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Subject Summary Review

NDA # 205394

Applicant IntelGenx Corp

Date of Submission October 17, 2022

PDUFA Goal Date April 17, 2023

Proposed Proprietary Name RizaFilm
Established or Proper Name Rizatriptan
Dosage Form(s) 10 mg oral film
Route of Administration Oral

Recommended Proposed
Indication(s)/Population(s)

Acute treatment of migraine with or without aura in
adults and in pediatric patients 12 to 17 years of age
weighing 40 kg or more

Recommended Proposed Dosing | 10 mg single dose
| Regimen(s)

Recommendation on Regulatory | Approval

Action

1. Introduction/Background

A 505(b)(2) application was originally submitted by RedHill BioPharm (with IntelGenx acting
as the US agent) for RizaFilm (in previous submissions referred to as Rizaport), an immediate-
release oral film formulation of rizatriptan for the acute treatment of migraine on March 26,
2013. A Complete Response Letter (CRL) was issued on January 31, 2014, due to Product
Quality deficiencies related to process description, formulation, impurities, product
specification, container closure, stability, and the environmental impact assessment. Since
then, the applicant has submitted two incomplete responses (2/26/2014 and 10/31/2017) and
has had several meetings with the Agency to discuss these incomplete responses. In the first
mcomplete response letter, the Division recommended that the applicant conduct another
relative bioavailability (BA) study using the final to-be-marketed drug product, as the overall
CMC changes were significant since the original BA study was conducted. Ownership of this
NDA was transferred from Redhill to IntelGenx following the first incomplete response to the
CRL.

IntelGenx Corp submitted a second Complete Response (CR) to the CRL which resulted in
another Complete Response action due to the multiple CMC deficiencies including
deficiencies noted at the manufacturing sites. This second CR also included a comparative BA
study of Rizaport to Maxalt-MLT which demonstrated bioequivalence for the rizatriptan 10-
mg oral film to the listed drug, Maxalt-MLT 10-mg ODT. we
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®® 11, the second CRL, the Division
advised that the applicant should develop a. ’dosage strength of its product to support
dosing for pediatric patients 6 through 11 years of age.

The applicant submitted a third complete response submission (a Class 2 resubmission) for this
NDA. The applicant proposed to rely on rizatriptan, a 5-HT1B/1D receptor agonist, approved
for the acute treatment of migraine with and without aura, which is available as a tablet and an
orally disintegrating tablet. The applicant proposed to use Maxalt-MLT oral dlsmteglatmg
tablet at as the listed drug. This application only included the 10-mg formulation,

A Complete Response
action was taken on this submission due to multiple CMC 1ssues mcluding a “withhold
recommendation” made during both the second and the third review cycle.

(b) (4)

During the last review cycle, multiple CMC deficiencies were identified, in addition to a
manufacturing facility recommendation of “withhold” due to deficiencies observed during the
preapproval inspection (PAI) of the IntelGenx facility and official action indicated (OAI)
status of the drug substance manufacturing facility.

This is the fourth complete response submission for this application. The applicant 1s seeking
approval for a rizatriptan oral film formulation. This submission includes findings derived
from a 10 mg formulation and therefore only supports 10 mg dosing.

The following are the key primary reviewers for this resubmission of the RizaFilm NDA:

Chemistry, Manufacturing, and Controls (CMC):

e Drug Product/Labeling primary reviewer was Dr. Eric Bow, and the secondary
reviewer was Dr. Martha Heimann.

e Drug Substance primary reviewer was Dr. Zhixing Shan, and the secondary reviewer
was Dr. Gaetan Ladouceur.

e The Manufacturing primary reviewers were Drs Qin Liang and Erin Kim and the
secondary reviewers were Drs. Cassandra Abellard, and Lane Christensen.

e The application technical lead was Dr. Martha Heimann.

2. Nonclinical Pharmacology/Toxicology
N/A

3. Office of Product Quality (OPQ)

The proposed product submitted for review in this application is an oral film containing 10 mg
of rizatriptan. The applicant CIOSS references two Type II Drug Master Files for the drug
substance Dlug Master File (DMF) P9 was reviewed six times by
the Agency, and this last time OPQ concluded that the DMF 1s adequate. The applicant
provides a description of the general properties of rizatriptan benzoate drug substance and also
refers to the DMF providing information for the specification, potential impurities, analytical
methods, batch analyses, and stability. There are no concerns of potential genotoxic impurities
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and in the drug substance. Based on the stability data in this DMF, the dru
substance 1s stable for at least.months when stored in

. The Holder sets a retest data of .months for the drug substance, which
OPQ considers to be adequate.

