days before the first visit if desensitisation has been 
carried out. 
8. Patients who had had sublingual immunotherapy were excluded, or 6 months of 
washout were necessary. 
 
MP4006 
At randomisation: 
For 3 days prior to randomisation and the morning of randomisation, the sum of 
the 7 consecutive rTNSS scores was ≥ 56 with a nasal congestion score ≥ 14. 
iTNSS ≥ 8 and congestion score ≥ 2 

Treatment groups 

Combination of azelastine/fluticasone at 137/50 µg pe r dose  
1 spray per nostril twice daily 

Azelastine (137 µg/dose) 
1 spray per nostril twice daily 

Fluticasone (50 µg/dose) 
1 spray per nostril twice daily 

Placebo 
1 spray per nostril twice daily 

Primary efficacy endpoint Change in rTNSS score5 between day 0 and day 14 

 
� Results of study MP4002: 

A total of 832 patients were included (1:1:1:1 randomisation) of whom 831 were retained for the 
ITT analysis population (patients randomised and exposed to at least one dose of the study 
product and with at least one measurement after inclusion). 
 
Patients included had a mean age of 37.4 and were mainly women (64%). 
The mean duration of the condition was 21.5 years. 

                                                
5 Reflective Total Nasal Symptom Score (rTNSS) : sum of the scores of four main nasal symptoms: nasal congestion, 
nasal itching, sneezing and rhinorrhoea.  
All the symptoms were evaluated by the patients and reported twice a day in logbooks and each symptom is rated on a 
four-point scale from 0 (no symptoms) to 3 (troublesome symptoms interfering with activities and sleep). 
Patients evaluated their nasal symptoms every 12 hours, morning and evening. Consequently, the maximum score for 
rTNSS is 24, i.e. 4 (symptoms) x 3 (maximum score) x 2 (morning and evening). 
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The baseline rTNSS score was 18.3 in the azelastine/fluticasone group, 18.2 in the azelastine 
group, 18.2 in the fluticasone group and 18.6 in the placebo group. 
 
Primary efficacy endpoint: change in rTNSS score between day 0 and day 14  
The change in rTNSS score at day 14 compared with day 0 was  5.61 with the 
azelastine/fluticasone combination, -4.23 with azelastine, -4.71 with fluticasone and -2.92 with 
placebo. 
 
DYMISTA was superior to placebo, azelastine and fluticasone propionate, regarding the change in 
rTNSS score between day 0 and day 14 with a difference of: 
� -2.69 versus placebo (p < 0.001) 
� -1.38 versus azelastine (p < 0.001) 
� -0.90 versus fluticasone propionate (p = 0.034). 
 
Azelastine and fluticasone propionate were also superior to placebo with differences versus 
placebo of  -1.31 (p < 0.001) and  1.79 (p < 0.001) respectively. 
 

� Results of study MP4004: 
A total of 779 patients were included (1:1:1:1 randomisation) of whom 776 were retained for the 
ITT analysis population (patients randomised and exposed to at least one dose of the study 
product and with at least one measurement after inclusion). 
 
Patients included had a mean age of 37.8 and were mainly women (64%). 
The mean duration of the condition was 21 years. 
The baseline rTNSS score was 18.2 in the azelastine/fluticasone group, 18.5 in the azelastine 
group, 18.6 in the fluticasone group and 18.2 in the placebo group. 
 
Primary efficacy endpoint: change in rTNSS score between day 0 and day 14  
The change in rTNSS score at day 14 compared with day 0 was  5.54 with the 
azelastine/fluticasone combination, -4.54 with azelastine, -4.55 with fluticasone and -3.03 with 
placebo. 
 
DYMISTA was superior to placebo, azelastine and fluticasone propionate, regarding the change in 
rTNSS score between day 0 and day 14 with a difference of: 
� -2.51 versus placebo (p < 0.001) 
� -1.00 versus azelastine (p < 0.032) 
� -0.99 versus fluticasone propionate (p = 0.038). 
 
Azelastine and fluticasone propionate were also superior to placebo with differences versus 
placebo of -1.51 (p < 0.001) and  1.52 (p < 0.001) respectively. 
 

� Results of study MP4006: 
A total of 1801 patients were included (1:1:1:1 randomisation) of whom 1791 were retained for the 
ITT analysis population (patients randomised and exposed to at least one dose of the product and 
with at least one measurement after inclusion). 
 
Patients included had a mean age of 35.2 and were mainly women (61%). 
The mean duration of the condition was 20 years. 
The baseline rTNSS score was 19.4 in the azelastine/fluticasone group, 19.5 in the azelastine 
group, 19.4 in the fluticasone group and 19.5 in the placebo group. 
 
