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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Information Request
Date: Monday, March 20, 2017 5:32:00 PM
Importance: High

Hello Debra,
 
Regarding the container label for RoxyBond, we recommend that the following be implemented:
 

1.        Decrease the font size of the CII symbol to ensure that the proprietary name, established
name, and strength are the most prominent information on the label.

2.        Revise the dispensing statement on the side panel to read: “Dispense in a well-closed
container as defined in the USP/NF, with a child-resistant closure.”

3.        Add updated NDC numbers on the container labels for our evaluation.
4.        Place the established name for the drug substance into parenthesis as: (Oxycodone

Hydrochloride) tablets.
5.        Per USP salt policy, add an active moiety equivalence language to the label for each strength

such as: (equivalent to x mg oxycodone).
 
Additionally, please let us know how soon you can provide the new container label mock-ups for our
review.
 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209777
INFORMATION REQUEST

PATENT CERTIFICATION OR VERIFICATION

Inspirion Delivery Sciences, LLC
c/o Cardinal Health Regulatory Sciences
7400 West 110th Street
Suite 300
Overland Park, KS 66210

Attention: Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and Product Development

Dear Dr. Webster:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for RoxyBond (Oxycodone ARIR) Immediate-Release Oral Tablets, 5 mg, 15 mg, and 30 mg.

We also refer to your amendments dated:

November 17, 2016
December 15, 2016
January 10, 13, 25, and 31, 2017
February 3 and 16, 2017
March 2, 6, and 9, 2017

This amendment does not comply with 21 CFR 314.60(f), which was added by the final rule on 
Abbreviated New Drug Applications and 505(b)(2) Applications; Final Rule, 81 FR 69580 
(October 6, 2016).  The final rule became effective on December 5, 2016.  

Section 314.60(f) requires that an amendment to an unapproved 505(b)(2) application contain an 
appropriate patent certification or statement described in 21 CFR 314.50(i), or a “recertification” 
for a previously submitted paragraph IV certification, if approval is sought for changes described 
in any of the following types of amendments:

 To add a new indication or other condition of use;
 To add a new strength;
 To make other than minor changes in product formulation; or
 To change the physical form or crystalline structure of the active ingredient.
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If an amendment to the 505(b)(2) application does not contain a patent certification (or 
recertification) or statement, the applicant must verify that the proposed change described in the 
amendment is not one of the types of amendments described above.

We recommend that the cover letter for your response to this information request and for future 
amendments to your unapproved 505(b)(2) application either: 

1) states that the amendment contains a patent certification (or recertification) or statement 
required by 21 CFR 314.60(f)(1); or 

2) verifies that the proposed change described in the amendment is not one of the types of 
amendments described in 21 CFR 314.60(f)(1), as appropriate.  

Your response to this information request must clearly reference your amendment dated:

November 17, 2016
December 15, 2016
January 10, 13, 25, and 31, 2017
February 3 and 16, 2017
March 2, 6, and 9 2017

If you have any questions, contact me at (240) 402-8561.

Sincerely,

{See appended electronic signature page}

Taiye Ayoola, PharmD
Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and
   Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Information Request
Date: Thursday, February 23, 2017 1:16:00 PM
Importance: High

Dear Debra,
 
Please respond to the following information requests by Wednesday, March 1, 2017.
 

1.       Submit a revised label based on the most recently approved Roxicodone label.
 

2.       We found your summary of biopharmaceutic studies and associated analytical methods.
However, we are not able to locate the bioanalytical reports SAI-1212217 for Study O-ARIR-
003, SAI-1403426 and SAI-1407495 for Study O-ARIR-002, and SAI-1408517 for Study O-
ARIR-006. Provide the locations for these full reports if you have submitted them to us or
submitted them by March 1, 2017 if you have not done so.

 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777 IR/Advice
Date: Tuesday, February 14, 2017 3:29:00 PM
Importance: High

Hello Debra,
 
We note that you described the delay of your responses to our information request dated December
23, 2016, in your February 13, 2017 email as follows: “It was originally thought that we would have
top line results this week and be able to provide a preliminary response by email on February 17.
However, it is now apparent that the modeling will not be completed until next week at the earliest,
with the final report sometime after that”.
 
Your proposal for submitting the in silico PBPK absorption modeling and simulation data by next
week and the final report sometime after that (by the end of February, 2017) is acceptable.
However, if you encounter some issues with your model development and validation, we remind
you that, based on the in vitro performance of clinical batches, passing the recommended
acceptance criterion of “NLT % at 30 minutes” for all three proposed strengths: 30mg, 15 mg and,
5 mg of Oxycodone ARIR tablets, is highly feasible.
 
Let us know if this email response does not address your question, and if you would still need a
teleconference with the Agency.
 
