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I) RECOMMENDATION

The labels and labeling for Besponsa (inotuzumab ozogamicin) for Injection, 0.9 mg per vial 
single-dose vial submitted on July 19, 2017 (container label), July 28, 2017 (carton labeling) 
and August 7, 2017 (prescribing information) are acceptable from a quality perspective.

II) BACKGROUND AND SUMMARY DESCRIPTION

The Applicant submitted the final portion of the rolling submission for BLA 761040 Besponsa 
(inotuzumab ozogamicin) on December 20, 2016. The Applicant submitted labels and labeling 
on December 20, 2016 and updated labeling on April 19, 2017 and June 15, 2017. 

Table 1: Proposed Product Characteristics of Besponsa (inotuzumab ozogamicin). 
Proprietary Name: Besponsa
Nonproprietary Name: Inotuzumab Ozogamicin
Dosage Form: for Injection
Strength and Container-
Closure:

0.9 mg per single-dose vial

Route of Administration: intravenous infusion
Storage and Handling: Store BESPONSA vials in the original carton. Refrigerate (2-8°C; 

36-46°F) and protect from light  Do not freeze. 
 the solution should be protected from light. 

 the solution should be used immediately or 
stored at room temperature (20-25°C; 68-77°F) or refrigerated 
(2-8°C; 36-46°F) for up to 3 hours. Do not freeze [see Dosage 

(b) (4)

(b) (4)

(b) (4)
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and Administration (2.3)]. 
During administration, the solution should be protected from 
light.

Indication: a CD22-directed antibody-drug conjugate indicated for the 
treatment of relapsed or refractory B-cell precursor acute 
lymphoblastic leukemia (ALL)

Dose and Frequency: Administer BESPONSA intravenously by infusion over 1 hour. 
First Cycle: the recommended total dose of BESPONSA for all 
patients is 1.8 mg/m2 per cycle, administered as 3 divided doses 
on Days 1 (0.8 mg/m2), 8 (0.5 mg/m2), and 15 (0.5 mg/m2). 
Cycle 1 is 3 weeks in duration, but may be extended to 4 weeks 
if the patient achieves a complete remission (CR) or a complete 
remission with incomplete hematologic recovery (CRi), and/or to 
allow recovery from toxicity.

Subsequent cycles: the recommended total dose of BESPONSA is 
1.5 mg/m2 per cycle, administered as 3 divided doses on Days 1 
(0.5 mg/m2), 8 (0.5 mg/m2), and 15 (0.5 mg/m2) for patients 
who achieve a CR or CRi or 1.8 mg/m2 per cycle given as 3 
divided doses on Days 1 (0.8 mg/m2), 8 (0.5 mg/m2), and 
15 (0.5 mg/m2) for patients who do not achieve a CR or CRi. 
Subsequent cycles are 4 weeks in duration.

For patients proceeding to hematopoietic stem cell transplant 
(HSCT), the recommended duration of treatment with BESPONSA 
is 2 cycles. A third cycle should be considered for those patients 
who do not achieve a complete remission (CR) or a complete 
remission with incomplete hematologic recovery (CRi) and 
minimal residual disease (MRD) negativity after 2 cycles. 
For patients not proceeding to HSCT  

 additional cycles of treatment, up to a 
maximum of 6 cycles, may be administered. Patients who do not 
achieve a CR or CRi within 3 cycles should discontinue treatment.

(b) (4)
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III) MATERIALS REVIEWED

We considered the materials listed in Table 2 for this review.  

Table 2: Materials Considered for this Label and Labeling Review

Materials Reviewed Appendix Section
Proposed Labels and  Labeling A
Other B
Relevant Code of Federal Regulations and 
CDER Labeling Best Practices

C

Acceptable Labels and Labeling D
n/a = not applicable for this review

IV) DISCUSSION

The proposed labels were evaluated for compliance to the applicable code of federal 
regulations and CDER Labeling Best Practices (see Appendix C).

At the Late Cycle Meeting on June 23, 2017, the applicant proposed to include 
statements in the labeling for  the 
0.9 mg  the concentration of the 
reconstituted solution is 0.25 mg/mL. The applicant agreed that the labeled amount for 
the product is 0.9 mg.  

 

 

In the July 19, 2017, submission, the Applicant expressed concern that prescribing 
physicians or dispensing pharmacists might incorrectly assume the concentration of the 
reconstituted inotuzumab ozogamicin solution is  

 and subsequently inadvertently overdose the patient if the 
 is not also clearly included in appropriate places in labeling.  

 

We maintain that the labeling  We are 
concerned that healthcare professionals  

 stated in the labeling for one drug product resulting in 
prescribing and product preparation confusion. Healthcare professional rely on the 
labels and labeling to reflect information accurately to allow prescribing, preparation, 
administration of the appropriate dose to the patient. There are products on the market 
where there are differences between the diluent volume and the withdrawable volume 
for reconstituted drug products as well as different total content of lyophilized powder 
in the vial compared to the labeling claim. We determined from best labeling practices 

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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that the critical information in the labeling for the healthcare professional to 
appropriately prepare the product includes the volume of diluent required for 
reconstitution, the concentration of the reconstituted solution, and the volume (mL) and 
amount of drug (mg) that can be withdrawn and administered from the vial after 
reconstitution. See recommendations for the container label, carton labeling, and 
prescribing information in Appendix C. 

The Applicant requested to include  in the 
labeling. We determined that the product be labeled with the deliverable volume that 
can be consistently pulled from the vial after reconstitution (3.6 mL).  

 
 The 

Applicant revised as recommended.

The Applicant revised the recommended language in the prescribing information from 
using the word “deliverable” to using the word . Per the guidance, the vial 
must state what can be withdrawn and administered and the word deliverable speaks to 
both  The 
Applicant revised as recommended.  

V)   CONCLUSION

The prescribing information, container labels, and carton labeling for Besponsa 
(inotuzumab ozogamicin) for Injection, 0.9 mg per vial single-dose vial were reviewed 
and found to comply with the following regulations: 21 CFR 610.60 through 21 CFR 
610.67; 21 CFR 201.2 through 21 CFR 201.25; 21 CFR 201.50 through 21 CFR 201.57; 
21 CFR 201.100 and United States Pharmacopeia (USP). The labels and labeling 
submitted on the following dates are acceptable from a quality perspective:

 Prescribing Information [August 7, 2017]

 Container Labels [July 19, 2017]

 Carton Labeling [July 28, 2017]

4 Page(s) of Draft Labeling have been Withheld in Full as b4 
(CCI/TS) immediately following this page

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Appendix B: Other 

Appendix C: Applicant Code of Federal Regulations and CDER Best Labeling Practices

Table 3: Label1,2 and Labeling3 Standards

Container4 Label Evaluation

ConformsRegulations
Yes No n/a

Comments and Recommendations

Proper Name 
21 CFR 610.60 
21 CFR 201.50
21 CFR 201.10

x

Manufacturer 
name, address, and 
license number 
21 CFR 610.60 

x Revise the licensed manufacturer and address  to 
appear as the Applicant listed on the submitted Form 
FDA 356h (Pearl River, NY 10965) as follows:

Applicant on Form FDA 356h
Address 
US License No. xxxx

Note that if the only manufacturer information on the 
labeling is the licensed manufacturer, then 
“Manufactured by” may be omitted to create space for 
other important information.

Remove  from the License No. statement.

The applicant stated that the product is manufactured 
under US License Number 003, held by Wyeth 
Pharmaceuticals Inc., a subsidiary of Pfizer Inc, with a 
registered address in Philadelphia, PA. The 
manufacturer’s address on the label and carton is 
consistent with the biologics labeling regulations. The 
Sponsor will revise the 356h form to reflect the 
registered Philadelphia address for license number 003 

1 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 upon a package 
containing any consumer commodity.
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.
4 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.

(b) (4)
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Regulations Conforms Comments and Recommendations
Yes No n/a

so that it is consistent with the labeling. The 
“manufactured by” statement is consistent with the 
approved labeling for other biologic or vaccine 
products currently manufactured under license number 
003.The Applicant’s revision is acceptable.

Lot number or 
other lot 
identification 
21 CFR 610.60 
21 CFR 201.18 
21CFR 201.100

x

Expiration date 
21 CFR 610.60 
21 CFR 201.17 

x

Multiple dose 
containers 
(recommended 
individual dose) 
21 CFR 610.60 

x

Statement: “Rx 
only” 
21 CFR 610.60 
21 CFR 201.100 

x Relocate “Rx only” to appear at the top of the primary 
display panel (PDP) to allow for addition and 
prominence of other critical information on the PDP.

