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4. Clinical Pharmacology 
N/A 

5. Clinical Microbiology  
N/A 

6. Clinical/Statistical- Efficacy 
N/A 

7. Safety 
N/A 

8. Other Relevant Regulatory Issues 
Division of Medical Error Prevention and Analysis (DMEPA) 
Dr. Beverly Weitzman conducted the primary review of the proposed labels and labeling for 
rizatriptan oral film to evaluate whether there were areas of vulnerability that could lead to 
medication errors. Dr. Stephanie DeGraw was the Team Leader.  
 
DMEPA completed a review of the labels and labeling for this application on January 10, 
2014. However, since the application received a CRL on January 31, 2014, the 
recommendations for the  10 mg strength container labels and carton labeling were 
sent to the applicant as part of the CRL. The CRL noted that the FDA reserved comment on 
the proposed labeling (i.e., PI and PPI) until the application is otherwise adequate. Therefore, 
the recommendations for the PI and PPI were not communicated to the applicant. 
 
In response to the CRL issued on January 31, 2014, the applicant submitted NDA 205394 as a 
Class 2 resubmission on October 1, 2018. Under the Class 2 resubmission, the applicant 
submitted 10 mg strength  container label and carton labeling 
which were revised in response to the recommendations sent to the applicant in the CRL dated 
January 31, 2014. DMEPA completed a review of the labels and labeling on December 11, 
2018, however, the application received a second CRL on March 28, 2019, and again, 
DMEPA’s recommendations for the container label and carton labeling were sent to the 
applicant as part of the CRL. DMEPA’s recommendations for the PI were not communicated 
to the applicant at that time. 
 
In response to the CRL issued on March 28, 2019, the applicant submitted a Class 2 
resubmission under NDA 205394 on September 26, 2019. Under this Class 2 resubmission, 
the applicant submitted container label and carton labeling which were revised in response to 
the recommendations sent to the applicant in the March 28, 2019, CRL. DMEPA completed a 
review of the label and labeling on December 23, 2019. The application received a third CRL 
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The indication statement includes reference to pediatric age as well as weight because the 
Listed Drug, Maxalt, specifies dosing of either 5 mg to children that weigh less than 40 kg or 
10 mg to children that weigh equal to or over 40 kg. Since the indication for this supplement is 
limited to children 12 through 17 years of age  

 the reference to a weight cutoff of 40 kg or over was included in the indication 
statement.  

11. Recommendations/Risk-Benefit Assessment 
RizaFilm oral film meets bioequivalence criteria with Maxalt-MLT 10 mg ODT, which the 
Division has previously determined to be safe and effective for the treatment of migraine with 
or without aura in adults and children 12 years of age and older. Overall, the risk/benefit 
assessment is acceptable and similar to that of previously approved triptan products. An 
Approval action will be taken for this application.  
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2. With respect to drug product stability, we acknowledge the out of specification (OOS) 

investigations submitted in response the September 26, 2019 action letter.  However, 
due to the manufacturing process deficiencies described in Item 1 above, we have 
determined that stability data obtained from testing of the existing exhibit batches 
cannot be used as primary data for establishment of product shelf life.  Therefore, we 
recommend the following: 
 

a) Submit 12 months of long-term stability data for exhibit batches manufactured as 
recommended in Comment 1.  Stability testing should be performed using fully 
validated methods and the suitability of analytical equipment should be verified prior 
to use.  The product shelf life assigned will be based on review of this stability data. 

 
b) If you intend to use the 2017 or 2018 batch stability results as supportive data, provide 

the raw HPLC data for all corrected analytical results.  Additionally, regarding INV-
2019-017, in order to support disqualification of the OOS stability results obtained 
using  for analysis of this product, further 
investigation is needed to identify the root cause. 

 

4. Clinical Pharmacology 
N/A 

5. Clinical Microbiology  
N/A 

6. Clinical/Statistical- Efficacy 
N/A 
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1. Introduction  
 
RedHill BioPharm submitted a 505(b)(2) application for an immediate-release oral film 
formulation of rizatriptan for the acute treatment of migraine. Rizatriptan is a selective 5-
HT1B/1D receptor agonist, approved for the acute treatment of migraine as a tablet and an 
orally disintegrating tablet. The immediate-release oral film formulation proposed by the 
applicant uses the same  route of 
administration as the reference listed drug Maxalt-MLT (rizatriptan orally disintegrating 
tablet). 
 