Primary efficacy endpoint: change in rTNSS score between day 0 and day 14  
The change in rTNSS score at day 14 compared with day 0 was -5.53 with DYMISTA, -4.82 with 
azelastine, -4.89 with fluticasone and -3.40 with placebo. 
 
The azelastine/fluticasone combination was superior to placebo, azelastine and fluticasone 
propionate regarding the change in rTNSS score between day 0 and day 14 with a difference of: 
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� -2.13 versus placebo (p < 0.001) 
� -0.71 versus azelastine (p < 0.016) 
� -0.64 versus fluticasone propionate (p = 0.029) 
 
Azelastine and fluticasone propionate were also superior to placebo with differences versus 
placebo of  -1.42 (p < 0.001) and  -1.49 (p < 0.001) respectively. 
 

08.2 Safety Adverse effects 

8.2.1 Data from clinical studies 

Long-term pivotal safety study (52 weeks) 
The long-term safety of the azelastine/fluticasone combination was evaluated versus fluticasone in 
a 52-week open-label study in patients with chronic allergic or vasomotor rhinitis. 
The percentages of adverse events related to treatment were 9.4% in the azelastine/fluticasone 
group and 11.1% in the fluticasone group. These were mainly dysgeusia (2.5% versus 0.5%), 
epistaxis (1.2% versus 0.5%), headache (1.0% versus 4.3%) and cough (1.0% versus 0.0%). 
An increase in blood cortisol, weight gain and reduced glucose tolerance were each observed in 
0.5% of patients in both groups. Acne, vomiting and rhinitis were each observed in 0.5% of patients 
in the azelastine/fluticasone group. 
 

8.2.2 SPC data 

The most common adverse effects with DYMISTA mentioned in the SPC are epistaxis (≥ 1/10), 
dysgeusia and headache (≥ 1/100 to < 1/10). 
 
It is specified that nasal corticosteroids may have systemic effects, in particular when they are 
administered in high doses for extended periods. 
Growth retardation was observed in children receiving nasal corticosteroids. Growth retardation is 
also possible in adolescents. 
In rare cases, osteoporosis was observed after extended use of nasal glucocorticoids. 
 
These points are included in the warnings and precautions for use: 
 
Potential systemic effects of nasal corticosteroids, particularly when prescribed at high doses for 
prolonged periods:  
- Cushing's syndrome, Cushingoid features 
- Adrenal suppression 
- Growth retardation in children and adolescents 
- Cataracts 
- Glaucoma 
- Psychological or behavioural effects including psychomotor hyperactivity, sleep disorders, 

anxiety, depression or aggression (particularly in children). 
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08.3 Summary & discussion 

In one randomised double-blind study in patients with seasonal allergic rhinitis, DYMISTA, a 
combination of azelastine and fluticasone propionate at 137 µg/50 µg per dose, proved superiority 
in terms of change in severity of nasal symptoms evaluated by the Reflective Total Nasal Symptom 
Score (rTNSS: scale for the score evaluating nasal congestion, nasal itching, sneezing and 
rhinorrhoea with a rating from 0 to 24 points) after 14 days compared with 137 µg/dose of 
azelastine (commercial proprietary medicinal product), 50 µg/dose fluticasone propionate 
(commercial proprietary medicinal product) and placebo, each of the products being administered 
in one spray twice daily. The difference in rTNSS score between DYMISTA and its comparators 
was: 
� -3.11 versus placebo (p < 0.001) 
� -2.06 versus azelastine (p < 0.001) 
� -1.47 versus fluticasone propionate (p = 0.003). 
Azelastine and fluticasone propionate were also superior to placebo with differences versus 
placebo of  -1.05 (p = 0.00152) and -1.64 (p = 0.0005) respectively. 
 
This superiority of DYMISTA compared with azelastine and fluticasone propionate was confirmed 
in three additional studies performed with azelastine and fluticasone propionate formulated with the 
same excipients as DYMISTA. 
 
No study was conducted to demonstrate the non-inferiority of DYMISTA compared with the 
combination of azelastine and fluticasone propionate administered concomitantly and separately. 
No study compared DYMISTA with the combination of oral antihistamine and intranasal 
corticosteroid, which is a recommended strategy. 
 
The most commonly observed adverse events in a long-term (52 weeks) open-label safety study 
versus fluticasone propionate in patients with chronic allergic or vasomotor rhinitis were: dysgeusia 
(2.5% versus 0.5%), epistaxis (1.2% versus 0.5%), headache (1.0% versus 4.3%) and cough 
(1.0% vs 0.0%). 
However, the SPC states that systemic adverse effects may occur with corticosteroids 
administered nasally, in particular when high doses are prescribed for extended periods, especially 
Cushing's syndrome and Cushingoid features, inhibited adrenal function, growth retardation in 
children and adolescents, cataracts, glaucoma, psychological or behavioural effects including 
psychomotor hyperactivity, sleep disorders, anxiety, depression or aggression (particularly in 
children). 
 