The Applicant’s revision is acceptable.
Medication Guide 
21 CFR 610.60 
21 CFR 208.24

x

No Package for 
container 
21 CFR 610.60 

x

Partial label 
21 CFR 610.60 
21 CFR 201.10 

x

No container label 
21 CFR 610.60 

x

Visual inspection 
21 CFR 610.60 

x Indicate how the label is affixed to the vial and where 
the visual area of inspection is located per 21 CFR 
610.60(e).
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Regulations Conforms Comments and Recommendations
Yes No n/a

The applicant responded that the vial label is attached 
to the vial and is affixed using 

 The vial 
label does not overlap on the vial; therefore, there is a 
content inspection area (label free-area) on the 
labeled vial as required by 21 CFR 610.60(e).The 
Applicant’s response is acceptable.

NDC numbers 
21 CFR 201.2 
21CFR 207.35

x

Route of 
administration 
21 CFR 201.5 
21 CFR 201.100

x

Preparation 
instructions
21 CFR 201.5 

x If space permits, add preparation instructions to the 
side panel including final concentration after 
reconstitution as follows:
“Reconstitute with 4 mL Sterile Water for Injection, 
USP for a concentration of 0.25 mg/mL and further 
dilute.” 
Applicant responded that space does not permit.

As part of the labeling strategy discussed at the 
23June17 Late Cycle meeting to address your concern 
that the end user may assume the concentration of 
the reconstituted vial is not 0.25 mg/mL, unbold the 
storage statement and revise the side panel to 
accommodate this information as follows:
“Refrigerate vial at 2°C to 8°C (36°F to 46°F) in 
original carton to protect from light. Do Not Freeze. 
See prescribing information for dosage, preparation, 
administration Concentration is 0.25 
mg/mL when reconstituted with 4 mL Sterile Water for 
Injection

Applicant revised as requested.
Package type term
21 CFR 201.5 

x Add the following statement to the primary display 
panel “Single-dose vial. Discard unused portion.”. See 
Draft 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, October 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Regulations Conforms Comments and Recommendations
Yes No n/a

2015.
The Applicant’s revision is acceptable.

Drugs 
Misleading 
statements 
21 CFR 201.6 

x

Strength
21 CFR 201.10 
21CFR 201.100 

x

Drugs 
Prominence of 
required label 
statements 
21 CFR 201.15 

x

Bar code label 
requirements 
21 CFR 201.25
21CFR 610.67 

x

Net quantity 
21 CFR 201.51 

x

Usual dosage 
statement
21 CFR 201.55 
21 CFR 201.100 

x Revise the statement  
 

to read “See prescribing information for dosage, 
preparation and administration”

The applicant’s revision is acceptable
Inactive ingredients 
21 CFR 201.100

x Space considerations, see carton labeling.

Storage 
requirements

x Revise the storage statement from  
 

 
 to read “Refrigerate vial at 2°C to 8°C (36°F 

to 46°F) in original carton. Do Not Freeze.  

The Applicant revised as requested. However, see Late 
Cycle Meeting minutes dated 23June17, Discussion 
section, and preparation instruction comments to the 
applicant above for additional recommended revisions.

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Regulations Conforms Comments and Recommendations
Yes No n/a

Dispensing 
container
21 CFR 201.100 

x

Package Label5 Evaluation

ComplyRegulations
Yes No n/a

Comments and Recommendations

Proper name
21 CFR 610.61
21 CFR 201.50
21 CFR 201.10

x

Manufacturer 
name, address, 
and license 
number 
21 CFR 610.61

x Revise the licensed manufacturer and address  to 
appear as the Applicant listed on the submitted Form 
FDA 356h (Pearl River, NY 10965) as follows:

Manufactured by: Applicant on Form FDA 356h
Address 
US License No. xxxx

Note Remove  from the License No. statement.

The applicant stated that the product is manufactured 
under US License Number 003, held by Wyeth 
Pharmaceuticals Inc., a subsidiary of Pfizer Inc, with a 
registered address in Philadelphia, PA. The 
manufacturer’s address on the label and carton is 
consistent with the biologics labeling regulations. The 
Sponsor will revise the 356h form to reflect the 
registered Philadelphia address for license number 003 
so that it is consistent with the labeling. The 
“manufactured by” statement is consistent with the 
approved labeling for other biologic or vaccine 
products currently manufactured under license number 
003. The Applicant’s revision is acceptable.

5 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.

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

Lot number or 
other lot 
identification 
21CFR 610.61

x

Expiration date 
21 CFR 610.61
21 CFR 201.17 

x

Preservative 
21 CFR 610.61 

x

Number of 
containers 
21 CFR 610.61 

x

Strength/volume
21 CFR 610.61
21 CFR 201.10 
21 CFR 201.100 

x

Storage 
temperature 
21 CFR 610.61 

x Revise the storage statement from  
 

 
to read “Refrigerate vial at 2°C to 8°C (36°F 

to 46°F) in original carton. Do Not Freeze. Protect 
from light during storage, preparation, and 
administration.”

The Applicant revised as requested. 
Handling: “Shake 
Well”, “Do not 
Freeze” or 
equivalent 
21 CFR 610.61

x

Multiple dose 
containers 
(recommended 
individual dose) 
21 CFR 610.61

x

Route of 
administration 
21 CFR 610.61 
21 CFR 201.5 
21 CFR 201.100

x

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

Known sensitizing 
substances 
21 CFR 610.61

x  

Antibiotics added 
during 
manufacturing 
21 CFR 610.61 

x

Inactive 
ingredients 
21 CFR 610.61
21 CFR 201.100 

Revise the list of ingredients by placing the inactive 
ingredients in alphabetical order per USP General 
Chapters: <1091> Labeling of Inactive Ingredients. 
Additionally, revise the amounts of ingredients based 
upon how much is delivered in x mL of reconstituted 
solution.  For example:
 “Each single-dose vial delivers mg inotuzumab 
ozogamicin, polysorbate 80 (x mg), sodium chloride (x 
mg), sucrose (x mg), and tromethamine (x mg)”.

The applicant added  

 

 

 
 

The Applicant’s revision is not 
acceptable.

Per discussion at the 23June17 Late Cycle meeting on 
overfill and a proposed labeling strategy to address 
your concern that the end user may assume the 
concentration of the reconstituted vial is not 0.25 
mg/mL, revise the side panel to accommodate this 
information as follows:
“Each single-dose vial delivers 0.9 mg inotuzumab 
ozogamicin, polysorbate 80 (xx mg), sodium chloride 
(xx mg), sucrose (xx mg), and tromethamine (xx mg).  

 
Gently swirl 

the vial to aid dissolution. DO NOT SHAKE. 

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

 
 No U.S. standard of potency.”

The Applicant responded to the Agency in the July 19, 
2017 submission expressing concerns that the 
healthcare provider may assume the wrong 
concentration of the reconstituted solution

Revise the inactive ingredient information to 
consistently reflect the labeled strength of the drug 
product as previously recommended as follows:
“Each single-dose vial delivers 0.9 mg inotuzumab 
ozogamicin, polysorbate 80 (xx mg), sodium chloride 
(xx mg), sucrose (xx mg), and tromethamine (xx 
mg).”
The Applicant revised as requested.

Revise the quantitative information (xx mg) in the 
inactive ingredients to that delivered in 3.6 mL.

The Applicant’s revision is not acceptable. Product 
Quality team identified an incorrect calculation of the 
tromethamine amount mg) which should be revised 
to 8.64 mg.

The Applicant revised as requested.
Adjuvant, if 
present 
21 CFR 610.61 

x

Source of the 
product 
21 CFR 610.61 

x

Identity of each 
microorganism 
used in 
manufacturing 
21 CFR 610.61

x

Minimum potency 
of product 
21 CFR 610.61

x Per 21 CFR 610.61 (r), add the following statement to 
the side panel “No U.S. standard of potency”.
The Applicant’s revision is acceptable

(b) (4)

(b) (4)

(b) 
(4)
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Regulations Comply Comments and Recommendations
Yes No n/a

Rx only 
21 CFR 610.61 

x

Divided 
manufacturing
21 CFR 610.63

x

Distributor 
21 CFR 610.64

x

Bar code
21 CFR 610.67
21 CFR 201.25

x

NDC numbers
21 CFR 201.2 
21 CFR 207.35

x

Preparation 
instructions
21 CFR 201.5

x Revise the preparation instructions from  
 

 to read 
“Reconstitute with 4 mL Sterile Water for Injection, 
USP to obtain a concentration of 0.25 mg/mL that 
delivers x mL (x mg). Gently swirl the vial to aid 
dissolution. Do Not Shake.”

The Applicant revised
The Applicant’s revision is not 

acceptable. See Late Cycle Meeting minutes dated 
23June17, Discussion section, and inactive ingredient 
comment to the applicant above.  

In the July 19, 2017 submission, the Applicant 
corrected the deliverable volume but expressed 
concern that the healthcare provider may assume the 
wrong concentration of the reconstituted solution. 