Regards,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777 Information Request
Date: Wednesday, February 08, 2017 11:04:00 AM
Attachments: image001.png
Importance: High

Hello Debra,
 
This is a follow-up to the January 31, 2017 responses which you provided to our information request
dated January 24, 2017. Please respond to the subsequent information request by 12 pm (EST) on
Monday, February 13, 2017.
 
Original information request dated January 24, 2017:
1.       Table 1 on page 15 of the label, provide details on how you calculated the “Crushed

Intranasal ROXICODONE vs. Crushed Intranasal RoxyBond Percent Reduction”.
 
Sponsor’s response dated January 31, 2017: 
Table 14.2.1-7 in the clinical study report (CSR) for Study O-ARIR-002 supports the percent reduction
in crushed intranasal Roxicodone versus crushed intranasal RoxyBond, which is shown in Table 1 on
page 15 of the prescribing information for RoxyBond.
 
Reviewer’s response and information request:
Based on your equation and the values provided in your table, we still could not reproduce your
results.

For example, for drug liking: percent reduction = 100% x (82.9 – 71.1)/(82.9-53.4) = 40%, not 46.9%. 
Submit additional information to explain why our calculation is different from yours.
 
Table 1. Summary of Maximum Drug Liking (Emax), Early Drug Liking (AUE0-1 and
AUE0-2), and Take Drug Again (Emax), Following Administration of RoxyBond,

ROXICODONE®, and Placebo in Recreational Opioid Users (N=29)

VAS  

Crushed
Intranasal
RoxyBond

30 mg

Crushed
Intranasal

ROXICODONE
30 mg Placebo

Crushed
Intranasal

ROXICODONE
vs. Crushed
Intranasal

RoxyBond Percent
Reduction

Crushed Intranasal
ROXICODONE vs.
Crushed Intranasal

RoxyBond
Difference of LS

Means
(95% CI)

Drug
Liking
(Emax)

Mean
(SEM)

71.1 
(2.23)

82.9 
(2.15)

53.4 
(1.18)

46.9% 11.93 (7.16, 16.70)
P < .0001

Median
(Range)

71 
(50 to 100)

82 
(50 to -100)

51 
(50 to 77)

40.0%  

Early
Drug
Liking
(AUE0-1)

Mean
(SEM)

6.3 
(1.06)

19.4 
(1.58)

0.9 
(0.71)

72.4% 13.12 (10.11, 16.13)
P < .0001

Median
(Range)

5.5 
(-4.8 to 17.5)

21.0 
(0.0 to 31.3)

0.0 
(-9.5 to 14.5)

70.4%  
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Early
Drug
Liking
(AUE0-2)

Mean
(SEM)

21.4 
(2.86)

43.1 
(3.32)

2.5 
(1.65)

58.9% 21.96 (15.02, 28.90)
P < .0001

Median
(Range)

20.9 
(-1.5 to 57.5)

44.4 
(0.0 to 68)

0.0 
(-14.0 to 38)

54.4%  

Take
Drug
Again
(Emax)

Mean
(SEM)

62.2 
(4.55)

82.1 
(3.05)

41.9 
(3.73)

 20.0 (9.00, 31.00)
P < .0001

Median
(Range)

62.0 
(3 to 99)

86.0 
(37 to 100)

50.0 
(0.0 to 78)

  

 
Original information request dated January 24, 2017:
2.       You provided the results of your analysis of TEmax in Table 11.4.2.2-2 on page 78 of the

protocol. The Agency’s statistical analysis results of TEmax are different from yours. Based on
the Agency’s results, there is no significant difference. Provide the dataset you used and the
related SAS code. 

 
Sponsor’s response dated January 31, 2017: 
The dataset that was used is the ADVAS dataset, for this parameter, the PARAMCD=’LIKTEMAX’.
Sponsor also provided the SAS code on how to conduct the analysis of TEmax.
Because the normality assumption was not met (ie, p value of Shapiro-Wilk test < 0.01), rank
transformation was applied to the data.
 
Reviewer’s response and information request:
Rank transformation and mixed model approach was pre-specified in your 2013 protocol (with
amendment 3) before the publication of FDA guidance in 2015. So it is acceptable in this case. On
the other hand, the results from this approach should be interpreted carefully. The mixed model
uses the rankings of VAS scores instead of their values as outcome, so it is the result of testing the
differences of mean rankings from two treatment arms, not the mean or median of paired
differences (in VAS score values) from two treatments. In addition, your protocol also mentioned
Hodges-Lehman estimate for the differences in two paired medians with 95% CI of the median
differences. Please provide SAS code on how you calculated the Median Differences (SEM) using
Hodges-Lehman estimates with Confidence Intervals. The actual size of deterrent effect can also
be presented by the descriptive analysis such as mean, median and graphic display of individual and
treatment arm profiles.
 