09 THERAPEUTIC USE 

DYMISTA is a second-line treatment for moderate to severe seasonal and perennial allergic rhinitis 
if monotherapy with either (oral or intranasal) antihistamine or intranasal corticosteroid is not 
considered sufficient to control symptoms. 
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010 TRANSPARENCY  COMMITTEE CONCLUSIONS 

 
In view of all the above information, and following  the debate and vote, the Committee’s 
opinion is as follows: 
 

010.1 Actual benefit 

���� Allergic rhinitis is a minor ailment but can lead to degradation of the quality of life. 
 
���� This proprietary medicinal product is intended as symptomatic therapy. 
 
���� The efficacy/adverse effects ratio of this medicinal product is modest. 
 
���� There are many alternative medicinal products. 
 
���� This medicinal product is a second-line therapy for moderate to severe seasonal and perennial 
allergic rhinitis if monotherapy with either (oral or intranasal) antihistamine or intranasal 
corticosteroid is not considered sufficient to control symptoms. 
 

���� Public health benefit: 
It is not expected that DYMISTA will benefit public health given the existing therapeutic 
alternatives and the absence of additional population impact on public health criteria 
(reduction of mortality or morbidity, improved quality of life, changes in the organisation of 
care, etc.) relative to current treatment for allergic rhinitis. 

 
Taking account of these points, the Committee consi ders that the actual benefit of 
DYMISTA 137 µg/50 µg, nasal spray suspension is mod erate in the Marketing Authorisation 
indication. 
 
The Committee recommends inclusion on the list of m edicines refundable by National 
Health Insurance and on the list of medicines appro ved for hospital use in the indication 
"relief of symptoms of moderate to severe seasonal and perennial allergic rhinitis if 
monotherapy with either intranasal antihistamine or  glucocorticoid is not considered 
sufficient" and at the dosage in the Marketing Auth orisation.  
 
 
���� Proposed reimbursement rate: 30%  
 

010.2 Improvement in actual benefit (IAB) 

DYMISTA 137 µg/50 µg, nasal spray suspension, does not provide any improvement in 
actual benefit (IAB V, non-existent) relative to co ncomitant administration of an H1 
antihistamine and an intranasal corticosteroid. 
 

010.3 Target population 

The target population for DYMISTA is defined by children and adolescent patients (≥ age 12) and 
adults with allergic rhinitis (seasonal or perennial). 
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In one epidemiological study conducted in western Europe in 20046, the prevalence of allergic 
rhinitis confirmed by a clinical examination in adults (≥ aged 18) was estimated at 24.5% and that 
for medicinally-treated allergic rhinitis was estimated at 11% or 5.6 million patients in France (INED 
[French National Institute for Demographic Studies] 2012 data). 

If these results are extrapolated to children aged 12 to 17, medicinally-treated allergic rhinitis would 
concern around 522,000 children in this age bracket. The population of adults and children aged 
12 to 17 with allergic rhinitis would be 6.1 million people. 

The percentage of patients with moderate to severe allergic rhinitis consulting a doctor would be 
61%7 or 3.7 million people. These data do not provide information on the proportion of patients 
who failed a monotherapy with antihistamine or intranasal corticosteroid. 

 
According to the data from the general sample of beneficiaries (GSB) extrapolated to the French 
population8, the number of patients with at least one concurrently filled prescription9 for an 
intranasal corticosteroid and an intranasal or oral antihistamine between 01 September 2012 and 
31 August 2013 is estimated at 2,486,999 (95% CI = [2,455,021; 2,518,976]).  
 
 

011 TRANSPARENCY  COMMITTEE RECOMMENDATIONS 

���� Packaging 
Appropriate for the prescription conditions. 
 
 

                                                
6 Bauchau V et Durham SR. Epidemiological characterization of the intermittent and persistent types of allergic rhinitis. 
Allergy, 2005; 60: 350-53 
7 Bousquet PJ et al. Impact of allergic rhinitis symptoms on quality of life in primary care. Int Arch Allergy Immunol. 2013; 
160(4): 393-400 
8 The GSB is a representative sample of National Health Insurance beneficiaries in France. It contains anonymous 
information on services reimbursed, demographic characteristics of beneficiaries and long-term conditions since 2003. 
The GSB data are extrapolated to the French population by calculating an extrapolation coefficient. This extrapolation 
coefficient was obtained from the number of beneficiaries present in the GSB on 01/01/2012 (n = 602,199) relative to the 
French population on 01/01/2012 (n = 65,585,857).  The extrapolation coefficient obtained is 1/108.91. 

9 Concurrently filled prescriptions are defined as an intranasal corticosteroid and an antihistamine being dispensed on 
the same day. 