Revise the reconstitution information as previously 
recommended, place it on a separate side panel from 
the inactive ingredient information, and increase the 
prominence of the recommended statement. You may 
consider removing the Proprietary name, proper name, 
dosage form, and strength from the side panel that 
contains the storage information, place it below the 

(b) (4)

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

storage information, and the use the bolded heading 
“Reconstitution:” as follows:
“Reconstitution: Reconstitute with 4 mL Sterile 
Water for Injection, USP to obtain a concentration of 
0.25 mg/mL that delivers 3.6 mL (0.9 mg). Gently 
swirl the vial to aid dissolution. Do Not Shake.”
The Applicant revised as requested.

Package type 
term
21 CFR 201.5

x

Drugs 
Misleading 
statements 
21 CFR 201.6

x

Drugs 
Prominence of 
required label 
statements 
21 CFR 201.15

x

Net quantity 
21 CFR 201.51

x

Usual dosage 
statement
21 CFR 201.55 
21 CFR 201.100

x Revise the statement from  

 
 to read “See prescribing information for 

dosage, preparation, and administration.”

The applicant’s revision is acceptable
Dispensing 
container
21 CFR 201.100 

x

Medication Guide 
21 CFR 610.60
21 CFR 208.24

x

(b) (4)
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Prescribing Information Evaluation

ComplyLabeling 
Standards Yes No n/a

Comments and Recommendations

PRESCRIBING INFORMATION
Highlights of prescribing information
PRODUCT TITLE 
21 CFR 201.57(a)(2)

x

DOSAGE AND 
ADMINISTRATION 
21 CFR 201.57(a)(7)

x Replace the following:  
 

 
 
 
 

 
 

 with the statement from the 
LRT: “See full prescribing information for 
instructions on reconstitution of lyophilized power, 
and preparation and administration of reconstituted 
drug (2.x)”

The Applicant accepted the revision

DOSAGE FORMS 
AND STRENGTHS 
21 CFR 201.57(a)(8)

x Revise from  to read ““For 
Injection: mg lyophilized 

powder in a single-dose vial for 
reconstitution and further dilution.” 

The Applicant proposed to communicate that the 
concentration of the reconstituted solution (before 
further dilution) is 0.25 mg/mL, the Sponsor 

See Late Cycle Meeting minutes dated 
23June17 and Discussion section above. 

Revise from 
 
 
 

 to read “For Injection: 0.9 mg lyophilized 

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Labeling 
Standards

Comply Comments and Recommendations
Yes No n/a

powder in a single-dose vial for reconstitution and 
further dilution.”

In the July 19, 2017 submission, the Applicant 
rejected the Agency’s revision with the rationale to 
ensure appropriate dosing the applicant proposes to 

We revised the strength to be consistent with the 
label claim and with the container and carton 
labeling. We are concerned that healthcare 
professionals  

 stated in the 
labeling for one drug product resulting in 
prescribing and product preparation confusion. 
The Applicant revised as requested.

Full Prescribing Information
2 DOSAGE AND 
ADMINISTRATION
21 CFR 201.57(c)(3)

x Revise the second bullet under “Reconstitution”  to 
read: 
“Reconstitute each vial with 4 mL of Sterile 
Water for Injection, USP to obtain a concentration 
of 0.25 mg/mL of BESPONSA that delivers mL (x 
mg).”

The Applicant proposed

and revised the 
second bullet

See Late Cycle Meeting minutes 
dated 23June17 and Discussion section above.

Revise the third bullet under “Reconstitution” to 
read: “Reconstitute each vial with 4 mL of Sterile 
Water for Injection, USP, to obtain a concentration 
of 0.25 mg/mL of BESPONSA that delivers 3.6 mL 
(0.9 mg).

The Applicant accepted this revision and also added 

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Labeling 
Standards

Comply Comments and Recommendations
Yes No n/a

the statement

This addition is unacceptable. 

Delete the statement  
 

This information 
is not appropriate for the dosage and administration 
section of the labeling and is not required for this 
section per 21 CFR 201.57(c)(3). The strength 
should reflect the label claim and be consistent with 
the container and carton labeling. 

The Applicant revised as requested.

Revise the second bullet under “Dilution” to read: 
“Add reconstituted solution to an infusion container 

 0.9% Sodium Chloride Injection, USP, to 
 volume of 50 mL.”

The Applicant accepted the revision.

Relocate the storage statement in bullets in the 
subsections for reconstitution, dilution, and 
administration to appear in Table 5 and replace with 
a bulleted statement to refer to Table 5 to reduce 
redundant information.

The Applicant accepted the revision.
3 DOSAGE FORMS 
AND STRENGTHS  
21 CFR 201.57(c)(4)

x Revise the sentence to read:
For Injection: mg as a white to off-white  
lyophilized powder in a single-dose vial for 
reconstitution and further dilution. 

The Applicant proposed to revise the statement to 
read mg as a white to off white lyophilized 
powder in a single-dose vial for reconstitution and 
further dilution.

See Late 
Cycle Meeting minutes dated 23June17 and 
Discussion section above.

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) 
(4)
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Labeling 
Standards

Comply Comments and Recommendations
Yes No n/a

Revise the sentence to read:
“For Injection: 0.9 mg as a white to off-white  
lyophilized powder in a single-dose vial for 
reconstitution and further dilution.”

The applicant rejected this revision and revise

Revise the sentence to read:
“For Injection: 0.9 mg as a white to off-white  
lyophilized powder in a single-dose vial for 
reconstitution and further dilution.” to be consistent 
with the label claim and with the container and 
carton labeling.

The Applicant revised as requested.
6.2 
IMMUNOGENICITY

x Revise section 6.2 format to be consistent with the 
standard language for this section.
The Applicant revised as requested.

(b) (4)
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11 DESCRIPTION 
21 CFR 
201.57(c)(12)

x Delete  from the 
first paragraph since the first paragraph describes 
the drug substance: “Inotuzumab ozogamicin is a 
CD22-directed antibody-drug conjugate…”

The Applicant accepted the revision.

In the second paragraph which describes the drug 
product, revise the dosage form to appear as “for 
Injection” and relocate the route of administration 
to appear after the characteristic description of the 
drug product: “BESPONSA (inotuzumab ozogamicin) 
for Injection is supplied as a sterile, white to 
off-white, preservative-free, lyophilized powder for 
intravenous  “ 

The Applicant’s revision is acceptable.

Revise so that the listing of the inactive ingredients 
appears in alphabetical order and the amounts are 
expressed in metric units: 

 
polysorbate 80 ( mg), sodium 

chloride mg), sucrose ( mg), and 
tromethamine ( mg)   
After reconstitution with 4 mL of Sterile Water for 
Injection, USP, the final concentration is 
0.25 mg/mL of inotuzumab ozogamicin with a 
deliverable volume of xx mL (x mg) and  pH  
approximately 8.0.”

The Applicant proposed to revise the paragraph to state 

See Late Cycle Meeting 
minutes dated 23June17 and Discussion section above.

Revise the quantitative information (xx mg) in the 
inactive ingredients that is delivered in 3.6 mL.

The applicant revised as requested, however, PQ 
review team’s calculations differ for tromethamine 

vs. 8.64). Recalculate and if different explain 
your calculation.

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) 
(4)

(b) (4)

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)
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The Applicant revised as requested.

16 HOW SUPPLIED/ 
STORAGE AND 
HANDLING
21 CFR 
201.57(c)(17)

x Revise the sentences in section 16.1 to read: 
“BESPONSA (inotuzumab ozogamicin) for Injection 
is supplied  

 as a white to off-white 
lyophilized powder. Each carton (NDC 
0008-0100- ) contains one single-dose vial.”

The Applicant proposed to revise the paragraph to 

Revise the sentences in section 16.1 to read: 
“BESPONSA (inotuzumab ozogamicin) for Injection 
is supplied as a white to off-white lyophilized 
powder in a single-dose vial for reconstitution and 
further dilution. Each vial delivers 0.9 mg 
inotuzumab ozogamicin. Each carton (NDC 
0008-0100-01) contains one single-dose vial.”

The applicant accepted the revision.

Delete the sentences in section 16.2 to read: 
 

per x21 CFR 
201.57(c)(3) detailed storage conditions for 
reconstituted and diluted products should be 
described in the DOSAGE AND ADMINISTRATION 
section rather than the HOW SUPPLIED/STORAGE 
AND HANDLING section. 

The applicant accepted the revision.

Manufacturer 
information 
21 CFR 610.61, 21 
CFR 610.64

Revise the licensed manufacturer and address  to 
appear as the Applicant listed on the submitted 
Form FDA 356h (Pearl River, NY 10965) as follows:

Applicant on Form FDA 356h
Address 
US License No. xxxx

- Remove  from the License No. statement.