Thanks,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Information Request
Date: Thursday, February 02, 2017 1:44:00 PM
Importance: High

Dear Debra,
 
With regards to NDA 209777, can you kindly provide an update as to where the study records for
the study/studies conducted at CRI are now located/stored? Please respond to this information
request by COB (EST) today, Thursday, February 2, 2017.
 
Thank you,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209777
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Inspirion Delivery Sciences, LLC
c/o Cardinal Health Regulatory Sciences
7400 West 110th Street
Suite 300
Overland Park, KS 66210

ATTENTION: Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and Product Development

Dear Dr. Webster:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Oxycodone 
Hydrochloride Tablets 5 mg, 15 mg, and 30 mg. 

We acknowledge receipt of your correspondence, dated and received November 1, 2016, 
requesting a review of your proposed proprietary name, RoxyBond.

We have completed our review of the proposed proprietary name, RoxyBond and have 
concluded that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your November 1, 2016, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. Additionally, if your application receives a complete response, a new 
request for name review for your proposed name should be submitted when you respond to the 
application deficiencies.

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Wendy Brown, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at 240-402-9140.  For any other information 
regarding this application, contact Taiye Ayoola, Regulatory Project Manager in the Office of 
New Drugs at 240-402-8561.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: CSS Statistical Information Request
Date: Tuesday, January 24, 2017 2:54:00 PM
Importance: High

Dear Debra,
 
Please respond to the following information requests by COB (EST) on Tuesday, January, 31, 2017:
 

1.        For Table 1 on page 15 of the label, provide details on how you calculated the “Crushed
Intranasal ROXICODONE vs. Crushed Intranasal RoxyBond Percent Reduction”.

 
2.        You provided the results of your analysis of TEmax in Table 11.4.2.2-2 on page 78 of the

protocol. The Agency’s statistical analysis results of TEmax are different from yours. Based on
the Agency’s results, there is no significant difference. Provide the dataset you used and the
related SAS code.  

 
3.        For the percent reduction, the Agency does not agree that you set the percent reduction to

the largest percentage observed in the study in the case where the control was equal to 50.
This value should be set to zero or any negative value. There are 6 out of 29 subjects who had
placebo response ≥55 for drug liking VAS.  We suggest you use the ‘Exploratory Percent
Reduction’ formulation you mentioned in your proposal and replace Figure 2 of the label with
the new results.

 
4.        Provide the SAS code for the primary statistical analysis, and include how you check the

normal assumption.
 
An initial email response by the stated due date will be fine. However, kindly follow-up with an
official submission to your NDA 209777.
 
Regards,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Clinical Pharmacology Information Request
Date: Monday, January 23, 2017 9:32:00 AM
Importance: High

Dear Debra,
 
Please provide a response to the Clinical Pharmacology information that was requested in the Filing
Review Issues Identified letter dated December 15, 2016 by  COB (EST) on January 31, 2017:
 

Clinical Pharmacology Information Request:
 

1.        For Study O-ARIR-003, provide a comparison of partial AUCs (point estimate and 90%
confidential intervals) at all time points from time 0 to 4h (e.g., AUC0-1 h, AUC0-1.5 h,
AUC0-2h, AUC0-3h, and AUC0-4h) between the test and the reference treatments.
Provide justification that the delayed Tmax for your product under fasted conditions
compared to Roxicodone will not affect the efficacy of your product, particularly with
regard to onset of action.

 
2.        For your 505(b)(2) application, you must establish a scientific bridge to the listed drug

Roxicodone. You propose that the bridge between the 30 mg strength of your product
and the 30 mg strength of Roxicodone is established by the bioequivalence (BE) study
evaluating these two treatments. In addition, you conducted a dose proportionality study
across the 5, 15 and 30 mg strengths of your product. However, you have not conducted
a BE study between the 5 and 15 mg strengths of your proposed product and
Roxicodone. Provide justification for how the bridge is established between these two
strengths of your product and Roxicodone.

 
Regards,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777 Information Request
Date: Thursday, January 19, 2017 4:42:00 PM
Importance: High

Dear Debra,
 
In preparation for the upcoming advisory committee meeting, provide a coding system for
all the solvents and conditions used in your Category 1 studies by COB (EST) on Wednesday,
January 25, 2017. You can present this coding system at the closed session of the meeting
and the codes will be used in the open session.  By using the same system, your background
documents and those prepared by the Agency will be harmonized and lead to easier
interpretation by the committees.
 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: RE: NDA 209777 Biopharmaceutics Information Request
Date: Wednesday, December 28, 2016 2:30:00 PM
Attachments: image001.png
Importance: High

