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STN: BLA761033

Subject: Drug Substance Product Quality Amendment to OPQ 
Original BLA761033

Date: 02/05/2016

Review/Revision Date: 12/20/2015

Primary Reviewer: Ramesh Potla, Ph.D.

Secondary Reviewer: Maria Gutierrez-Lugo, Ph.D.

BACKGROUND

As per CDER 21st Century Review Guidelines, the product quality review for 
BLA761033 was completed and submitted into Panorama on December 16, 2015.
However, at that time 9 outstanding issues were yet to be resolved because information 
requests were submitted to the Sponsor late in the review cycle. This amendment 
provides an evaluation of all outstanding review issues.

The review is organized as follows:

1. In Bold font is the FDA information request.
2. In normal font is a summary of the Sponsor’s response.
3. In italic font is the reviewer’s evaluation of the Sponsor’s response.

In summary, all product quality issues associated with this BLA are resolved.

IR December 11, 2015

1. Your proposed release specifications for drug substance (DS) and drug 
product (DP) are not supported by your clinical and manufacturing 
experience. In addition, we note that there were several safety signals 
observed in the reslizumab clinical studies. The mechanisms underlying 
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these safety signals and their potential relationship with product quality 
attributes remain unclear. For this reason, revise the acceptance criteria for 
the following test methods to align with your clinical experience from pivotal 
studies:

(a) For potency, the proposed acceptance criteria for DS and DP are
% of the reference standard.  These criteria are  your 

clinical experience.  The potency of clinical lots, and from lots 
manufactured using the  commercial process and measured by 

 assay, ranged between % for DS and %  for DP.

Sponsor’s Response: Teva revised the potency acceptance criteria to 
% based on a calculated 95% confidence, 99% coverage two-sided 

tolerance interval of % from DS and DP release and stability data 
from the  assay.

Reviewer Comment: The Sponsor response is acceptable the proposed 
acceptance criteria of % provide a better control of the potency 
attribute, when compared to the originally proposed acceptance criterion of 

%. The proposed specifications are based on release and stability data 
from a limited number of DS and DP batches. The Sponsor is committed to 
revise the potency specification upon gathering additional data once sufficient 
number of reslizumab DS and DP batches are manufactured (n=30).

(b)
%   For  the proposed 

  These criteria are not reflective of clinical and at-scale 
manufacturing experience.  We note that the following ranges were 
observed for DS and DP–  all pivotal clinical lots were 
above % ;  the pivotal 
clinical lots were above %  and %  

Sponsor’s Response: Teva provided the following information:

(i) Based on the assay variability ( %) and the criticality of the attribute, 

(ii)  Teva used a two-sided confidence interval 
analysis and revised the 
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Reviewer Comment: The Sponsor response is acceptable because the 
proposed specifications are based on release and stability data from a limited 
number of DS and DP batches. The Sponsor is committed to revise the  
specification upon gathering additional data once sufficient number of 
reslizumab DS and DP batches are manufactured (n=30).

(c) For  the proposed acceptance criteria for DS and DP are:  
%.  

We note that the following ranges were observed from your clinical and 
manufacturing experience – % for DS and 

 for DP, : % for DS and  for DP, and 
: % for DS and  for DP.

Sponsor’s Response:  
 

 

Reviewer Comment: The Sponsor response was not acceptable.  

 

Therefore, the following 
additional information request was sent to Teva on December 23, 2015.

“The release and stability  specifications for reslizumab drug 
substance and drug product provides quantitative acceptance criteria for 
monitoring and controlling the following 

 
 

Revise your  specification  
 

Provide the revised  specifications along with a justification to support 
the proposed additional acceptance criteria.”

Teva provided an IR response on January 05, 2016. In their IR response, 
Teva appropriately established the following additional acceptance criteria 
for  release and stability specification:
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I consider the Sponsor’s response acceptable  
 

 and that the Sponsor is committed to revise the  
specifications upon gathering additional data once sufficient number of 
reslizumab DS and DP batches are manufactured (n=30).

(d) For  the proposed acceptance criteria for DS and DP 

levels were consistently in the range of % for both DS and DP. 

Sponsor’s Response: Teva tightened the acceptance criteria  to 
%.

Reviewer Comment: The Sponsor response is acceptable because the 
proposed specifications are based on release and stability data from a limited 
number of DS and DP batches. The Sponsor is committed to revise the 

 specification upon gathering additional data once sufficient number of 
reslizumab DS and DP batches are manufactured (n=30).