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)
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The applicant stated that the product is 
manufactured under US License Number 003, held 
by Wyeth Pharmaceuticals Inc., a subsidiary of 
Pfizer Inc, with a registered address in Philadelphia, 
PA. The manufacturer’s address on the label and 
carton is consistent with the biologics labeling 
regulations. The Sponsor will revise the 356h form 
to reflect the registered Philadelphia address for 
license number 003 so that it is consistent with the 
labeling. The “manufactured by” statement is 
consistent with the approved labeling for other 
biologic or vaccine products currently manufactured 
under license number 003.

The Applicant’s revision is acceptable.
MEDICATION GUIDE, INSTRUCTIONS FOR USE, AND PATIENT INFORMATION
Title (names and 
dosage form)

x

Storage and 
Handling

x

Ingredients x
Manufacturer 
Information
21 CFR 610.61, 21 
CFR 610.64

x

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page
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First Approval for Indication
Breakthrough Designation w Priority Review
Orphan Drug

Recommendation: Approval

BLA Number:  761040
First Review

Review Date:  June 28, 2017 

Drug Name/Dosage Form Besponsa (Inotuzumab Ozogamicin) / For injection
Strength/Potency 0.9 mg/vial, 0.25 mg/mL when diluted with 4 mL WFI
Route of Administration Intravenous infusion after dilution
Rx/OTC Dispensed Rx
Indication Relapsed or refractory B-cell precursor ALL
Applicant/Sponsor Pfizer, Inc.

Product Overview
BESPONSA (inotuzumab ozogamicin) is a CD22-directed antibody-drug conjugate (ADC) 
consisting of 3 components: 1) the recombinant humanized immunoglobulin class G 
subtype 4 (IgG4) kappa antibody inotuzumab, specific for human CD22, 2) N-
acetyl-gamma-calicheamicin that causes double-stranded DNA breaks, and 3) an 
acid-cleavable linker composed of the condensation product of 4-(4’-acetylphenoxy)-
butanoic acid (AcBut) and 3-methyl-3-mercaptobutane hydrazide (known as 
dimethylhydrazide) that covalently attaches N-acetyl-gamma-calicheamicin to 
inotuzumab. The average number of calicheamicin derivative molecules conjugated to 
each inotuzumab molecule is approximately 6 with a distribution from 2-8.  Nonclinical 
data suggest that the anticancer activity of inotuzumab ozogamicin is due to the binding 
of the ADC to CD22-expressing tumor cells, followed by internalization of the ADC-CD22 
complex, and the intracellular release of N-acetyl-gamma-calicheamicin 
dimethylhydrazide via hydrolytic cleavage of the linker. Activation of N-acetyl-gamma-
calicheamicin dimethylhydrazide induces double-strand DNA breaks, subsequently 
inducing cell cycle arrest and apoptotic cell death.  Besponsa is supplied as a sterile, 
white to off-white, preservative-free, lyophilized powder for intravenous administration 
in a single-dose amber glass vial for reconstitution and further dilution. Each vial 
delivers 0.9 mg inotuzumab ozogamicin.  
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Quality Review Team
Discipline Reviewer Branch/Division

/Drug 
Substance Drug Product Mate Tolnay OBP/DBRR4

/Drug 
Substance Drug Product Charles Jewell ONDP/DNDAP1

CMC Labelling Vicky Borders-Hemphill OBP/IO
Facilities Wayne Seifert OPF/DIA

Microbiology Maria Lopez-Barragan (DS)
Natalia Pripuzova (DP) OPF/DMA

Business RPM Andrew Shiber OPQ/OPRO
Team Lead ONDP Benjamin Stevens ONDP/DNDAP1
Team Lead Microbiology Reyes Candau-Chacon OPF/DMA
Team Lead Facilities Peter Zhihao Qiu OPF/DIA
Application Technical Lead Gerald Feldman OBP/DBRR4

Multidisciplinary Review Team
Discipline Reviewer Branch/Division

RPM Rachel McMullen OHOP/DHP
Cross-disciplinary Team Lead R. Angelo De Claro OHOP/DHP
Medical Officer Tanya Wroblewski OHOP/DHP
Pharm/Tox Emily Place OHOP/DHP
Clinical Pharmacology Salaheldin Hamed OHOP/DHP
Statistics Qing Xu   OHOP/DHP

I. Names:
a. Prorietary Name:  BesponsaTM

b. Trade Name:  BesponsaTM

c. Non-Proprietary/USAN:  inotuzumab ozogamicin
d. CAS name:  
e. Common Name:  Monoclonal anti-CD22 linked to calicheamicin
f. INN Name:  inotuzumab ozogamicin
g. OBP Systematic Name:  CONJ: MAB HUMANIZED (IGG4) ANTI P20273 

(CD22_HUMAN); CALICHEAMICIN [CMC544] 
h. Other Names: PF-05208773; CMC-544

(b) (4)

(b) (4)
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a. Submissions Reviewed
Submission Document Date

Original (rolling) submission (SD0001) January 21, 2016
STN 761040/0002  Addition sections to submission March 30, 2016
STN 761040/0003  Response to information request April 1, 2016
STN 761040/0008  Response to information request May 19, 2016
STN 761040/0009  Response to information request May 24, 2016
STN 761040/0013  Updated stability data May 31, 2016
STN 761040/0035  Response to information request March 10, 2017
STN 761040/0042  Response to information request April 3, 2017
STN 761040/0044  Response to information request April 7, 2017
STN 761040/0048  Response to information request April 25, 2017
STN 761040/0049  Response to information request May 10, 2017
STN 761040/0052  Response to information request May 24, 2017
STN 761040/0054  Response to information request May 26, 2017
STN 761040/0056  Response to information request June 13, 2017
STN 761040/0063  Response to information request June 28, 2017

Quality Review Data Sheet

1. Legal Basis for Submission:  351(a)

2. Related Supporting Documents:

A. DMFs
DMF # DMF Holder Item 

referenced Code1 Status2 Review 
Completed Comments

1 Adequate 5/15/2017 Reviewed by 
Charles Jewell

Pfizer  
Manufacturing 

Facility

1 Adequate 3/30/2017
Reviewed by 

Natalia 
Pripuzova

2 Adequate 8/15/2016 Reviewed by 
Wendy Tang

2 Adequate 8/25/2015 Reviewed by 
Lisa Shelton

2 Adequate 10/1/2016 Reviewed by 
Wendy Tang

3 Adequate N/A None

(b) (4)

(b) (4)

(b) (4)(b) (4)
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3 Adequate N/A None

1.  Action codes for DMF Table: 1- DMF Reviewed; Other codes indicate why the DMF was not reviewed, as 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 is not enough data in the application; 
therefore, the DMF did not need to be reviewed.

B. Other Documents:  NONE 

3. Consults Requested:   NONE

APPEARS THIS WAY ON ORIGINAL

(b) (4)

(b) (4)
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Executive Summary
I. Recommendations

a. Recommendation and Conclusion on Approvability
i. Recommendation

The Office of Pharmaceutical Quality, CDER, recommends Approval of STN 
761040 for Besponsa (inotuzumab ozogamicin) manufactured by Pfizer, 
Inc. The data submitted in this application are adequate to support the 
conclusion that the manufacture of Besponsa 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.

ii. Approval Action Letter Language
c. Manufacturing Location

Drug Substance: Wyeth Pharmaceutical Division of Wyeth Holdings 
Corp., a subsidiary of Pfizer Inc., Pearl River, NY

Drug Product:  Wyeth Pharmaceutical Division of Wyeth Holdings Corp., 
a subsidiary of Pfizer Inc., Pearl River, NY

d. Fill Size and Dosage Form
mg/vial lyophilized powder : 0.25 mg/mL 

after reconstitution with 4 mL of sterile WFI
e. Dating Period

Drug Substance: months when stored at oC.
Drug Product:  24 months when stored at 2-8°C

f. Stability
a. Results of on-going stability studies should be submitted 

throughout the dating period, as they become available, including 
the results of stability studies from the first three production lots.   

g. Exempt from Lot Release
o Yes
o Rationale: Specified product exempted according to 21 CFR 

601.2a)

b. Recommendation on Phase 4 Marketing Commitments, Agreements, 
and/or Risk Management Steps, if approvable: Product Quality (OPQ)
Office of Biotechnology Products: Not applicable
Office of Process and Facilities:

i. Conduct the bioburden and endotoxin test method qualification of 
inotuzumab ozogamicin drug substance using two additional batches.   

ii. Conduct the sterility and endotoxin test method qualification of 
inotuzumab ozogamicin drug product using two additional batches.