Dear Debra,
 
We acknowledge that you conducted the dose proportionality study (Study O-ARIR-006) using
Oxycodone ARIR tablet strengths 5 mg, 15 mg, and 30 mg to compare pharmacokinetic parameters.
The in vivo clinical study does support that the slower release rate of the 15 mg strength dissolution
profile will not affect bioequivalence. It is noted that, for the 15 mg strength used in Study O-ARIR-
006, bio-batch #C006913, measured release was over 80% of the labeled amount of drug at 30
minutes, which could be the recommended dissolution acceptance criterion for this product based
on the submitted dissolution data for bio-batches for all the strengths at 30 minutes (5 mg (97.2%),
15 mg (84.7%) and 30 mg (98.5%) ). However, the 15 mg registration batch #C007113, only releases
78.9% at 30 minutes, which does not meet the criterion of release over % at 30 minutes.
 
Therefore, in the IR dated 12/23/2016 we asked for justification to show that the slower release rate
of the dissolution profile (i.e. batch #C007113) will not affect bioequivalence. To address this
concern, you can propose to tightened the dissolution acceptance criterion based on the dissolution
data for bio-batches to “NLT % (Q) of the labeled amount of oxycodone hydrochloride dissolved in
30 minutes” instead of the originally proposed criterion

or alternatively, provide further evidence to
support another proposed dissolution acceptance criterion. Using a verified PBPK (physiologically-
based pharmacokinetics) modeling and simulation (e.g. virtual BE (bioequivalence) study) to show
that the slower release rate of a dissolution profile will not affect the bioequivalence to the RLD
(ROXICODONE) would be considered supportive evidence.
 
If you require further clarification, we are open to a teleconference.
 
Thanks,
Taiye
 

From: Webster, Debra [mailto:debra.webster@cardinalhealth.com] 
Sent: Tuesday, December 27, 2016 3:02 PM
To: Ayoola, Taiye
Subject: RE: NDA 209777 Biopharmaceutics Information Request
 
Dear Taiye,
In response to your request for information in email dated 12/23/2106 3:30 PM we would like
clarification regarding the request for “supportive data by using verified PBPK (physiologically-based
pharmacokinetics) modeling and simulation (e.g. virtual BE (bioequivalence) study) to show that the
slower release rate of a dissolution profile will not affect the bioequivalence to the RLD
(ROXICODONE).” 
As indicated by DAAAP (PIND meeting minutes dated February 16, 2010), the dose proportionality of

Reference ID: 4034581
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the PK of the Oxycodone ARIR tablet strengths in a clinical study was conducted to support
marketing of all tablet strengths. A dose proportionality study (Study O-ARIR-006) was conducted
using the 5, 15, and 30 mg strengths of RoxyBond in which the pharmacokinetic parameters were
compared and found to be dose proportional.  We believe this supports that the slower release rate
of the dissolution profile will not affect bioequivalence. 
 
Would it be possible to obtain further clarification from the biopharmaceutics reviewer regarding
this request for information either by email or informal teleconference?
 
Thank you for your help.
 
Regards,

Debra
 

 
 

Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and
Product Development
Cardinal Health Regulatory Sciences
7400 W 110th St, Suite 300,
Overland Park, KS 66210
913.661.3881 dir | 913.451.3846 fax |

 mobile
debra.webster@Cardinalhealth.com
www.cardinalhealth.com/regulatorysciences
 

 
 
 

From: Ayoola, Taiye [mailto:Taiye.Ayoola@fda.hhs.gov] 
Sent: Friday, December 23, 2016 3:30 PM
To: Webster, Debra
Subject: NDA 209777 Biopharmaceutics Information Request
Importance: High
 
Hello Debra,
 
Please respond to the following biopharmaceutics information request by COB (EST) on January 26,
2017:
 

1.      The release rate for all three registration batches for oxycodone ARIR (15 mg) is
slower when compared to the registration batches for the 5 mg and 30 mg strengths.
Provide root cause for the observed slower release of the 15 mg strength.
Additionally, describe the control strategies in place to ensure that the observed
difference in drug release rate does not impact in vivo performance. Alternatively,
provide supportive data by using verified PBPK (physiologically-based
pharmacokinetics) modeling and simulation (e.g. virtual BE (bioequivalence) study)
to show that the slower release rate of a dissolution profile will not affect the
bioequivalence to the RLD (ROXICODONE). For the above purpose, we recommend
the following information be submitted:
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                                                              i.      A modeling summary report, which provides an overview of the
modeling strategy, and details of the modeling procedures including
model development, model verification/modification, and model
application in a step-wise manner. Inclusion of a flow chart, decision
tree, or other similar representation is preferred for clarity.

                                                            ii.      Detailed information on the inputs used in the construction and
validation of the model(s) and simulations. All the physiological and
physicochemical parameters as well as their sources should be clearly
specified. It is understandable that some input parameters are
estimated (optimized). However, when the parameters are optimized,
the data source selection, the estimation method, the justification for
the optimization algorithm, and the assumption used should be
provided.

