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SYNOPSIS

Background

Hospira’s Precedex (Dexmedetomidine HCL) Injectable Injection was approved on
12/17/99 under NDA 21038 with one strength (0.1mg/mL) in one vial size (2 mlL vial).
Dexmedetomidine HCL is a relatively selective alpha2-adrenergic agonist for sedation.

A pre-IND119008 meeting was held on 09/24/13 to discuss the drug development plan of
(Dexmedetomidine HCL) Injectable Injection.

Current Submission

On 05/12/14, HG Specialty Pharma Corporation submitted an original NDA 206628
seeking approval for Dexmedetomidine HCL, an Injectable Injection with one strength
(0.1mg/mL) in two different vial sizes (0.4mg/4mL and 1.0mg/10 mL vials). This is a
505(b)(2) submission referencing Precedex (Dexmedetomidine HCL), the RLD
(reference listed drug). A biowaiver request was also submitted. Per Agency’s request
on 12/11/14, additional information on justification for biowaiver was provided on
12/22/14.

Biopharmaceutics Review
The Biopharmaceutics review is focused on the evaluation and acceptability on the
similarity assessment of the formulations between the proposed DP and the RLD.

RECOMMENDATION

From the Biopharmaceutics perspective, the biowaiver request and justification for
waiving the in vivo bioequivalence (BE) study are reviewed and found acceptable.
Therefore, the biowaiver is granted and this NDA is recommended for approval from
biopharmaceutics perspective. No comment needs to be sent to the Applicant.

Reference ID: 3842101



" . Digitally signed by Tienmien Chen -A
TI e n m I e n DN: c=US, 0=U.S. Government,
ou=HHS, ou=FDA, ou=People,
cn=Tienmien Chen -A,

C h e n A 0.9.2342.19200300.100.1.1=1300073
- 135

Date: 2015.02.06 08:33:29 -05'00'
02/05/15

Tien-Mien Chen, Ph.D. Date
ONDQA Biopharmaceutics Acting Biopharm Lead

Digitally signed by Tapash K. Ghosh -S
Ta pa S h K G h O S h DN: c=US, 0=U.S. Government, ou=HHS, ou=FDA,
[ ]
ou=People,
0.9.2342.19200300.100.1.1=1300148262, cn=Tapash

e S K. Ghosh -S

Date: 2015.02.06 08:41:03 -05'00'

02/05/15

Tapash Ghosh, Ph.D. Date
ONDQA Biopharmaceutics Acting Branch Chief

CC: DARRTS/NDA No.206628/N000\PSeo

Reference ID: 3842101



PRODUCT QUALITY - BIOPHARMACEUTICS ASSESSMENT

BACKGROUND

Hospira’s Precedex (Dexmedetomidine HCL) Injectable Injection was approved on
12/17/99 under NDA 21038 with one strength (0.1mg/mL) and one vial size (2 mL vial).
Dexmedetomidine HCL is a relatively selective alpha2-adrenergic agonist indicated for:

(1)Sedation of initially intubated and mechanically ventilated patients during treatment in
an intensive care setting. Administer Precedex by continuous infusion not to exceed
24 hours.

(2) Sedation of non-intubated patients prior to and/or during surgical and other
procedures.

A pre-IND 119008 meeting was held on 09/24/13 to discuss the drug development of
(Dexmedetomidine HCL) Injectable Injection.

CURRENT SUBMISSION

On 05/12/14, HG Specialty Pharma Corporation submitted an original NDA 206628
seeking approval for Dexmedetomidine HCL, an Injectable Injection with one strength
(0.1mg/mL), but in two different vial sizes (0.4mg/4mL and 1.0mg/10 mL vials). This is
a 505(b)(2) submission referencing Precedex (Dexmedetomidine HCL), the RLD
(reference listed drug). A biowaiver request was also submitted which stated that:

The basis for this request is that the bioequivalence of the product is self-evident, according
to the following criteria outlined in 21 CFR § 320.22:

Upon the Agency’s request in the 09/24/13 IND meeting, the Applicant submitted a side-
by-side comparison of the formulations between the proposed and the RLD. Per
Agency’s request on 12/11/14, additional information on justification for waiving the in
vivo BE study was provided on 12/22/14.

BIOPHARMACEUTICS REVIEW
The Biopharmaceutics review is focused on the evaluation and acceptability on the
similarity assessment of the formulations between the proposed DP and the RLD.

The basis of submitting a 505(b)(2) is stated by the Applicant as follows:

1. The active ingredient for the proposed drug product is the same as that of the RLD.

2. The route of administration, dosage form and strength of the proposed drug product
are the same as those of the RLD when administered.