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)
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iii. Implement bioburden and endotoxin monitoring of the  
 used to manufacture inotuzumab ozogamicin drug product.

 
c. Benefit/Risk Considerations:  Besponsa is indicated as monotherapy for the 

treatment of adults with relapsed or refractory CD22 positive B cell precursor 
acute lymphoblastic leukaemia (ALL), a disease which is considered an unmet 
medical need.  Besponsa received breakthrough therapy designation on October 
15, 2015, and was granted a priority review. 
The overall control strategy for Besponsa includes control of raw materials, 
facilities and equipment, manufacturing process, and adventitious agents. This 
control strategy combined with in-process, release, and stability testing ensure 
process consistency as well as , drug substance, and 
drug product with appropriate quality attributes and free of adventitious agents.

II. Summary of Quality Assessments

(b) (4)

(b) (4)

 

(b) (4)

6 Pages have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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D. Drug Substance Quality Assessment
Table 3 provides a summary of the identification, risk, and lifecycle knowledge 
management for the drug substance CQAs that derive from the DS manufacturing 
process and general attributes. For additional information see Appendix A for the 
OBP product quality review.  

(b) (4)
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Table 3: Drug Substance CQA Identification, Risk, and Lifecycle Knowledge Management

CQA (Type) Type Risk Origin Control 
Strategy

Visual Appearance: 
color Safety 

Appearance:
clarity

Safety: 
Immunogenic 
response (with 
visible particles)

Process failure; 
storage failure

Protein 
concentration Efficacy Process failure; CCI 

failure
pH Efficacy

Total calichaemicin 
derivative Safety and efficacy

Drug-to-antibody 
ratio Safety and efficacy

Identity (conjugation 
profile / drug load 
distributions)

General

Safety and efficacy

Process failure; 
storage failure

H+L chain Impacts efficacy

Structure may be 
impacted during all 

stages of the 
manufacturing 

process, as well as 
during storage  

Intact IgG

Purity

Impacts efficacy

Structure may be 
impacted during all 

stages of the 
manufacturing 

process, as well as 
during storage  

Bioactivity (cell-
based cytotoxicity 
assay)

Potency

Lower potency 
impacts efficacy, 

increased potency 
impacts safety

Structure may be 
impacted during all 

stages of the 
manufacturing 

process, as well as 
during storage  

Aggregates Safety and efficacy

Aggregates may 
form during all 
stages of the 

manufacturing 
process, as well as 

during storage.

Unconjugated 
calicheamicin

Product-related 
Impurities

Safety 

Originate in the 
manufacturing 
process.  

 

(b) (4)

(b) (4)
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Unconjugated mAb Efficacy

Bioburden

Safety, purity,  and 
efficacy 

(degradation or 
modification of the 

product by 
contaminating 

microorganisms)

Bioburden can be 
introduced by raw 

materials and 
throughout the 
manufacturing 

process

Endotoxin Safety and Purity

Endotoxin can be 
introduced by raw 

materials and 
throughout the 
manufacturing 

process.

iv. Drug Substance (inotuzumab ozogamicin) Quality Summary
1. Description:  Inotuzumab ozogamicin is an antibody drug conjugate 

comprised of multiple (2-8) molecules of calicheamicin bound per molecule of 
inotuzumab, with a molecular weight of approximately 160 kDa.  

2. Mechanism of action:  The primary mechanism of action of inotuzumab 
ozogamicin is tumor cell killing thought to be due to its binding to CD22-
expressing tumor cells, followed by internalization of the ADC-CD22 complex, 
and the intracellular release of the cytotoxic calicheamicin moiety.

3. Potency Assay:  The potency assay used to assess the biological activity of 
inotuzumab ozogamicin for release and stability is a Ramos cell-based 
cytotoxicity assay.  Results are reported as percent potency relative to the 
reference standard. 

(b) (4)(b) (4)
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4. Reference material(s):  A two tiered reference standard system is in place. 

 

5. Critical starting materials or intermediates: 

6. Container closure: 

 

7. Dating period and storage conditions: The stability data provided for 
the DS in the BLA support an expiry of months when stored at C ± 

°C. 

E. Drug Product [Besponsa] Quality Assessment
Table 4 provides a summary of the identification, risk, and lifecycle knowledge 
management for drug product CQAs that derive from the drug product 
manufacturing process and general drug product attributes. For additional 
information see Appendix A for the OBP product quality review.  

Table 4: Drug Product CQA Identification, Risk, and Lifecycle Knowledge Management

CQA Type Risk Origin Control Strategy Notes

Appearance

Appearance 
(reconstituted)

Safety: 
Immunogenic 
response (with 
visible particles)

Osmolality

General

Safety (site 
reaction)

Process failure; 
Inappropriate 
storage

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)
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Moisture 
Content
Reconstitution 
Time

Product stability

Process failure; 
Inappropriate 
storage; CCI 
failure

PS80 
concentration 

Manufacturing 
process failure 

PS80 quality

Formulation
component Quality of raw 

material  
 and 

storage

Particulates

Product 
and 
process 
related 
impurity

Safety. Product 
stability

Manufacturing 
process failure; 
Inappropriate   
storage

Container 
Closure System 
Integrity

Maintenance of 
sterility.
Glass 

Leachables from 
the stopper  

Quality of raw 
materials; System 
integrity for 
sterility impacted 
by storage 
conditions

Sterility

Safety 
and 
efficacy Safety risk to 

patients 
(infection). 
Efficacy 
(degradation or 
modification of 
the product by 
microorganisms 
or their 
byproducts)

DP manufacturing 
process or 
through container 
closure integrity 
failure

Endotoxins Safety

Safety, purity and 
potential 
immunogenic 
reactions

Introduced 
through DP 
manufacturing 
process

v. Drug Product (inotuzumab ozogamicin) Quality Summary

(b) (4)

(b) (4)

(b) (4)

(b) (4)



EXECUTIVE SUMMARY  BLA 761040 

1. Potency and Strength:  Besponsa is supplied as a single-use mg/vial 
lyophilate (0.9 mg . 

2. Description/Commercial Image:  Besponsa (inotuzumab ozogamacin) is 
a sterile, white to off-white, preservative-free, lyophilized powder for 
intravenous administration. After reconstitution with 4 mL of Sterile Water for 
Injection, USP, the final concentration is 0.25 mg/mL of inotuzumab 
ozogamicin with  

3. Mechanism of action:  The primary mechanism of action of inotuzumab 
ozogamicin is tumor cell killing thought to be due to its binding to CD22-
expressing tumor cells, followed by internalization of the ADC-CD22 complex, 
and the intracellular release of the cytotoxic calicheamicin moiety. 

4. List of Excipients:  tromethamine , sucrose , 
polysorbate 80 , NaCl

5. Reference material(s):  

6. Container closure:  Inotuzumab ozogamicin drug product is packaged in 20 
mL amber Type I glass tubing vials with stoppers 
and crimp seals with flip-off caps.  Validation studies (including leachable and 
extractable studies) were conducted on these components to demonstrate 
that they are suitable for use. Besponsa is diluted with 4 mL of sterile water 
for injection to a concentration of 0.25 mg/mL and further diluted with 0.9% 
sterile normal saline prior to administration by intravenous infusion. The 
maximum validated time from reconstitution to administration is 8 hours.

7. Dating period and storage conditions: The stability data provided for the 
DP in the BLA support an expiry of 24 months when stored at 2-8°C. 

8. List of co-packaged components:  Not applicable

F. Novel Approaches/Precedents:  None

G. Special Product Quality Labeling Recommendations: 
1. Store in a refrigerator at 2-8oC
2. Protect from light during reconstitution, dilution, and administration
3. Do not freeze
4. Do not shake
5. Use reconstituted material immediately, or store refrigerate (2-8°C) for up 

to 4 hours.
6. Use diluted material immediately, or store at room temperature (20-25°C; 

68-77°F) for up to 4 hours or refrigerated (2-8°C; 36-46°F) for up to 
3 hours.

7. If refrigerated, allow to equilibrate at room temperature (20-25°C; 
68-77°F) for 1 hour prior to administration

(b) 
(4)

(b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)
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H. Establishment Information:

OVERALL RECOMMENDATION:

DRUG SUBSTANCE

FUNCTION
SITE 

INFORMATION
DUNS/FEI 
NUMBER

PRELIMINARY 
ASSESSMENT

INSPECTIONAL 
OBSERVATIONS

FINAL 
RECOMMENDATION

Master 
and working 
cell bank 
storage

Working Cell 
Bank 
Preparation 
and Cell Bank 
storage.