                                                          iii.      Although the FDA does not require the use of a specific software, due
to substantive differences in software/versions, clear identification of
software parameters is critical, which should include: name and
version of the software, and (for custom modeling software) schematics
of model structure and differential equations.  

                                                           iv.      The methodological approach to model verification, model verification
results, and sensitivity analyses to evaluate the robustness of the model
should be clearly presented.  Note that it is generally expected that the
clinical data will contribute to establish confidence in the
appropriateness of the model in addressing the study question(s).

                                                             v.       The results of using the verified model to address the study question(s)
should be presented using tables, figures and text where appropriate.

                                                           vi.      The FDA’s final decision regarding the acceptability of the dissolution
method and acceptance criteria (on) will be made based on the totality
of the supportive data and relevant information provided in the
submission, which should include demonstration of a robust PBPK
model predictability.

An email response will suffice initially but kindly follow this response with a formal submission to
NDA 209777.
 
Thanks,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
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Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777 Biopharmaceutics Information Request
Date: Friday, December 23, 2016 4:29:00 PM
Importance: High

Hello Debra,
 
Please respond to the following biopharmaceutics information request by COB (EST) on January 26,
2017:
 

1.      The release rate for all three registration batches for oxycodone ARIR (15 mg) is
slower when compared to the registration batches for the 5 mg and 30 mg strengths.
Provide root cause for the observed slower release of the 15 mg strength.
Additionally, describe the control strategies in place to ensure that the observed
difference in drug release rate does not impact in vivo performance. Alternatively,
provide supportive data by using verified PBPK (physiologically-based
pharmacokinetics) modeling and simulation (e.g. virtual BE (bioequivalence) study)
to show that the slower release rate of a dissolution profile will not affect the
bioequivalence to the RLD (ROXICODONE). For the above purpose, we recommend
the following information be submitted:

 

                                                              i.      A modeling summary report, which provides an overview of the
modeling strategy, and details of the modeling procedures including
model development, model verification/modification, and model
application in a step-wise manner. Inclusion of a flow chart, decision
tree, or other similar representation is preferred for clarity.

                                                            ii.      Detailed information on the inputs used in the construction and
validation of the model(s) and simulations. All the physiological and
physicochemical parameters as well as their sources should be clearly
specified. It is understandable that some input parameters are
estimated (optimized). However, when the parameters are optimized,
the data source selection, the estimation method, the justification for
the optimization algorithm, and the assumption used should be
provided.

                                                          iii.      Although the FDA does not require the use of a specific software, due
to substantive differences in software/versions, clear identification of
software parameters is critical, which should include: name and
version of the software, and (for custom modeling software) schematics
of model structure and differential equations.  

                                                           iv.      The methodological approach to model verification, model verification
results, and sensitivity analyses to evaluate the robustness of the model
should be clearly presented.  Note that it is generally expected that the
clinical data will contribute to establish confidence in the
appropriateness of the model in addressing the study question(s).

                                                             v.       The results of using the verified model to address the study question(s)
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should be presented using tables, figures and text where appropriate.

                                                           vi.      The FDA’s final decision regarding the acceptability of the dissolution
method and acceptance criteria (on) will be made based on the totality
of the supportive data and relevant information provided in the
submission, which should include demonstration of a robust PBPK
model predictability.

An email response will suffice initially but kindly follow this response with a formal submission to
NDA 209777.
 
Thanks,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777 Information Request
Date: Friday, December 23, 2016 8:52:00 AM
Importance: High

Hello Debra,
 
Please respond to the following information request by COB (EST) on Monday, January 16, 2017
and kindly follow your email submission with a formal one to your NDA 209777.
 

Table 2.7.4-4 from the Summary of Clinical Safety describes the subject disposition for the
safety population. Provide definition for the safety population and explain how the number of
subjects (N) from Table 2.7.4-4 (page 13) corresponds to the number of subjects categories
(i.e  subjects enrolled, randomized, treated, and completed study) described in Table 2.7.4-3
(page 12).

 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209777
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Inspirion Delivery Sciences, LLC
c/o Cardinal Health Regulatory Sciences
7400 West 110th Street, Suite 300
Overland Park, KS  66210

Attention: Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and Product Development

Dear Dr. Webster:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for RoxyBond (Oxycodone ARIR) Immediate-Release Oral Tablets, 5 mg, 15 mg, and 30 mg.

We also refer to your amendments dated November 1 and 17, 2016.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is April 21, 2017.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by March 31, 
2017.