DMF has been reviewed 8 times by the Agency and the last review concluded that the
DMF is adequate. Based on the information submitted there are no concemns of potential
genotoxicity for the drug substance. The applicant refers to the DMF and provides information
for the specification, analytical methods, batch analyses, and stability. OPQ concludes that the
mformation is adequate.

The structure of rizatriptan benzoate was investigated and confirmed by the substance

manufacturer using multiple techniques. The applicant has provided adequate information for

the impurities in the drug substance and the corresponding control strategies. Based on this
- for the

information, there are no concermns of potential genotoxic impurities and
issue from the previous review cycle was the inadequate control strate

drug substance, rizatriptan benzoate.

for a

The applicant is also qualifying another drug substance
m addition to Three batches of drug product
manufactured with|  ®®drug substance and one batch with drug substance.
Certificates of analysis are provided for each batch, with all tested parameters meeting the
acceptance criteria. Stability data for the three API batches is provided, with

No trends or out-of-spec results were noted, with the impurity
remaining within the stability specification of not more than (NMT) ®®_ The analytical
method for impurities has been adequately revalidated to enable detection of the
impurity at levels well below the release specification of NMT .%. The proposed product is
adequate based on the control strategies, release, and stability results of the registration
batches.

Another issue that led to issuance of a complete response with the last cycle was related to
deficiencies following inspection of the manufacturing facility. During this review cycle, it
was determined that the drug substance manufacturing facilityﬁ
(FEL * 1s in compliance and was found to be acceptable in the most recent

mspection. The newly proposed drug substance manufacturer —
(FEI is acceptable based on file review. The drug product manufacturing site

IntelGenx Corp. 1s recommended for PAIL The PAI conducted on 3/20-24/2023 was classified
Voluntary Action Indicated (VAI). The facility is acceptable.

OPQ recommends an Approval action for this supplement.
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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 @@ ;ontainer 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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on March 24, 2020, and 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.

Subsequently, the applicant submitted NDA 205394 as a Class 2 resubmission on October 17,
2022. Under the 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 24, 2020, CR letter and as well as PI and PPI labeling for the current supplemental
application under review.

DMEPA concludes that the final agreed-upon prescribing information and carton and
container labeling are acceptable.

Dr. Weitzman concluded that the proposed proprietary name requested by the applicant for
their product, RizaFilm, was conditionally acceptable.

9. Pediatrics

This application does trigger the Pediatric Research Equity Act (PREA) due to a new dosage
form. At the time of submission of the original application, the Pediatric Review Committee
(PeRC) agreed with the Division to grant a partial waiver in pediatric patients 0-5 years old,
because studies were impossible or highly impracticable. Since the pediatric information of the
listed drug, at that time, was protected by pediatric exclusivity, pediatric studies in patients 6-
17 years old were required for this product. The applicant’s plan was to leverage Maxalt’s
pediatric data after the expiration of the pediatric exclusivity (2015) to satisfy the applicant’s
PREA requirements. oW

The second resubmission, received September 2018, included only the 10 mg strength. The
submission was discussed with the PeRC in February 2019, and they agreed that if an approval
action is taken a PREA PMR should be issued for the development of a| " strength to
support use in patients 6 through 11 years of age. The third resubmission also included no
information on @@ 1 the CRL issued in
response to this third submission, the applicant was informed that they should develop a| ®®
formulation appropriate for patients 6 through 11 years of age.

The current resubmission only includes the 10-mg formulation, and therefore, is msufficient to
satisfy the PREA requirements based on the plan outlined in the original application. We will
issue the following PREA PMR to the applicant:

Develop an age-appropriate dose strength of RizaFilm for administration to pediatric patients 6
through 11 years of age.

10. Labeling

See the final negotiated product label. Agreement was reached with the applicant on labeling.
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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 o)

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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Date March 24, 2020
From Heather Fitter, M.D., Nick Kozauer, M.D.
Subject Summary Review
NDA # 205394
Applicant IntelGenx Corp
Date of Submission September 26, 2019
PDUFA Goal Date March 26, 2020
Proposed Proprietary Name RizaFilm
Established or Proper Name Rizatriptan
Dosage Form(s) 10mg. “% film
Route of Administration Oral
Recommended Proposed Acute treatment of migraine with and without aura in
Indication(s)/Population(s) adults
Recommended Proposed Dosing | 10 mg single dose
| Regimen(s)
Recommendation on Regulatory | Complete Response
Action

1. Introduction/Background

A 505(b)(2) application was originally submitted by RedHill BioPharm (with IntelGenx acting
as the US agent) for RizaFilm (in previous submissions referred to as Rizaport), an immediate-
release oral film formulation of rizatriptan for the acute treatment of migraine on April 3,
2013. A Complete Response letter (CRL) was issued on January 31, 2014, due to Product
Quality deficiencies related to process description, formulation, impurities, product
specification, container closure, stability, and the environmental impact assessment. Since
then, the applicant has submitted two incomplete responses (2/26/2014 and 10/31/2017), and
has had several meetings with the Agency to discuss these incomplete responses. In the first
mcomplete response letter, the Division recommended that the applicant conduct another
relative bioavailability (BA) study using the final to-be-marketed drug product, as the overall
CMC changes were significant since the original BA study was conducted. Ownership of this
NDA was transferred from Redhill to IntelGenx following the first incomplete response to the
CRL.