Pfizer Ireland 
Pharmaceuticals
Grange Castle 
Business Park
Clondalkin, 
Dublin 22 
Ireland

And

Pfizer Inc.
700 Chesterfield 
Parkway West
Chesterfield, MO 
63017 USA

And

Wyeth 
BioPharma 
One Burtt Road
Andover, MA 
01810  USA

3004145594

1940118 

1222181

VAI None
Recommend for 

approval

VAI None
Recommend for 

approval

Manufacture  
of DS
Release and 
stability 
testing, 
storage

Wyeth 
Pharmaceutical 
401 North 
Middletown 
Road, Pearl 
River, New York 
10965 USA

2410662 VAI None
Recommend for 

approval

VAI None
Recommend for 

approval

(b) (4)

(b) (4)
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In-process 
testing

VAI None
Recommend for 

approval

DRUG PRODUCT

FUNCTION
SITE 

INFORMATION
DUNS/FEI 
NUMBER

PRELIMINARY 
ASSESSMENT

INSPECTIONAL 
OBSERVATIONS

FINAL 
RECOMMENDATION

Manufacture 
of  drug 
product, 
release 
testing, 
stability 
testing, 
storage

Wyeth 
Pharmaceutical 
401 North 
Middletown 
Road, Pearl 
River, New York 
10965 USA

2410662 VAI None
Recommend for 

approval

Drug product 
secondary 
packaging 
and labeling

Pharmacia and 
Upjohn Co
7000 Portage 
Road
Kalamazoo, 
Michigan 49001

1810189 VAI None
Recommend for 

approval

Drug product 
stability 
testing (CCI)

VAI None
Recommend for 

approval

I. Facilities:

A pre-license inspection of the inotuzumab ozogamicin Drug Substance and Drug 
Product manufacturing facility at Wyeth Pharmaceuticals Inc., a subsidiary of Pfizer 
Inc., Pearl River, NY, was conducted on March 9 - 17, 2017. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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The compliance status of this manufacturing site was deemed acceptable. 

For additional information, see Appendices C and D for the DMA reviews and 
Appendix E for the DIA review.

J. Lifecycle Knowledge Management

ii. Outstanding review issues/residual risk:  None
iii. Future inspection points to consider:  None

b. Drug Substance
i. Protocols approved:  

1. Annual stability protocols
2. Protocols for the qualification of  

 reference standards
3. Protocols for 

ii. Outstanding review issues/residual risk:  
1. Data for the full qualification of bioburden and endotoxin 

test methods will be submitted by November, 2017 
iii. Future inspection points to consider:  None

c. Drug Product
i. Protocols approved:

1.  Annual stability protocols 
ii. Outstanding review issues/residual risk:  

1. Data for the full qualification of sterility and endotoxin test 
methods will be submitted by November, 2017 

2. Implementation of bioburden and endotoxin monitoring of 
the  used to manufacture inotuzumab 
ozogamicin drug product will be finalized by November, 
2017

iii. Future inspection points to consider:  None

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Quality Assessment Summary Tables

Table 1: Noteworthy Elements of the 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 Sourced X

9. Transgenic Plant Sourced X

10. New Molecular Entity X

11. PEPFAR Drug 

12. PET Drug X

13. Sterile Drug Product X

14. Other: Antibody-drug conjugate X

Regulatory Considerations

15. Citizen Petition and/or Controlled 
Correspondence Linked to the Application 
(#________________)

X

16. Comparability Protocol(s) X



EXECUTIVE SUMMARY  BLA 761040 

17. End of Phase II/Pre-NDA Agreements tem) X

18. SPOTS 

(Special Products On-line Tracking System
X

19. USAN Name Assigned X

20. Other__________________ X

Quality Considerations

21. Drug Substance Overage 

22. Formulation X

23. Process X

24. Analytical Methods X

25.

Design Space

Other X

26. Other QbD Elements 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. Excipients X

33.

Non-compendial 
Analytical Procedures 

Drug Substance X

34. Human or Animal 
Origin X

35.

Excipients 

Novel X

36. Nanomaterials X

37. Genotoxic Impurities or Structural Alerts X



EXECUTIVE SUMMARY  BLA 761040 

38. Continuous Manufacturing X

39. Use of Models for Release X

40. Other ________________ X

Appendices:

Appendix A; Link to CMC Review

Appendix B; Link to ONDP Review

Appendix C; Link to DMA DS Review 

Appendix D; Link to DMA DP Review

Appendix E; Link to DIA Review
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Quality Review Team – Signature Page

Reviewer Division Signature

Mate Tolnay Division of Biotechnology 
Review and Research IV

Maria Lopez-
Barragan

Division of Microbiology 
Assessment

Natalia Pripuzova Division of Microbiology 
Assessment

Charles Jewell Division of New Drug 
Products I

Wayne Seifert Division of Inspectional 
Assessment

Benjamin Stevens Division of New Drug 
Products I

Maria Reyes 
Candau-Chacon

Division of Microbiology 
Assessment

Peter Zhihao Qiu Division of Inspectional 
Assessment

Gerald Feldman Division of Biotechnology 
Review and Research IV

Joel Welch Division of Biotechnology 
Review and Research IV

Electronic Signatures 
Attached
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Seifert

Digitally signed by Wayne Seifert

Date: 7/03/2017 04:27:33PM

GUID: 54947cf700352f7777a77d75519a2705

Ben
Stevens

Digitally signed by Ben Stevens

Date: 7/03/2017 11:56:10AM

GUID: 5432b4d800086115752a874a47534532

Patricia
Hughes Troost

Digitally signed by Patricia Hughes Troost

Date: 7/03/2017 11:57:04AM

GUID: 508da717000297bcbfce0919f8c09594

Joel
Welch

Digitally signed by Joel Welch

Date: 7/03/2017 02:32:27PM

GUID: 508da6dc0002673d83d264d81364d6cf

Thuy Thanh
Nguyen

Digitally signed by Thuy Thanh Nguyen

Date: 7/03/2017 01:11:33PM

GUID: 5256cce70002b21dd4c17f3ef09b075c
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	����������	�		���	������	�����	������ !	"��	#$%�& ���$'�( )�*��+,*	-(��,$ ���$	.	/������0	1(��(.2��* $	-�+,1(&�33($% ���$4	 ������ !'5�	6+37(�4		89:;<;�����	1(��(.1(��(.	- �(4		=+$(	>?@	>;:8	-�+,	6 3(A-�� ,(	���3 BCDEFGDH	IJGFKLMLNHO	PMFQHNRSRGT	U	VFW	RGXCSKRFGY��($,�*A/��($&0 Z[\	NQU]RĤ_	Z[̀a	NQUNb	cdCG	eR̂LKCe	cRKd	f	Nb	gVJ1�+�(	�"	�%3�$���� ���$ JGKWH]CGFLD	RGhLDRFG	HhKCW	eR̂LKRFG1iA2jk	-���($�(% lm#$%�& ���$ lĈHEDCe	FW	WChWHSKFWn	BoSĈ̂	EWCSLWDFW	pbb���!�& $�AY��$��� qhRMCW_	JGS[/��%+&�	2�(���(.BrsqPtsp	IRGFKLMLNHO	FMFQHNRSRGT	RD	H	uv̀ òeRWCSKCe	HGKROFenoeWLQ	SFGXLQHKC	IpvuT	SFGDRDKRGQ	Fh	w	SFNEFGCGKDx	yT	KdC	WCSFNORGHGK	dLNHGRMCe	RNNLGFQ̂FOL̂RG	ŜHDD	z	DLOKnEC	f	IJQzfT	{HEEH	HGKROFen	RGFKLMLNHO_	DECSRhRS	hFW	dLNHG	uv̀ _̀	̀T	toHSCKn̂oQHNNHoSĤRSdCHNRSRG	KdHK	SHLDCD	eFLÔCoDKWHGeCe	vtp	OWCH{D_	HGe	wT	HG	HSReoŜCH]HÔC	̂RG{CW	SFNEFDCe	Fh	KdC	SFGeCGDHKRFG	EWFeLSK	Fh	foIf|oHSCKn̂EdCGFmnToOLKHGFRS	HSRe	IpSBLKT	HGe	woNCKdn̂owoNCWSHEKFOLKHGC	dneWHMReC	I{GFcG	HD	eRNCKdn̂dneWHMReCT	KdHK	SF]ĤCGK̂n	HKKHSdCD	toHSCKn̂oQHNNHoSĤRSdCHNRSRG	KF	RGFKLMLNHO[	}dC	H]CWHQC	GLNOCW	Fh	SĤRSdCHNRSRG	eCWR]HKR]C	NF̂CSL̂CD	SFGXLQHKCe	KF	CHSd	RGFKLMLNHO	NF̂CSL̂C	RD	HEEWFmRNHKĈn	~	cRKd	H	eRDKWROLKRFG	hWFN	̀o�[		tFGŜRGRSĤ	eHKH	DLQQCDK	KdHK	KdC	HGKRSHGSCW	HSKR]RKn	Fh	RGFKLMLNHO	FMFQHNRSRG	RD	eLC	KF	KdC	ORGeRGQ	Fh	KdC	pvu	KF	uv̀ òCmEWCDDRGQ	KLNFW	SĈ̂D_	hF̂̂FcCe	On	RGKCWGĤRMHKRFG	Fh	KdC	pvuouv̀ 	̀SFNÊCm_	HGe	KdC	RGKWHSĈ̂L̂HW	WĈCHDC	Fh	toHSCKn̂oQHNNHoSĤRSdCHNRSRG	eRNCKdn̂dneWHMReC	]RH	dneWF̂nKRS	ŜCH]HQC	Fh	KdC	̂RG{CW[	pSKR]HKRFG	Fh	toHSCKn̂oQHNNHoSĤRSdCHNRSRG	eRNCKdn̂dneWHMReC	RGeLSCD	eFLÔCoDKWHGe	vtp	OWCH{D_	DLODC�LCGK̂n	RGeLSRGQ	SĈ̂	SnŜC	HWWCDK	HGe	HEFEKFKRS	SĈ̂	eCHKd[		BCDEFGDH	RD	DLEÊRCe	HD	H	DKCWR̂C_	cdRKC	KF	FhhocdRKC_	EWCDCW]HKR]CohWCC_	̂nFEdR̂RMCe	EFceCW	hFW	RGKWH]CGFLD	HeNRGRDKWHKRFG	RG	H	DRGQ̂CoeFDC	HNOCW	Q̂HDD	]RĤ	hFW	WCSFGDKRKLKRFG	HGe	hLWKdCW	eR̂LKRFG[	rHSd	]RĤ	eĈR]CWD	Z[\	NQ	RGFKLMLNHO	FMFQHNRSRG[		