(e) For  impurity, the proposed acceptance criteria for DS 

pivotal clinical material ranged between  ng/mg 

Sponsor’s Response: Teva tightened the  acceptance 
-to-lot variability 

associated with  the limited lots  
 used in the manufacturing process.

Reviewer Comment: The Sponsor response is acceptable because the 
proposed specifications are based on release data from a limited number of 
DS batches. The Sponsor is committed to revise the  
specification upon gathering additional data once sufficient number of 
reslizumab DS batches are manufactured (n=30).

2. In your BLA, you propose to include  
 testing sites for  testing of 

reslizumab DS by the  method.  You provided a study report (ESPI-
11776) in support of the transfer of the  assay  

Your 
assay transfer evaluation was conducted with  samples  

  In addition to the difference  
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 were different.  Therefore, since 

the assay was not properly transferred, you should remove  
 testing by  method from the testing responsibilities  

Sponsor’s Response: Teva removed  as a testing site  
 by  method. The test  by 

 will continue to be conducted at  facility.

Reviewer Comment: The Sponsor response is acceptable. 

3. In a response to Information Request dated 04th December 2015, you 
provided information 

 
 

 
 

  This is not acceptable.  
 

  Set  that is supported by process 
validation studies and available data from at-scale batches demonstrating 
clearance of this impurity. 

Sponsor’s Response: Teva established 
 the total amount  that can be used in the reslizumab drug 

substance manufacturing process.

Reviewer Comment: Responding to a previous Information Request dated 
November 16, 2015; Teva provided a table with the total amounts  

 for all drug substance batches manufactured 
to date. Teva used  during manufacture of reslizumab DS 
batch 89182. DS batch 89182 is one of the original process performance 
qualification batches manufactured at the  commercial scale and was used 
in the pivotal clinical studies. Process validation data provided in the BLA 
submission for DS batch 89182 demonstrated adequate clearance  

Therefore, the 
 is acceptable.

4. We note that the container used for reslizumab DS 
is composed of  
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approval stability protocols  

Reviewer Comment: The Sponsor response is acceptable. 

7. In a response to Information Request dated 07th December 2015, you  
provided information on the stability assessment of the working reference 
standard. Your proposed stability acceptance criteria are inadequate 

Revise your working 
reference standard protocol  

Sponsor’s Response: Teva revised the working reference standard (WRS)
stability protocol to include the following information:

(i) Attributes that are used to confirm the suitability of the WRS as a control 
measure for assay system suitability include 
These attributes will be compared to the approved DS acceptance criteria.

(ii) To prevent a potential drift in WRS potency over time, the Sponsor will 
test the WRS against the primary RS  

The stability acceptance 
criterion requires  

% of the original WRS potency release value.

Reviewer Comment: The Sponsor response is acceptable because the proposed 
relative potency stability acceptance criteria of ± % is within the demonstrated 
assay variability (intermediate precision value of % from potency method 
validation report) for potency. The stability acceptance criteria of ± % would 
therefore provide a meaningful control in preventing drift in potency result of 
WRS throughout the duration of its intended use.

8. You provided data on the characterization of the levels of  
 for batch 202709ARS in your BLA submission. Provide data on the 

levels  in reslizumab throughout development, 
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Sponsor’s Response: Teva provided the updated  
 protocols on January 15, 2016. In the revised 

protocols, Teva provided the following information:

(i)

(ii) The protocol retained the original DS release acceptance criteria. See 
Tables below for the proposed acceptance and additional acceptance 
criteria  
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(iii)  
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STN: BLA 761033

Subject: Drug Product Quality Review Addendum to OPQ Original BLA 761033

Date: February 1, 2016

Primary Reviewer: Tracy Denison, PhD

Secondary Reviewer: Maria Teresa Gutierrez, PhD 

BACKGROUND

As per CDER 21st Century Review Guidelines, the product quality reviews for BLA 
761033 were completed and submitted into Panorama by December 16, 2015. However, 
at that time there were some outstanding issues that were yet to be resolved because some 
information requests were still pending a response from the sponsor.  This addendum 
provides an evaluation of all outstanding review issues that pertain to the drug product 
quality review.

This addendum is divided into sections based on the response to different information 
requests received from the sponsor after the reviews were submitted into Panorama. 
Each section is generally formatted as follows: 

a) In bold font is the FDA information request.
b) In normal font is a summary of the sponsor’s response.
c) In italic font is the reviewer’s evaluation of the sponsor’s response.