Reference ID: 4028582



NDA 209777
Page 2

During our filing review of your application, we identified the following potential review issues:

Clinical Pharmacology

1. For Study O-ARIR-003, provide a comparison of partial AUCs (point estimate and 90% 
confidential intervals) at all time points from time 0 to 4h (e.g., AUC0-1 h, AUC0-1.5 h, 
AUC0-2h, AUC0-3h, and AUC0-4h) between the test and the reference treatments.  Provide 
justification that the delayed Tmax for your product under fasted conditions compared to 
Roxicodone will not affect the efficacy of your product, particularly with regard to onset 
of action.

2. For your 505(b)(2) application, you must establish a scientific bridge to the listed drug 
Roxicodone.  You propose that the bridge between the 30 mg strength of your product 
and the 30 mg strength of Roxicodone is established by the bioequivalence (BE) study 
evaluating these two treatments.  In addition, you conducted a dose proportionality study 
across the 5, 15 and 30 mg strengths of your product.  However, you have not conducted 
a BE study between the 5 and 15 mg strengths of your proposed product and Roxicodone.  
Provide justification for how the bridge is established between these two strengths of 
your product and Roxicodone.

Biopharmaceutics

3. It appears that you claim oxycodone HCl as a BCS class I drug.  Clarify the regulatory 
purpose of this claim and provide adequate solubility and permeability data to support 
your claim (refer to Guidance for Industry, Waiver of In Vivo Bioavailability and 
Bioequivalence Studies for Immediate-Release Solid Oral Dosage Forms Based on a 
Biopharmaceutics Classification System available at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM070246.pdf).
  

4. Submit the dissolution method development report supporting the selection of the 
proposed dissolution test.  The dissolution report should include (but not be limited to) 
the following information:

a. Detailed description of the dissolution test being proposed for the evaluation of your 
product and the developmental parameters (e.g., selection of the equipment/apparatus, 
in vitro dissolution/release media, agitation/rotation speed, pH, assay, sink 
conditions) used to select the proposed dissolution method as the optimal test for your 
product.

b. The dissolution data (individual, mean, SD, profiles) should be reported.  The testing 
conditions used for each test should be clearly specified.

5. Provide dissolution profiles supporting your proposed specification ranges of the 
identified critical material attributes and process parameters (such as  

 etc.).  In addition, if available, submit data showing the 
capability of the selected dissolution method to reject batches that are not bioequivalent.
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We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application.

PRESCRIBING INFORMATION

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and Pregnancy and Lactation Labeling Final Rule websites, which include: 

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 

format items from labeling regulations and guidances, and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.   
 

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues:

1. Full Prescribing Information (FPI)
The preferred presentation for cross-references in the FPI is the section (not subsection) 
heading followed by the numerical identifier.  The entire cross-reference should be in 
italics and enclosed within brackets.  For example, “[see Warnings and Precautions 
(5.2)].”  
Comment: For example, [see Lactation (8.2)] should be [see Use in Specific Populations 
(8.2)] in accordance with the preferred presentation of the section heading followed by 
the numerical identifier.

2. Must reference any FDA-approved patient labeling in Section 17 (PATIENT 
COUNSELING INFORMATION).  The reference statement should appear at the 
beginning of Section 17 and include the type(s) of FDA-approved patient labeling (e.g., 
Patient Information, Instructions for Use, or Medication Guide).  Recommended 
language for the reference statement should include one of the following five verbatim 
statements that is most applicable:  

 Advise the patient to read the FDA-approved patient labeling (Patient Information). 
 Advise the patient to read the FDA-approved patient labeling (Instructions for Use). 
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 Advise the patient to read the FDA-approved patient labeling (Patient Information and 
Instructions for Use). 

 Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide and 

Instructions for Use).

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
January 6, 2017.  The resubmitted labeling will be used for further labeling discussions.  Use the 
SRPI checklist to correct any formatting errors to ensure conformance with the format items in 
regulations and guidances.  At the end of labeling discussions, use the SRPI checklist to ensure 
that the PI conforms with format items in regulations and guidances.

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), Medication Guide, and patient 
PI (as applicable).  Submit consumer-directed, professional-directed, and television 
advertisement materials separately and send each submission to:

OPDP Regulatory Project Manager
Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf).

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.  
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For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Because none of these criteria apply to your application, you are exempt from this requirement.

If you have any questions, call Taiye Ayoola, PharmD, Regulatory Project Manager, at 
(240) 402-8561

Sincerely,

{See appended electronic signature page}

Sharon Hertz, MD
Director
Division of Anesthesia, Analgesia,
    and Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Information Request
Date: Thursday, December 08, 2016 1:42:00 PM
Importance: High

Dear Dr. Webster,
 
Please respond to the following information request by COB (EST) on Monday, December 20, 2016:
 

Please confirm whether or not any pregnancies occurred during the clinical development
program for Roxybond (oxycodone ARIR), NDA 209777. If pregnancies did occur during the
clinical development program, please provide any known details about these pregnancies,
including gestational age at the time of drug exposure, pregnancy outcomes (gestational age
at type of birth, type of delivery, spontaneous abortion, stillbirth, etc) and fetal outcomes
(fetal malformations, small-for-gestational age, etc.).
 