IntelGenx Corp submitted a second Complete Response (CR) to the CRL which resulted in
another Complete Response action due to the multiple CMC deficiencies including
deficiencies noted at the manufacturing sites. This second CR also included a comparative BA
study of Rizaport to Maxalt-MLT which demonstrated bioequivalence for the rizatriptan 10-
mg oral film to the listed drug, Maxalt-MLT 10-mg ODT. In the second CR, el

In the CR letter sent following the
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review of this second CR, the applicant was told that they should develop a - dosage
strength of its product to support dosing for pediatric patients age 6 through 11 years.

This is the third complete response submission (class 2 resubmission) for this NDA. The
applicant proposes to rely on rizatriptan, a 5S-HT1B/1D receptor agonist, approved for the acute
treatment of migraine with and without aura, which is available as a tablet and an orally

disintegrating tablet. The applicant proposes to use Maxalt-MLT oral disinteﬁatini tablet at

as the listed drui This aiilication onli includes the lO-mi formulation,

The following are the key primary reviewers for this resubmission of the RizaFilm NDA:

Chemistry, Manufacturing, and Controls (CMC):
e Drug Product/Labeling primary reviewer was Dr. Stephanie Emory, and the secondary
reviewer was Dr. Julia Pinto.
e Manufacturing primary reviewer was Dr. Tianhong Tim Zhou and the secondary
reviewer was Dr. Aditi Thakur.
e The regulatory business process manager reviewer was Dr. Dahlia Walters.
e The application technical lead was Dr. Martha Heimann.
Division of Medication Error Prevention and Analysis (DMEPA)
e Label, Labeling, and Packaging primary reviewer was Dr. Denise Baugh and the
secondary reviewer was Dr. Briana Rider.
e Proprietary name primary reviewer was Mr. Carlos Mena-Grillasca and the secondary
reviewer was Dr. Briana Rider.
Project Manager: Capt. Alina Salvatore

2. Nonclinical Pharmacology/Toxicology
N/A

3. Product Quality

The proposed product submitted for review in this application is an oral - film
containing 10 mg of rizatriptan. The applicant did not submit new information about the drug
substance or biopharmaceutics, which was adequately addressed in the second CR.

Dr. Heimann notes in her summary review that there are deficiencies in the drug product and
in manufacturing.

The applicant submitted corrected
stability data based on out of specification (OOS) investigations. However, the Manufacturing
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reviewer has identified process deficiencies that preclude reliance on the 2017 and 2018
exhibit batches for primary stability data and recommends manufacture of new exhibit batches.

Regarding the manufacturing, the following deficiencies were identified during the previous
review cycle:

In addition, the manufacturing facility recommendation was Withhold due to deficiencies
observed during the preapproval inspection (PAI) of the IntelGenx facility and official action
indicated (OAI) status of the drug substance manufacturing facility.

The applicant

or
assurance of adequate process control and consistency to support approval of the application.

The manufacturing facility recommendation remains Withhold for both the drug substance
manufacturing facility and the IntelGenx drug product manufacturing facility. Based on the

responses to deficiencies identified during the pre-approval inspection (PAI) for this
applicationlﬁ the IntelGenx is not ready for
commercial production. A follow up mspection will be needed to verify the facility has taken
necessary corrective actions to ensure oral film product quality.

The Office of Product Quality (OPQ) review team recommends a third Complete Response
action for this NDA because from a quality perspective, the application remains inadequate to

ensure that the applicant can consistently manufacture a product that is suitable for use to treat
the intended population.

The OPQ team recommends that we communicate the following deficiencies to the applicant
in the CRL:

1. With respect to the manufacturin,
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2.

b)

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:

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.

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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7. Safety
N/A

8. Other Relevant Regulatory Issues

Division of Medical Error Prevention and Analysis (DMEPA)

Dr. Denise Baugh conducted a review of the proposed labels and labeling for rizatriptan oral
®® flm to evaluate whether there were areas of vulnerability that could lead to medication

errors. She identified multiple areas in the label and labeling that were vulnerable to

medication error and provided recommendations to the Division. Since labeling negotiations

were not conducted with the applicant, these revisions were not discussed with the applicant.