����������	
�����
	����������	�		���	������	�������	�� ��!	"��#$�%&�'��(� �� ��!�) *)�(&+,$� �%�-(	 ,$)�1	2�/%��(&�	$)�1	3)-0�&� 4567	89:;5< =>?@A>BBC	 ,$)�1	2�/%��(&�	$)�1	3)-0�&� EF5G:7H	I7J7:: =KA?@AKAL?MNDN	O�/����(1 PQRS<	>9GT7GHUV7WXFQ:: =>?@Y=Z�&������% [5<;7	\7Q]7G6 =?̂@AYLD�&)-/�-�-1�	 45GQ5	_9X7̀U>5GG5a5;	bA\cK565:Q5	?GQXd̀9e5	bA?c =?̂@A4L*�%�(�%%	�3D L;TG7J	\FQf7G =?g@=?B="��#	O��0	hi$3 >7;j5WQ;	\67e7;H =KA?@AKAL?M"��#	O��0	D�&)-/�-�-1� B7<7H	E5;T5dUEF5R9; =?̂@A4L"��#	O��0	Z�&������% ?767G	kFQF59	gQd	 =?̂@AYL.''��&���-(	"�&+(�&��	O��0 l7G5:T	̂7:TW5; =>?@A>BBCD����0�%&�'��(�)�	�� ��!	"��#$�%&�'��(� �� ��!�) *)�(&+,$� �%�-(�3D B5RF7:	4R4d::7; =V=?@AV?N)-%%m0�%&�'��(�)�	"��#	O��0 Bn	L;a7:9	A7	E:5G9 =V=?@AV?D�0�&��	hoo�&�) 85;<5	[G9f:7JHSQ =V=?@AV?3+�)#,"-p qWQ:<	?:5R7 =V=?@AV?N��(�&��	3+�)#�&-�-1� \5:5F7:TQ;	V5W7T =V=?@AV?2����%��&% gQ;a	rd			 =V=?@AV?st i�#�%u�t3)-)����)�	i�#�u		>7HX9;H584/t")�0�	i�#�u		>7HX9;H584&ti-(m3)-')����)�,v2.iu		Q;96d̀dW5f	9̀9a5WQRQ;0tN.2	(�#�u		�tN-##-(	i�#�u		49;9R:9;5:	5;6QUEAww	:Q;S7T	69	R5:QRF75WQRQ;otsii	i�#�u		Q;96d̀dW5f	9̀9a5WQRQ;1th*3	2�%��#���&	i�#�u		E=KIx	4L>	Vy4LKYkqA	bYllCc	LK8Y	?wzw{|	bEAww}Vy4LKc~	EL_YEVqL4YEYK	�E4E�CC�	+th�+�)	i�#�%x	?̂Uz�wz�{{|~	E4EU�CC

(b) (4)

(b) (4)
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	����������	�		���	������	����������� �	!"#�"$"%��������� &�'��" (	&�(")*+,+-./	0*1//+-,2	3456+33+1-	078999:2 ;.-4.*<	=:>	=9:?7@A	B?:9C9D999=		EFF+G+1-	3HIG+1-3	G1	3456+33+1- J.*IK	L9>	=9:?7@A	B?:9C9D999L		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G EN*+/	:>	=9:?7@A	B?:9C9D999Q		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.<	:R>	=9:?7@A	B?:9C9D999R		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.<	=C>	=9:?7@A	B?:9C9D99:L		SNF.GHF	3G.5+/+G<	F.G. J.<	L:>	=9:?7@A	B?:9C9D99LT		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.*IK	:9>	=9:B7@A	B?:9C9D99C=		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G EN*+/	L>	=9:B7@A	B?:9C9D99CC		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G EN*+/	B>	=9:B7@A	B?:9C9D99CQ		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G	 EN*+/	=T>	=9:B7@A	B?:9C9D99CR		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.<	:9>	=9:B7@A	B?:9C9D99T=		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.<	=C>	=9:B7@A	B?:9C9D99TC		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G J.<	=?>	=9:B7@A	B?:9C9D99T?		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G ;4-H	:L>	=9:B7@A	B?:9C9D99?L		MH3N1-3H	G1	+-O1*6.G+1-	*HP4H3G ;4-H	=Q>	=9:BU��V�(W	!"#�"$	&�(�	�X""(Y�Z"[�V	\����	]�̂	��������� _		̀aYb�cd�!"V�("%	��ee�̂(� [	&�'��" (�_f�&gh�&gh	i &gh	j�V%"̂ k("�	"̂]"̂" '"% l�%"Y �(�(��d !"#�"$	l��eV"("% l���" (�	 : EFHP4.GH TD:TD=9:B MH{+H|HF	5<	}K.*/H3	;H|H//: EFHP4.GH LDL9D=9:B MH{+H|HF	5<	A.G./+.	m*+N4n1{.= EFHP4.GH QD:TD=9:? MH{+H|HF	5<	�H-F<	@.-,= EFHP4.GH QD=TD=9:T MH{+H|HF	5<	�+3.	7KH/G1-= EFHP4.GH :9D:D=9:? MH{+H|HF	5<	�H-F<	@.-,L EFHP4.GH ADE A1-H
(b) (4)

(b) (4)

(b) (4)(b) (4)
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	����������	�		���	������	��  	  	  	 	 		  	 1 2&"3.�%" 452 4 6"78		29%� 6	9 &"0	: )	�;<	=�-/">	�?	�;<	@"A�"B"&C	D%E")	9 &"0	�6&�9�%"	BE�	%E"	�;<	B�0	6 %	)"A�"B"&#	�0	: // B0>	*?	@"A�"B"&	()"A� .0/�	�6&	6 	)"A�0� 6	0�69"	/�0%	)"A�"BC	1?	!.::�9�"6%	�6: ),�%� 6	�6	�((/�9�%� 6C	�?	2.%E )�%�	% 	)":")"69"	6 %	F)�6%"&C	G?	�;<	6 %	�A��/�-/"C	�?	D%E")	H"I(/��6	.6&")	J9 ,,"6%0KL	M8		2&"3.�%"#	2&"3.�%"	B�%E	N6: ),�%� 6	@"3."0%#	�":�9�"6%#	 )	452	H=E")"	�0	6 %	"6 .FE	&�%�	�6	%E"	�((/�9�%� 6C	%E")": )"#	%E"	�;<	&�&	6 %	6""&	% 	-"	)"A�"B"&'O8PQRST	UVWXYSZQ[\		]P]̂ 	1'_VZ[X̀Q[	aSbXS[QSc\			]P]̂dXèfQg	aShfSi	jSeY	k	lfmZeQXTS	nemSaShfSiST Ufhf[fVZ lfmZeQXTSoeQS	jV̀Zeg Ufhf[fVZ	Vp	OfVQSWRZV̀Vmg	aShfSi	eZc	aS[SeTWR	qroeTfe	sVtSuvOeTTemeZ Ufhf[fVZ	Vp	ofWTVwfV̀Vmg	x[[S[[YSZQ]eQèfe	nTftXuVhe Ufhf[fVZ	Vp	ofWTVwfV̀Vmg	x[[S[[YSZQ_ReT̀S[	ySiS̀` Ufhf[fVZ	Vp	]Si	UTXm	nTVcXWQ[	qzegZS	lSfpSTQ Ufhf[fVZ	Vp	qZ[tSWQfVZè	x[[S[[YSZQOSZ{eYfZ	lQShSZ[ Ufhf[fVZ	Vp	]Si	UTXm	nTVcXWQ[	qoeTfe	aSgS[	_eZceXv_ReWVZ Ufhf[fVZ	Vp	ofWTVwfV̀Vmg	x[[S[[YSZQnSQST	|RfReV	dfX Ufhf[fVZ	Vp	qZ[tSWQfVZè	x[[S[[YSZQ}STèc	~S̀cYeZ Ufhf[fVZ	Vp	OfVQSWRZV̀Vmg	aShfSi	eZc	aS[SeTWR	qryVS̀	zS̀WR Ufhf[fVZ	Vp	OfVQSWRZV̀Vmg	aShfSi	eZc	aS[SeTWR	qr
^̀SWQTVZfW	lfmZeQXTS[	xQQeWRSc