3. Composition of the proposed product differs from that of the RLD listed herein and
therefore it is not eligible to submit as an ANDA under Section 505(j) of the FDC Act.

4. The labeling for the proposed drug product is the same as that of RLD, with the
exception of those changes outlined in the annotated labeling.

DISSOLUTION METHODOLOGY AND ACCEPTANCE CRITERION
No dissolution methodology and acceptance criterion are needed.
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FORMULATION COMPARISONS
The side-by-side comparison table of the proposed DP (Test) and the RLD (Ref) drug DP
is shown below.

Table 1. The Side-by-Side Comparison of the Proposed vs. the Reference Drug
Products
Product. Propoied Drug Product Reference Litted Drug
Product Proprietary | Mloue Precadext
Nams:
Product Extablished | Dermadetonudioe HCI Denmedetomadine HO!
name
Condition: of Use: ®®— sedation of iinally imnbated sud
wechamcally vautilaed p

dring Teanuant io AL Ta0Ve Jare

serdn

—

- sedamon of moa-intubited pEnaas - zedahion of ponocambated patienty
Frioc to aad o dwring surgical PO o and of Sz nmgsesl
aud otber procades sl otder procaduses
Active Ingtedient|«j. | Devmadstontdios KO Dexmedetonddine HCI
Inactive Ingredient:. methyiparaben Sodiam Colends
propviparaben WFI
sodieis chlomde
WFI
Route of Injacnatle Isjectsbie
Admini tration.
Doiaze Form IV (Iafesion) IV (Infasioa
Strengta. 100 pzmiin 4 ml vial 100 p2'ml in 2ml vial
X ugrer, iz 10 nak visl

The only difference in the composition between the Test and Ref is the preservatives
(Methylparaben and Propylparaben) added to the proposed drug product (Test).

In the IND119008 meeting on 09/24/13, the Agency responded to the Applicant’s
question #7 as shown below.

Does the Agency agree with the waiver of bioavailability or bioequivalence?

FDA Response:

Your proposal for a biowaiver request for your proposed product is reasonable.
However, the final determination of the acceptability of the waiver request for
the CFR requirement to provide in vivo bioequivalence data for your proposed
product will be made during NDA review.

We recommend that. in your NDA submission, vou provide adequate scientific
information/data supporting the bridging of your proposed product to the
reference product with a side-to-side summary table comparing your proposed
product to the reference product (including description, formulation, pH,
osmolality, drug concentration, indication, etc.). For any difference(s) between
yvour proposed product and the reference product, justify why this difference(s)
would not affect the safety and/or effectiveness of your proposed product,
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However, the Applicant did not provide adequate scientific information/data per
Agency’s requests (except the side-by-side comparison table, Table 1) to support the
bridging with justification for waiving the BE study. On 12/11/14, the Agent sent
another information request and the Applicant responded on 12/22/14 as shown below.

Request:

Provide your justification to address any differences between your proposed drug
product (Test) and the RLD (Reference), (i.e., the differences in terms of
preservatives, pH, and osmolality, will not affect the safety and/or effectiveness of
your proposed drug product).

Response:

Justification to address differences is included in “Justification of Differences
between Proposed Drug Product and RLD Section as shown below.

Table 2.

Justification of Differences between Drug Product and RLD

Conditions of Use:

mechanically ventilated pateents
dunng treatment m an mensive care
sethng

Product: Proposed Drug Product Reference Listed Drug Justification of Dilferences |
Product Proprietary | None Precedex No! applicable I
Nawe: |
Product Established Dexteedetomuline HCE Dexmederwcmdine HC1 NONE |
name |

O @ ciaron of nutsally mrsbated and | NOXNE; ® @

®) @) it was stated in PIND responie |
that review of tie published literanure. reference 1o
FDA previous deternunation of climeal safety and |
efficacy by reference to the Precedex Iiyjecrion |

- sedanon of non-inubaied panents - sedation ol’mn-f:uuba:ed patients | NDA 021038, is sufficient 1o suppost a SO3¢bI(2
prior to and-or duriog surgical and prior to and’er during surgical and NDA fling
other proceduises. other procedures. N _J
Active Ingredient(s): | Dexmedewmidine HC! Dexmedetorudine HCI NONE: there are no dhfferences m drug substance
umpunties. APL Supplier for RLD and HQs
proposed product are the saime
Inactive Ingredients: methyvlpacaben. N Sodium Chloride HQ proposed product has addinon of parabens The
propyiparaben WFI parabens are commoniy used excipients nsed to
sodium chlogide retard microbial growth. Amouar of exciprents
WEL used i formulation are below the D lunsts
- atlowed and do not affect the safery of the drug
product. Addition of the parabens w'roduces
dzgradation product, ®@). The
proposed lun for the ) (A sr
formulation is not more than (6(4)
exposure. which 15 about ®) @) imes, Loss than the
LDz Please refer wo Module 4.2.3.7 for fusther
detatls aud Module 3 2.P.8.3 for stabilsty.
Roure of Ingectable Injectable NONE
Admiuistration:
Dosage Form: IV {Iafusion) TV (Infusion) NONE
Strength: 100 pg'ml m 4 ml vial 150 g/l m 2mE vial HQ proposed product has alternate vial szes; no
100 jig/mL in 10 mL vial impact on patient dosing
L —— e— ——_— — . — — — e e ——— — .
Specifications I
-pH ® @ 45-70 Dafferences in pH specifications do not impact
safety of drug product. Data shows pH recaits on
average of 5 which s within range of RLD.
- Osmolality Isotonic Isotonic NONE
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Reviewer’s Comments:

For the injection drug products, certain preservatives within a certain amount are allowed
as long as the Pharm/Tox. certifies the acceptability. From the Biopharmaceutics
perspective, the justification provided is considered adequate provided no other discipline
has any issue. Therefore, the biowaiver is granted and the NDA 206628 is recommended
for approval.
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CLINICAL PHARMACOLOGY REVIEW

NDA: 206628
Brand Name

Submission Date(s): 5/12/2014
Dexmedetomidine Injection
Generic Name Dexmedetomidine HCI Injection
Clinical Pharmacology Reviewer Srikanth C. Nallani, Ph.D.

Team Leader Yun Xu, Ph.D.

OCP Division Division of Clinical Pharmacology 11

OND Division Anesthesia, Analgesia and Addiction Products
Sponsor HQ Specialty Pharma Corporation.

Relevant IND(s) NA

Submission Type 505(b)(2)

Formulation; Strength(s)

Intravenous Injection

Indication IV infusion for sedation.

Proposed Dosage Regimen Administer as an IV bolus followed by infusion.

HQ Specialty Pharma Corporation submitted a 505(b)(2) NDA application for approval
of dexmedetomidine HCI with reference to safety and efficacy established previously in
an approved NDA 021038 Precedex. There is no Clinical Pharmacology Data in the
NDA. The sponsor has submitted biowaiver request and the ONDQA Biopharm team
agreed to biowaiver for the 1V product.

Table: Differences in RLD and proposed formulation

4 mL Vial 10 mL Vial RLD:

Precedex
Dexmedetomidine Dexmedetomidine Dexmedetomidine
Methylparaben Methylparaben NA
Propylparaben Propylparaben NA
Sodium Chloride Sodium Chloride Sodmum Chloride
WEFI WEFI WEFI

Labeling: The clinical pharmacology section in the proposed product label is similar to
Precedex product label. It is noteworthy that Precedex product label was recently
updated (11/14/2014).
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CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS
FILING FORM/CHECKLIST FOR NDA/BLA or Supplement

Office of Clinical Pharmacology

New Drug Application Filing and Review Form

General Information About the Submission

Information Information

NDA/BLA Number 206628 Brand Name Dexmedetomidine HC1
Injection

OCP Division (I, 11, IIL, IV, V) DCP2 Generic Name Dexmedetomidine HCI
Injection

Medical Division DAAAP Drug Class Sedative

OCP Reviewer Srikanth C. Nallani, Ph.D. Indication(s) Sedation

OCP Team Leader Yun Xu, Ph.D. Dosage Form IV Injection

Pharmacometrics Reviewer Dosing Regimen Infusion

Date of Submission 5/12/2014 Route of Administration Intravenous Injection

Estimated Due Date of OCP Review 2/5/2015 Sponsor HQ Speciality Pharma

Corp
Medical Division Due Date 3/12/2015 Priority Classification Standard
3/12/2015
PDUFA Due Date
Clin. Pharm. and Biopharm. Information
“X” if included | Number of Number of Critical Comments If any
at filing studies studies
submitted reviewed

STUDY TYPE

Table of Contents present and sufficient to X

locate reports, tables, data, etc.

Tabular Listing of All Human Studies Biowaiver Requested

HPK Summary X

Labeling X

Reference Bioanalytical and Analytical

Methods

1. Clinical Pharmacology

Mass balance:

Isozyme characterization:

Blood/plasma ratio:

Plasma protein binding:

Pharmacokinetics (e.g., Phase I) -

Healthy Volunteers-

single dose:

multiple dose:

Patients-

single dose:

multiple dose:

Dose proportionality -

fasting / non-fasting single dose:

fasting / non-fasting multiple dose:

Drug-drug interaction studies -

In-vivo effects on primary drug:

In-vivo effects of primary drug:

In-vitro:

Subpopulation studies -

ethnicity:

NDA 206628 Clinical Pharmacology and Biopharmaceutics Filing Form/Checklist for
NDA_ BLA or Supplement 090808
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CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS
FILING FORM/CHECKLIST FOR NDA/BLA or Supplement

gender:

pediatrics:

geriatrics:

renal impairment:

hepatic impairment:

PD -

Phase 2:

Phase 3:

PK/PD -

Phase 1 and/or 2, proof of concept:

Phase 3 clinical trial:

Population Analyses -

Data rich:

Data sparse:

11. Biopharmaceutics

Absolute bioavailability

Relative bioavailability -

solution as reference:

alternate formulation as reference:

Bioequivalence studies -

traditional design; single / multi dose:

replicate design; single / multi dose:

Food-drug interaction studies

Bio-waiver request based on BCS

BCS class

Dissolution study to evaluate alcohol induced
dose-dumping

III. Other CPB Studies

Genotype/phenotype studies

Chronopharmacokinetics

Pediatric development plan

Literature References

Total Number of Studies I 0

Biowaiver Requested

On initial review of the NDA/BLA application for filing:

Content Parameter \ Yes \ No | N/A | Comment
Criteria for Refusal to File (RTF)
1 | Has the applicant submitted bioequivalence data comparing to-be- X Biowaiver
marketed product(s) and those used in the pivotal clinical trials? Requested
2 | Has the applicant provided metabolism and drug-drug interaction X
information?
3 | Has the sponsor submitted bioavailability data satisfying the CFR X
requirements?
4 | Did the sponsor submit data to allow the evaluation of the validity of X
the analytical assay?
5 | Has a rationale for dose selection been submitted? X
6 | Is the clinical pharmacology and biopharmaceutics section of the
NDA organized, indexed and paginated in a manner to allow
substantive review to begin?
7 | Is the clinical pharmacology and biopharmaceutics section of the
NDA legible so that a substantive review can begin?
8 | Is the electronic submission searchable, does it have appropriate X

NDA 206628 Clinical Pharmacology and Biopharmaceutics Filing Form/Checklist for

NDA_ BLA or Supplement 090808
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CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS
FILING FORM/CHECKLIST FOR NDA/BLA or Supplement

| hyperlinks and do the hyperlinks work? | | | |

Criteria for Assessing Quality of an NDA (Preliminary Assessment of Quality)

Data

9

Are the data sets, as requested during pre-submission discussions, X
submitted in the appropriate format (e.g., CDISC)?

10

If applicable, are the pharmacogenomic data sets submitted in the X
appropriate format?

Studies and Analyses

11

Is the appropriate pharmacokinetic information submitted? Biowaiver

12

x| <

Has the applicant made an appropriate attempt to determine
reasonable dose individualization strategies for this product (i.e.,
appropriately designed and analyzed dose-ranging or pivotal
studies)?

13

Are the appropriate exposure-response (for desired and undesired X
effects) analyses conducted and submitted as described in the
Exposure-Response guidance?

14

Is there an adequate attempt by the applicant to use exposure- X
response relationships in order to assess the need for dose
adjustments for intrinsic/extrinsic factors that might affect the
pharmacokinetic or pharmacodynamics?

15

Are the pediatric exclusivity studies adequately designed to X
demonstrate effectiveness, if the drug is indeed effective?

16

Did the applicant submit all the pediatric exclusivity data, as X
described in the WR?

17

Is there adequate information on the pharmacokinetics and exposure- X
response in the clinical pharmacology section of the label?

General

18

Are the clinical pharmacology and biopharmaceutics studies of X Biowaiver
appropriate design and breadth of investigation to meet basic Requested
requirements for approvability of this product?

19

Was the translation (of study reports or other study information) X

from another language needed and provided in this submission?

IS THE CLINICAL PHARMACOLOGY SECTION OF THE APPLICATION FILEABLE?

YES
HQ Speciality Pharma Corporation submitted a 505(b)(2) NDA application for approval of
dexmedetomidine HCI with reference to safety and efficacy established previously in an approved NDA
021038 Precedex. There is no Clinical Pharmacology Data in the NDA. The sponsor has submitted
biowaiver sought at Pre-IND meeting where Biopharm team agreed to biowaiver for IV product (PIND
responses sent on 9/24/2013)
Labeling: The clinical pharmacology section in the proposed product label is similar to Precedex product
label. It is noteworthy that Precedex product label was recently updated.
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.
None Identified.

Srikanth C. Nallani, Ph.D. 6/27/2014
Reviewing Clinical Pharmacologist Date
Yun Xu, Ph.D. 6/27/2024
Team Leader/Supervisor Date

NDA 206628 Clinical Pharmacology and Biopharmaceutics Filing Form/Checklist for
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