The applicant proposes to rely on FDA’s previous finding of safety and effectiveness of 
rizatriptan orally disintegrating tablet, based on a bioequivalence bridging study comparing the 
bioavailability of a single dose of rizatriptan 10 mg immediate-release oral film to that of a 10 
mg dose of Maxalt-MLT (rizatriptan orally disintegrating tablet). The applicant did not 
conduct any new efficacy study with rizatriptan oral film. 
 

2. Background 
 
The reference listed drug, Maxalt-MLT, was approved for the treatment of acute migraine on 
June 29, 1998, and is commercially available as 5 mg and 10 mg orally disintegrating tablets. 
 

3. CMC/Device  
 
There are multiple CMC deficiencies in the process description, formulation, specification, 
container closure, stability, and impurities. The table below, listing the deficiencies, is copied 
from Dr. Men’s memorandum.  Because of these deficiencies, the CMC reviewer recommends 
a complete response action. I agree. 
 
 Deficiencies 
Process 
Description 

Formulations 
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Impurities 

- No information pertaining to the characterization of impurities in the 
drug product 

Drug Product 
Specification 

- No tests and acceptance criteria for physical characteristics of the 
film (e.g., flexibility, tensile strength, acceptable level of bubbles, 
etc)  

- No acceptable acceptance criterion for the disintegration, which is 
overly broad   

- No updated drug product release and stability specifications to 
reflect the change on the acceptance criterion for the dissolution, 
which was revised to Q= % in 15 minutes. 

Container 
Closure 

- No detailed description of the drug product container closure system 
including manufacturers, materials of construction, specifications for 
materials and parts, certificates of compliance, certificates of 
analyses, DMF references and the corresponding letters of 
authorization for the DMF references. 

- No description of any secondary packaging used for the drug 
product. 

Stability - No placement of the first three commercial batches  
on stability under long-term and accelerated conditions in post 
approval stability commitment. 

- No photo-stability data for the drug product. Provide 
- No dissolution data using the revised dissolution method from 

samples at the end of their shelf life or the latest stability time point 
to support your expiry. 

Environmental 
Impact 
Assessment: 

- No categorical exclusion from preparing an environmental impact 
considerations, citing the specific citation under 21 CFR 25.31. 

 
 
Facility inspection 
 
During a recent inspection of the  manufacturing facility for this application, the FDA 
field investigator conveyed deficiencies to the representative of the facility.  Satisfactory 
resolution of these deficiencies is required before this application may be approved. 
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10. Pediatrics 
 
PREA was triggered for this application because it is a new dosage form. The reference listed 
drug, MAXALT-MLT, is approved for the acute treatment of migraine in patients aged 6 to 17 
years.  
 
As discussed by Dr. Men in her memo, PeRC agreed with the Division to grant a partial 
waiver in pediatric patients 0 to 5 years, because studies impossible or highly impractical. The 
pediatric information described in the MAXALT-MLT label is protected because of pediatric 
exclusivity. Therefore, pediatric studies in patients age 6 to 17 years will be required for 
rizatriptan oral film. Of note, once exclusivity expires for the pediatric information described 
in the MAXALT-MLT label, the applicant will be able to rely on that information to fulfill the 
PREA-required pediatric studies.  
 
 

11. Other Relevant Regulatory Issues 
 
OSI conducted a site inspection for bioequivalence study RZA-P9-688, and audited the clinical 
and analytical portions of the study. OSI found the data acceptable for review.  
 

12. Labeling 
 
DMEPA found the proposed proprietary name (Rizaport) acceptable. 
 
DMEPA made a number of recommendations for changes in the proposed container label, 
carton labeling, pouch labels, Prescribing Information, Patient Package Insert, and Patient 
Information Leaflet, which will be conveyed to the applicant. 
 
Labeling was not discussed with the applicant during this review cycle, as the CMC 
deficiencies described above preclude approval. 
 

13. Decision/Action/Risk Benefit Assessment 
 
There are multiple CMC deficiencies in the process description, formulation, specification, 
container closure, stability, and impurities of rizatriptan oral film. These issues must be 
resolved before the product can be approved. Deficiencies identified at the facility inspection 
must also be addressed. Therefore, I will issue a complete response letter for this application. 
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