Thanks,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.

 
 
 
 

Reference ID: 4025032



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TAIYE AYOOLA
12/08/2016

Reference ID: 4025032



From: Ayoola, Taiye
To: "Webster, Debra"
Subject: NDA 209777: Information Request
Date: Friday, December 02, 2016 11:41:00 AM
Importance: High

Good Morning Dr. Webster,
 
Please respond to the following information request by close of business (EST) Thursday,
December 15, 2016 and then follow-up with an official submission to NDA 209777.
 

Provide a summary table for the cumulative exposure to Oxycodone ARIR and Roxicodone
from all clinical studies. Present the data broken down by dose, physical manipulation state,
and route of administration.
 
Oxycodone ARIR:

·        5 mg oral
·        15 mg oral
·        30 mg oral
·        30 mg intranasal ground

 
Roxicodone:

·        30 mg oral
·        30 mg intranasal crushed

 
Thank you,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: RE: IDS_NDA209777_Response to Information Request- Clinical Pharmacology
Date: Monday, November 14, 2016 10:16:00 AM
Attachments: image001.png

Hello Debra,
 

The data files for the ARIR 003 study attached to your email correspondence on November 10th,
2016 are acceptable.
 
Have a great day.
 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
FDA|WO|CDER|ODE II|DAAAP
Office: (240)-402 8561
 
 
 

From: Webster, Debra [mailto:debra.webster@cardinalhealth.com] 
Sent: Thursday, November 10, 2016 4:55 PM
To: Ayoola, Taiye
Subject: IDS_NDA209777_Response to Information Request- Clinical Pharmacology
 
Hi Taiye,
Please find attached the requested data files for the ARIR OO3 study.  This zip file has been checked
for viruses and found to be virus-free. We plan on submitting these same exact files to the NDA on
November 17, 2016. Please confirm receipt and acceptability of these files.
Thank you!
 
Regards,

Debra
 

 
 

Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and
Product Development
Cardinal Health Regulatory Sciences
7400 W 110th St, Suite 300,
Overland Park, KS 66210
913.661.3881 dir | 913.451.3846 fax |

 mobile
debra.webster@Cardinalhealth.com
www.cardinalhealth.com/regulatorysciences
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_________________________________________________

This message is for the designated recipient only and may contain privileged, proprietary
or otherwise private information. If you have received it in error, please notify the sender
immediately and delete the original. Any other use of the email by you is prohibited.

Dansk - Deutsch - Espanol - Francais - Italiano - Japanese - Nederlands - Norsk - Portuguese
- Chinese
Svenska: http://www.cardinalhealth.com/en/support/terms-and-conditions-english.html
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From: Ayoola, Taiye
To: "Webster, Debra"
Subject: RE: NDA209777 Request for information
Date: Tuesday, November 08, 2016 2:46:00 PM
Attachments: image001.png
Importance: High

Hello Debra,
 
This is to confirm that we are fine with the data set that was provided for study ARIR-006 for NDA
209777. Please provide the requested data set for study ARIR-003 by the previously mentioned
Friday, November 11, 2016 deadline. As stated earlier in a previous email correspondence, an initial
email response will be fine but an official submission to the NDA 209777 should follow.
 
Thank you,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.

 
 
 

From: Webster, Debra [mailto:debra.webster@cardinalhealth.com] 
Sent: Tuesday, November 08, 2016 12:39 PM
To: Ayoola, Taiye
Subject: IDS NDA200777 Request for information
 
Hi Taiye,
Thank you for this additional clarification.  I believe we understand what the reviewer is looking for.
For study ARIR-006 we think that the information the reviewer is looking for can be found in the
adpc.xpt file under the columns for ATPTN and ARELTM, which are defined in the Analysis Dataset
Definition for the ADPC.xpt SAS datafile as:
ATPTN:  Analysis Timepoint, which is a numeric variable derived from PC.PCTPTNUM
ARELTM:  Analysis Relative Time (actual time) which is a numeric variable derived as follows:  (ADTM-
TRTDTM)/60/60; where
              ADTM = Analysis Date/Time and TRTDTM = Date/Time of Treatment
 
We have confirmed that the ARIR-003 study does not have this information in the SAS data files.  We
will be generating the ADPC.xpt file that will contain this information and will provide this by email
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by Nov 11 and will follow-up with an official submission.
 
If you could please confirm if this is the information you are looking for? If perhaps we are still not
understanding what information you are looking for perhaps we could have a call to discuss.
Thank you for your help.
 
