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IND 77363; Re: SPA Meeting Minutes 
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WHOM IT IS ADDRESSED AND J\IAY CONTAIN INFORMATION THAT IS 
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1.0 BACKGROUND 

MEDA Pharmaceuticals submitted a Special Protocol Assessment (SPA) dated Deeember 
21 , 2007, for the clinical protocol MP4002 for the azelastine/fluticasone combination 
nasal spray. On January 31, 2008, the Division responded to MEDA's SPA request. 

MEDA Phannaceuticals submitted a Type A meeting request, dated February 29, 2008, 
to discuss the Agency's comments and responses regarding the SPA. The briefing 
package, dated April14, 2008, was reviewed by the Division. On April28, 2008, the 
Division responded to :M:EDA's questions via facsimile. The content of the fax is printed 
below. 

Any discussion that took place at the meeting is captured in section 3.0 including any 
changes in our original position. MEDA's questions are in bold italics and FDA's 
response is in italics; the discussion is in normal font. 

2.0 QUESTIONS 

2.1 QUESTION 1 

Question 1: 

Does the Division agree that patients with moderate/severe nasal symptoms of 
seasonal allergic rhinitis, as defined by ARIA, is an appropriate target population 
for this drug? 

Division Response: 

We do not agree. We have expressed concerns that you have not provided evidence that 
a population for this combination product exists. The ARIA Guidelines presented do not 
alleviate these concerns. The ARIA classification for allergic rhinitis classifies allergic 
rhinitis based upon intermittent and persistent symptoms and is not universally adopted 
in the United States. In particular, this type of classification is not used for approval of 
therapeutics for allergic rhinitis. 

The combining of different products to control symptoms of SAR is the practice of 
medicine. Single ingredient products containing azelastine or jluticasone propionate are 
approved for treatment of symptoms of seasonal allergic rhinitis. The combination 
product that you are proposing to develop is targeted to treat the same symptoms-that the 
single ingredient products are already indicated for. Demonstrating significantly greater 
symptom relief with the combination product over its individual single active ingredients 
will not be sufficient to demonstrate that both azelastine and fluticasone propionate 
contribute to the effectiveness of the combination. Demonstration of greater symptom 
relief with the combination product over its active ingredients (for the exact same 
symptoms) is likely to be due to the fact some patients may not be responding to 
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azelastine while responding to fluticasone propionate, and vice versa. Rationale based 
on pharmacodynamic reasoning, such as mechanism of action, onset of symptom relief, 
etc., are also not sufficient to justify this combination product. 

As stated before, combining products eliminates flexibility with dosage titration and 
potentially exposes patients to unnecessary medication; and thus unnecessary risk. 

2.2 QUESTION 2 

Question 2: 

Does the Division agree that our proposed inclusion/exclusion criteria will study a 
population of patients with moderate/severe rhinitis? 

Division Response: 

We do not agree. We do not have specific criteria using the TNSS to define what 
constitutes moderate or severe allergic rhinitis. . 

2.3 QUESTION 3 

Question3: 

Does the Division agree that the proposed dosage of the individual components of 
the fu:ed dosage product (that are within the labeling for those marketed products) 
is appropriate for study in the MP4002 study? 

Division Response: 

We remain concerned about the lack of flexibility of dosage titration with the frxed dose 
combination (FDC). We acknowledge your explanation and ask you to make the 
reasoning in the NDA, if you are to develop this product. This will be a review issue. 

2.4 QUESTION 4 

Question 4: 

Does the Division agree that no new corticosteroid-specific safety issues are 
anticipated with the fu:ed dose combination product that would require MEDA to 
study a dosage that is lower than the recommended dosage in the fluticasone label? 
This question is predicated on the assumption that adequate pK studies do not show 
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an appreciable enhancement of absorption of Outi as one. In addition, it assumes 
that appropriate long term studies support tbe sati ty of the combination product. 

Division Response: 
We cannot agree. Your question is based upon assu 
time. Your FDC, as well as, the individual monother 
represent new products. The safety and efficacy of e 
established. Therefore, we cannot agree that no new 
anticipated. 

2.5 QUESTION 5 

Question 5: 

lions that are unknown at this 
ies, with new formulations 

h of these products have not been 
orticosteroid safety issues are 

If the Division still does not agree that we have ap ropriately applied the specific 
elements of the combination rule stated above, the we respectively request the 
opi.oion of the Director of tbe Office of Drug Eval ation II on the above issues. In 
addition, we would also request input from the 0 1ce of Medical Policy on the 
Division's interpretation of these elements of the c mbination rule under these 
circnmstances. 