(b) (4)
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(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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(b) (4)

(b) (4)

(b) (4)

 

(b) (4)
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(b) (4)
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��������������������������������������������������� !"#$%$!&�'"!"()*+),)-�./00)123�45678985:�;656�<=>=�?>@A8;=;B�C5�5D=�8E5=E;=;�F5@>6G=�5=H?=>65I>=�@J�KLMNOP�699�>=FI95F�H=5�F?=Q8J8Q658@EF�<85D@I5�6�Q9=6>�5>=E;�J@>�I?�5@�KR�H@E5DFB�SD=�?>@;IQ5�8F�F5679=�J@>�65�9=6F5�KR�H@E5DF�65�KLMNOP�JI9J8998EG�5D=�>=Q@HH=E;658@E�@J�TOU�VWO�5@�?>@A8;=�65�9=6F5�X�H@E5DF�F5678985:�;656B�C5�5D=�6QQ=9=>65=;�F5@>6G=�5=H?=>65I>=�@J�KW�Y�KNOZX[�\UP�699�>=FI95F�H=5�F?=Q8J8Q658@EF�<85D@I5�6�Q9=6>�5>=E;�J@>�I?�5@�]K�H@E5DFP�695D@IGD�IEQ@ÊIG65=;�Q698QD=6H8Q8E�9=A=9F�6E;�H@8F5I>=�Q@E5=E5�8EQ>=6F=;�F98GD59:B�45678985:�>=FI95F�J@>�9:@?D898_=;�A869F�5D65�<=>=�F5@>=;�65�KLMNO�J@>�I?�5@�KR�H@E5DFP�5D=E�>=Q@EF585I5=;�65�=6QD�F5678985:�?@8E5�6E;�F5@>=;�65�KLMNO�J@>�]X�D@I>F�7=J@>=�5=F58EG�H=5�F?=Q8J8Q658@EF�<85D@I5�6�Q9=6>�5>=E;B����̀�̀aabcd$ebf����̀�g�h"e$%$!$bf�"cd�ijk$albc!()*+),)-�./00)123�SD8F�F=Q58@E�8F�E@5�>=A8=<=;�7:�mnoB����̀���̀dpbc!$!$qkf�̀rbc!f� "sb!&�ip"%k"!$qc��tuv��wxv�������y���v�������z�{�|z��z������{�wvy����� �� �������� ���������������������� � �������� ���������� ����������� � ����� ���������������������� ���� ������� ����� �� � ��� ������������ ��� � �������������������������� ������� �� ����(b) (4)

(b) (4)

(b) (4)

2 Pages have been Withheld in Full as b4 (CCI/TS) 
immediately following this page

(b) (4)



���

��
L����

(b) (4)

(b) (4)

(b) (4)

(b) ( )

(b) (4)

(b) (4)



���

��������������������������������������������������	�
���
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%�%&�%���-��*�-�!�&��%�&���(&!*� &'&� &����'�����&�����(&��"���&�'�%���-&�����(�!��� ����%����&(���!!*���%�!���!&�(&!&-���&��������&��%%�*����!��*���� &�&����(�&�������(&%'��%&%.�/���!��%��"�����
�'�(�"�& �����w��!���&������������� �&%��&(&��&%�& .�/�&�%&�%���-��*�"�(���&�"�(%��!�����%�$�x�y�	z�%&�%���-��*��"���&�%&��� �!�����%���x�y�	.������������ �&%��&(&�'�(�"�& ��%��������(b) (4)

(b) (4)



���

��������������������������������������������������	�
���
�����������������������������������������	������� ���!��������"��#��� �����$���%�#���$�������"��& �&� �����"���������#� ����"�$� ���'������ �"��"���(��'�)�������&� �$�����##����'�&� �#��$�& ��� '�������$'�*� ����"��&�����"����+�����,& �$����������$��"�)� ��$������$������	���&������"��	$$��������"&���#����'���"������#����"�����#� ��$�	*	� �"&��"�"�$����"� ���$�"&���#����'��������������������(� ���+�����(���$��������$�"��&�����"�����$�������#� ��$�����������""�'�)�"���&������#�$���������������$��"�������������������-./0.1.234�5677.89:�;�<=>??�@A<@�<BB<CB�DBEF=� �JKD>ELE?M�NHF@>HO�<F@EPHME?B�DFM?>?B@EQ<@?�B?FBE@ERE@CS�IN@D<O�M?@?N@EHF�HL�<F@EJK>HMDN@�IPB�EF�K<@E?F@�B<QKO?B�BD==?B@B�@A<@�@A?�<BB<C�K?>LH>QB�>?<BHF<POC�T?OOS�UVWXYZWV�[Y�\]VW[̂YZ�_V�̀abbcVd̂a[Vefg������ �������#��������������������������������#� ���� '��""�'+�"��&��"�� ��$�����$��������& �"�������$���"������#����h�i�����������������������������"�������� ������)�"�"������$���"�$������ �'�$�(���&�����)� j��	������������������������������� �����"��#��,����h�i��+�������� ������$�&��$����������������#�&��'�������kg�)�"�$����"� ���$����l�����"������������������#�����kg�)�"���"� (�$�"�� �����������h�i�����$�)�"�"������$�#� ����#� ���� '�����'"�"��g������ �������#����������������&��"� ���j��)��$��"������������������������������� ������)�"��"�$��	�������� �������#����h�i������"�"�����)���������������������������������#� ���� '��""�'�)�"�� �������'������$�$m���)�(� +�����  � ������$� "���$��������"�� ������������ �������#������������ �"����$��������������������� �������#�n���h�i���g������ �������#�g�g,��	������&��"����#� ��������� �$�##� ������#�����������������������o�p��j*�q�(� "�"�g�g,���	�o���j*�q+�����g�g,��	�������� ������)�"�$�����$�������h�i��������������#� �$�##� ����"������������ �)��������$�����������!��(������& ������������� ������-./0.1.234�5677.89:�r?BDO@B�T?>?�K>HREM?M�LH>�M?@?>QEFEF=�@A?�HK@EQ<O�NHFN?F@><@EHF�HL�EFH@DsDQ<P�HsH=<QENEFS�tA?�NHFN?F@><@EHFB�HL�EFH@DsDQ<P�HsH=<QENEF�<FM�uvuJwxI�DB?M�EF�@A?�<BB<C�<>?�BDLLENE?F@OC�yDB@ELE?MS�tA?�AE=A�NHFN?F@><@EHF�HL�EFH@DsDQ<P�DB?M�EF�@A?�<BB<C�EB�@A?�>?BDO@�HL�<F�?>>H>S�x??�F?T�;r�@H�HP@<EF�EFLH>Q<@EHF�>?=<>MEF=�@A?�B?FBE@ERE@C�HL�@A?�NHFLE>Q<@H>C�<BB<C�<FM�@H�<BB?BB�@A?�OEz?OEAHHM�HL�L<OB?�F?=<@ER?�B<QKO?BS�UVWXYZWV�[Y�\]VW[̂YZ�_{�̀abbcVd̂a[Vef|� ����#� ��$�&�"���(��"��&��"+�}�$�&��������� �)�"�$��� ����$��'�$��������"��&��"��~�����""�'���##� ���$������"� ����'�$�����$�n,#��$��	�"��&���"����� �)�"�$��� ����$��'����� &���������#�����$����������������""�'����&������"��������"� ����������&�����#���� ����������}�$�&��������� �����'"�"�)�"�(���$���$��"����&��'������� ����������,%p

�"� ����"���"�  ������&�"���(������ ����*� ����(���$�����+�& ���"�����#�kg���$�&��������������� �)�"��(������$���$��l& �""�$��"��������##��������#�(� �������o�g�q��������� �, ���& ���"����)�"�$��� ����$�# ���p�"��"��#���$�&��$����'���� ���$�����,%p

������������ �, ���&������������� �, ���& ���"�����#�����}�$�&��������������� "�)�"����������$��"���
��g���������� �,$�'�& ���"����)�"�$��� ����$�# ���p�"��"��#�����,%p

����#�� �

(b) (4)

(b) (4)
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