 
Regards,

Debra
 

 
 

Debra Aub Webster, PhD
Principal Scientist, Regulatory Affairs and
Product Development
Cardinal Health Regulatory Sciences
7400 W 110th St, Suite 300,
Overland Park, KS 66210
913.661.3881 dir | 913.451.3846 fax |

mobile
debra.webster@Cardinalhealth.com
www.cardinalhealth.com/regulatorysciences
 

 
 
 

_________________________________________________

This message is for the designated recipient only and may contain privileged, proprietary
or otherwise private information. If you have received it in error, please notify the sender
immediately and delete the original. Any other use of the email by you is prohibited.
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From: Ayoola, Taiye
To: "debra.webster@cardinalhealth.com"
Subject: RE: NDA 209777 Information Request
Date: Monday, November 07, 2016 12:32:00 PM
Attachments: image001.png
Importance: High

Hello Dr. Webster,
 
We note that you have a column for Date/Time of Specimen Collection as PCDTC. However, what is
being requested are the columns with the sample time (e.g., hour post dose) in numeric format. See
the table below for an example of how the column should be structured.
 

 
 
 
 
 
 
 
Kindly submit an official response to your NDA following your email response to the information
request. The cover letter that accompanies the submission should identify the information that is
being submitted, which is Response to Information Request- Clinical Pharmacology. Let me know if
you have any additional questions.
 
Thanks,
Taiye
 
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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Subject: NDA 209777 Information Request
Importance: High
 
Hello Dr. Webster,
 
Please respond to the following information request by COB (EST) on Friday, November 11, 2016:
 
For your pivotal comparative BA/BE Study O-ARIR-003 and dose proportionality Study O-ARIR-006,
provide raw PK datasets that you used to calculate final PK parameters. We note that the datasets
(i.e., PC) you provided in the NDA do not include actual PK sampling time points for calculating PK
parameters. 
 
An initial email response will be fine but please follow the email submission with an official
submission to your NDA.
 
Thank you,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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From: Ayoola, Taiye
To: "debra.webster@cardinalhealth.com"
Subject: NDA 209777 Information Request
Date: Friday, November 04, 2016 12:49:00 PM
Importance: High

Hello Dr. Webster,
 
Please respond to the following information request by COB (EST) on Friday, November 11, 2016:
 
For your pivotal comparative BA/BE Study O-ARIR-003 and dose proportionality Study O-ARIR-006,
provide raw PK datasets that you used to calculate final PK parameters. We note that the datasets
(i.e., PC) you provided in the NDA do not include actual PK sampling time points for calculating PK
parameters. 
 
An initial email response will be fine but please follow the email submission with an official
submission to your NDA.
 
Thank you,
Taiye
 
Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Addiction Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
(P) 240.402.8561
(E) Taiye.Ayoola@fda.hhs.gov
 
Please ensure that you have a secure email address for receiving confidential information. Contact the Office of Information
Management (OIM) to request secure email via SecureEmail@fda.hhs.gov.
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NDA ACKNOWLEDGMENT

Inspirion Delivery Sciences, LLC
233 Mt Airy Rd, Ste 100
Basking Ridge, NJ 07920

Attention: Debra Aub Webster, PhD
Cardinal Health Regulatory Sciences

Dear Dr. Webster:

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: RoxyBond (Oxycodone ARIR) Immediate-Release Oral Tablets 
5 mg, 15 mg, and 30 mg 

Date of Application: October 21, 2016

Date of Receipt: October 21, 2016

Our Reference Number: NDA 209777

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on December 20, 2016, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 314.50(l)(1)(i)  
in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

Reference ID: 4007054
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Anesthesia, Analgesia, and Addiction Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, call me at (240) 402-8561.

Sincerely,

{See appended electronic signature page}

Taiye Ayoola, PharmD
Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and 
Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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PIND 105951  
MEETING MINUTES 

 
Cerovene Inc. 
612 Corporate Way, Suite #10 
Valley Cottage, NY 10989 
 
Attention:  Ray DiFalco 
 V.P. of Operations 
 
 
Dear Mr. DiFalco: 
 
Please refer to your Pre-IND file for ARIR Oxycodone. 
 
We also refer to the meeting between representatives of your firm and the FDA on November 24, 
2009.  The purpose of the meeting was to discuss your development plan for ARIR Oxycodone. 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, please call me at 301-796-1175. 

 
Sincerely, 

 
 {See appended electronic signature page} 

 
Lisa Basham, MS 
Regulatory Project Manager 
Division of Anesthesia, Analgesia and 
   Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 4090412
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Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
IND-105951 GI-1 Cerovene, Inc ARIR oxycodone immediate

release tablets, 5, 15 & 30 mg

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LISA E BASHAM
02/16/2010

Reference ID: 4090412