We believe we have addressed your questions adequ ely and the responses can be 
discussed at the face-to-face meeting. 

:CMC 

We note that four new suspension nasal spray drug p oducts were manufactured for the 
use in this IND, i.e., aze/astine hydrochlorideljluticas ne propionate combination nasal 
spray (different formulation from the original IND su mission), two single-active­
comparator nasal sprays, and a placebo nasal spray. Any further development in the 
clinical program must be accompanied by_the submis ion ofthefonnal in vitro . 
characterization studies for these drug products, as scribed in our Guidance "Nasal 
Spray and Inhalation Solution, Suspension, and Dru Products". In particular, provide 
the dose perform,ance data (e.g., emitted dose, spray on tent uniformity, droplet size 
distribution, etc.) that characterizes the combination al spray product and the two 
monotherapy products (azelastine hydrochloride nas I spray andjluticasone propionate 
nasal spray). Provide these data in a side-by-side pn entation using graphs, in order to 
demons trate the pharmaceutical comparability of the in vitro dose delivery for the ~ing/e 
component drugs relative to the combination produc 

3.0 DISCUSSION 
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'MEDA began the discussion seeking clarification on appropriate patient population 
and a better understanding of application of the comb ation product rule. MEDA 
outlined the following points for clarification: · 

• An understanding of the Division's position fwhy it is a problem that the 
proposed combination product is targeted to eat the same symptoms as the 
single product ingredients; 

• An explanation as to why the combination pr duct, if shown to demonstrate 
greater symptom relief over the single ~gred ents, is not sufficient; 

• Discussion and clarity of the Division's posi on that greater symptom relief with 
the combination product over the active ingr · ents may be a result of some 
patients responding to one single ingredient er the other. 

MEDA informed the Division that the rationale for th combination product was based 
upon input from allergists who noted they treat many ftheir SAR patients with both 
azelastine and fluticasone nasal sprays. MEDA ackno ledged the Division's comment 
that combining different products to control sympto of SAR is the practice of · 
medicine. However, MEDA explained that the comb ation product would be better than 
the individual ingredients because patients would not ave to take four sprays of 
medication at a time. With the individual component , compliance becomes an issue; 
thus leading to treatment failures and unmet patient n eds. MEDA suggested that the 
patient population would be those who have failed co on treatments regimens and 
those who would be inconvenienced by taking twos· gle drug products. In terms of 
safety, MEDA commented that combining the two pr ducts versus the individual 
components would not alter the safety. In fact, the pr uct will be effective and pose less 
of a risk. MEDA cited examples of other combinatio products that also treated the same 
disease, e.g. LABA and ICS for asthma. MEDA aske the Division to provide its 
expectation of efficacy for the combination product. 

The Division responded that the combi.nlng of two gs to treat the same symptoms of a 
disease is problematic. The Division noted that the c mbination of azelastille and 
fluticas~ne nasal spray is approved as Duonase in In a. The Division or MEDA's 
consultants did not know the specific background of e premise of Duonase approval in 
India. The Division mentioned that at a recent meet' g (AAAAI 2008) where one of.the 
MEDA consultants Dr. P. Lieberman spoke at an aca ernie session, a comment was made 
from the audience that suggested that the premise of · s combination product is that it 
treats two different types of rhinitis: allergic and non lergic. The Division commented 
that such a premise would seem reasonable. The Div sian noted that MEDA.proposes the 
combination product for the same indication, sympto of SAR. While the proposed 
combination may be a choice in the practice ofmedi ·ne, it is not necessarily rationale as 
a fixed dose combination. If we look at the cough, c ld, allergy, bronchodilator, and 
antihistamine drugs OTC monograph (21 CFR 341 ), ermitted combinations are 
described. The combinations described include com onents that treat a different aspect 
of the disease, e.g. antihistamine and decongestant or antihisiamine and antitussive. The 
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· monograph does not allow combination of two drugs at treat the same aspect of the 
disease, e.g. antihistamine and antihistamine. 