Refer to Dr. Baugh’s review for details on her recommendations.

Mr. Carlos Mena-Grillasca concluded that the proposed proprietary name requested by the
applicant for their product, RizaFilm, was conditionally acceptable and stated that if this
application receives a complete response, the applicant should submit a request for a new
name review with the submission of their response to the application deficiencies.

9. Pediatrics

This application does trigger the Pediatric Research Equity Act (PREA) due to a new dosage
form. At the time of submission of the original application, the Pediatric Review Committee
(PeRC) agreed with the Division to grant a partial waiver in pediatric patients age 0-5 years,
because studies were impossible or highly impracticable. Since the pediatric information of
the listed drug, at that time, was protected by pediatric exclusivity, pediatric studies in patients
age 6-17 years were required for this product. The applicant’s plan was to leverage Maxalt’s
pediatric data after the expiration of the pediatric exclusivity (2015) to satisfy its PREA
requirements. e
. The Division informed the
applicant m the last CRL that they should develop a | ***osage strength of its product to

support dosing for pediatric patients age 6 through 11 years.

The current resubmission only includes the 10-mg formulation, and therefore, is insufficient to
satisfy the PREA requirements based on the plan outlined in the original application.

10. Labeling

There were no labeling negotiations during this review cycle. The identified CMC
deficiencies preclude discussion of labeling changes and/or postmarketing requirements.

11. Recommendations/Risk-Benefit Assessment

A complete response action will be taken for this application due to the multiple CMC
deficiencies and the deficiencies noted at the manufacturing sites.
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Summary Review for Regulatory Action

Date (electronic stamp)

From Eric Bastings, MD

Subject Division Director Summary Review
NDA/BLA # 205,394

Supplement #

Applicant Name RedHill BioPharm

Date of Submission 4/3/2013

PDUFA Goal Date 2/3/2014

Proprietary Name / Rizaport / rizatriptan oral film
Established (USAN) Name

Dosage Forms / Strength @9 10 mg films
Proposed Indication(s) Migraine with or without aura
Action Complete response

Material Reviewed/Consulted

OND Action Package, including:

Names of discipline reviewers

CDTL Angela Yuxin Men., MD PhD
Medical Officer Review Nushin Todd, M.D., Ph.D.
CMC Review Sherita Mclamore, Ph.D.
Clinical Pharmacology Review Xinning Yang, Ph.D.
Biopharmaceutics John Duan, Ph.D.
OSE/DMEPA Jacqueline Sheppard, PharmD
OSI Arindam Dasgupta, Ph.D
OND=0Office of New Drugs

CDTL~=Cross-Discipline Team Leader

OSE=0ffice of Surveillance and Epidemiology
DMEPA=D1vision of Medication Error Prevention and Analysis
OSI=Office of Scientific Investigations
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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
applicantusesthesame/ 0@ royte 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. | agree.

Deficiencies

Process
Description

Formulations

Page 2 of 5
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Impurities

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

Drug Product - No tests and acceptance criteria for physical characteristics of the

Specification film (e.g., flexibility, tensile strength, acceptable level of bubbles,
etc)

- No acceptable acceptance criterion for the disintegration, which is

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

Container - No detailed description of the drug product container closure system

Closure 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 - No categorical exclusion from preparing an environmental impact

Impact considerations, citing the specific citation under 21 CFR 25.31.

Assessment:

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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4. Nonclinical Pharmacology/Toxicology

Not applicable. No new nonclinical information was submitted by the applicant.

5. Clinical Pharmacology/Biopharmaceutics

I concur with the conclusions reached by the clinical pharmacology/biopharmaceutics reviewer
that there are no outstanding clinical pharmacology issues that preclude approval. The
applicant conducted a bioequivalence study (RZA-P9-688) in 26 healthy male and female
subjects, to compare the rate and extent of absorption of rizatriptan between rizatriptan oral
film and rizatriptan orally disintegrating tablet. Rizatriptan 10 mg oral film is bioequivalent to
the reference formulation (Maxalt-MLT 10 mg) under fasting conditions. No food-effect study
was conducted, as agreed with the applicant during the development program, because no
clinically significant food effect is expected for the new product. oI

I concur with the conclusions reached by the biopharmaceutics reviewer that there are no
outstanding biopharmaceutics issues that preclude approval.

6. Clinical Microbiology

Not applicable.

7. Clinical/Statistical-Efficacy

The applicant did not conduct any new efficacy study.

8. Safety

The applicant did not conduct any new safety study. Safety data were collected in
bioequivalence study RZA-P9-688. No new or unexpected adverse event was identified.

9. Advisory Committee Meeting

There was no advisory committee meeting for this application, as the application is for a new
dosage form of an already approved drug.
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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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