The next issue is the combination rule, i.e. that each c mponent makes a contribution to 
the claimed effects. With the proposed program, ME A would use the same endpoint, 

· total nasal symptom score (TNSS), to evaluate tbe e cacy of the combination product 
and each component. This is problematic because so e patients may not respond to one 
component, but yet respond to the combination; and e of the same endpoint will not 
discriminate. For example, if a patient has failed aze as tine therapy, but responds to the 
combination product, then it could imply that the resp nse is toward the effects of the 
ster<;>id; however the patient would receive the combi atioo product where one 
component provides no benefit, but yet exposes them o unnecessary risk. In addition, 
the Division raised the possible safety concern regard ng the lack of flexibility for dosage 
titration for the proposed combination product. 

MEDA responded that patient response to the combin tion can be viewed as a synergistic 
effect. In terms of treatment failure, MEDA stated tb ''treatment failure" could me.an 
that patients failed to get complete symptom relie[ oreover, MEDA pointed out that 
for any combination product it may be difficult to de rmine which component is 
providing the benefit; hence, randomized studies are sed. MEDA questioned the 
Division as to why this approach could not be utiliz with the proposed product. The 
Division addressed the combination product referenc d, LABA and ICS, which have 
different endpoints to measure disease benefit. In ME A's proposed program, however, 
the endpoints are the same and the product is aimed a treating the same aspects of the 
disease with the two drugs. With such a design, the D vision reiterated that it is difficult 
to detimnine the contribution of each component. 

MEDA noted that there are approved combination pr ducts that have the same endpoints 
(e.g. analgesics); and questioned the application ofth combination rule in this situation. 
Tb~ Division could not comment on the application o the combination rule for those 
particular situa.tions. MEDA was informed of the rec nt regulatory action taken on a 
combination product that addressed benefit on the s e aspects of disease. The Division 
stated that it would be MEDA's chqice on whether to pursue the study using the same 
endpoints to measure disease benefit, but .MEDA sbo d understand the Division's 
concerns. 

MEDA asked whether other endpoints, such as onset faction, may address the 
Division's concerns. The Division did not think that nset of action will demonstrate the 
expected outcome. The Division responded that diffe ent methods are risky, however, 
innovation is encouraged. 

The Division, acknowledged MEDA's request to hav clarification of the combination 
rule, and informed MEDA of three aspects to be cons dered for combination products: 

• CFR 341.50 outlines the lists of monographs for combination products that are 
permitted by law. In addition, the appropria language for the label is provided, 
as well as, separate indications for each of th drug components. As discussed 
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earlier, .this approach does not provide for co 
aspect of the disease. The rationale outlined 
is no reason tbat the same rationale would no 

Confidential 

5/19/2008 

bining prod~cts that treat the same 
CFR 341.50 is sensible, and there 

apply for prescription products. 

• Per CFR 300.50 each component has to mak a contribution to the claimed 
effect. As discussed earlier, the Division stat that it will be difficult to 
determine the contribution of each componen for MEDA;s combination product. 

• Per CFR 300.50, special cases are allowed if component is added to enhance. 
the safety or effectiveness of the principle ac ve component. MEDA's 
combination product does not fit this· special ase. 

MEDA commented that for some combination produ ts, i.e. analgesics, have the same 
endpoints and the individuals components of the prod ct, as well as the combination, 
have been superior to placebo. MEDA does not unde tand how the combination rule 
precludes development of their combination product. MEDA verbalized their 
disagreement with Division's position and commente .that the pathway for their 
proposed product for allergic rhinitis is halted. 

The Division informed MEDA that consultation and ollaboration had been sought with 
other offices in' the Agency, therefore the position tak n had not been in isolation. The 
pathway forward may be for MEDA to formally disp te the Division. The dispute 
process may be a way to seek the direct involvement f the Office Director. At this point, 
it will be MEDA's choice to pursue the clinical devel pment program. The Division 
commented that there appears to be no safety risk in DA conducting the study. 

The Division recommended to MEDA that if product evelopment is pursued, the CMC 
information (performance in terms of emitted dose an droplet size distribution) must be 
evaluated and addressed carefully and referred MED to the CMC additional comment 
provided in the Division's responses. In addition, sin e each monotherapy represents a 
new product, one API is in solution (azelastine nasal pray) and the other API is a 
suspension (fluticasone nasal spray), it was recotnme ded that MEDA address these 
differences in a side-by-side comparison format. 

4.0 ISSUES REQUIRING FURTHER DISCU SION 

There were no issues requiring further discussion. 

5.0 ATT ACBMENTS AND HANDOUTS 

There were no attachments or handouts for the mee · g minutes. 
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