In summary, all product quality issues for the drug product section of BLA 761033 are 
resolved. For some information requests, the response was relevant to both drug 
substance and drug product review.  The reader is also referred to the addendum of the 
drug substance review by Dr. Ramesh Potla for additional review commentary.  This may 
be particularly relevant for review of changes to specifications that apply to both drug 
substance and drug product.
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Sponsor Response: On December 22, 2015 the sponsor agreed  

Reviewer’s Comment: The response is acceptable.

FDA’S QUESTION 4:
The preparation and administration instruction of your proposed labeling indicate 
that your product is “compatible with polyvinylchloride (PVC) or polyolefin 
infusions bags”. The in-use compatibility data for the polyolefin infusion bags 
included two studies (study 1a and 2a of Table 1 of section 3.2.P.2.6). These studies 
did not include evaluation of potency, sub-visible particles, 

 In addition, the studies did not evaluate reslizumab 
infusion preparations relevant to low and high body weight of the treatment 
populations and did not evaluate the product at 2-8 °C. To support the compatibility 
of your product with the polyolefin infusion bag, provide potency, sub-visible 
particles,  data. Data to support 
reslizumab infusion preparations relevant to low and high patient body weight, and 
storage temperatures described in your product labeling should also be provided. 
You may use a similar experimental design as the one conducted for study 3 of 
Table 1 of Section 3.2.P.2.6. Also submit in your report representative raw data 
from the  results from the completed study 3 and the study 
conducted to support the use of polyolefin infusion bag. Alternatively, in lieu of 
providing these study results, you may remove the use of the polyolefin bag from the 
product labeling.

Sponsor Response:
On January 13, 2016 the sponsor responded to part of this information request.  Data for
appearance, protein concentration, osmolality,  and HIAC particle 
counts were provided in the response.  The sponsor indicated the potency results were 
still being generated and would be submitted later.  On January 29, 2016, the sponsor 
provided the following updated table showing all results of the compatibility testing of 
the product when used in the polyolefin infusion bag, including the pending potency 
results.
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

36.  Nanomaterials  X  

37.  Genotoxic Impurities or Structural Alerts  X  

38.  Continuous Manufacturing   X  

39.  Use of Models for Release  X  

40.  Other ________________  X  
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

APPENDIX A 

DRUG SUBSTANCE AND DRUG PRODUCT QUALITY REVIEW: OBP 

Reviewers: Ramesh Potla (DS) and Tracy Denison (DP) 

Division of Review and Research III, OBP, OPQ 

 

 

DESCRIPTION OF DRUG SUBSTANCE AND DRUG PRODUCT 

Unless explicitly indicated, all figures and tables in this review are copied directly from the 
BLA submission or from information request responses. 

S. DRUG SUBSTANCE  

 3.2.S.1.2 Structure 

Reslizumab (CEP-38072) is a recombinant, humanized IgG4,  monoclonal antibody to the 
human interleukin-5 (anti-IL-5 MAb).  Reslizumab contains the complementary determining 
regions (CDRs) of the original rat antihuman antibody 39D10 grafted onto a human framework.  
It is composed of two light chains and two heavy chains linked by 12 intra-chain and 4 inter-
chain disulfide bonds.  

 N-
linked oligosaccharides of reslizumab are  

 derived from NS0 cell lines.  The predicted 
molecular mass is 146.8 kDa.  The schematic diagram of reslizumab is shown below: 

 

 

(b) (4)

(b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

 

3.2.P.5.2 and 3.2.P.5.3 Analytical Procedures and Validation of Analytical Procedures  
 

The sponsor uses  
 

 
 

 
six analytical methods that are uniquely performed 

on drug product and occur at its manufacturing site .  
The analytical methods tested  include osmolality, volume in container, endotoxin, 
sterility  subvisible particulate matter, and bioburden.  These six methods 
are performed following the compendia described in the following table. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

 

Analytical Method Compendial Compliance 

Osmolality Ph. Eur. 2.2.35 “Osmolality” and USP <785> 

Volume in container USP <1> 

Endotoxin Ph. Eur. 2.6.14 “Bacterial Endotoxins” and USP <85> 

Sterility  Ph. Eur. 2.6.1 “Sterility” and USP <71> 

Subvisible particulate matter Ph. Eur. 2.9.19 “Particulate Contamination: Sub-visible 
Particles” and USP <788> 

Bioburden USP <61> “Microbiological Examination of 

Non-sterile Products: Microbial Enumeration Tests.” and 
Ph. Eur. 2.6.12 “Microbiological 

Examination of Non-sterile Products: Microbial 
Enumeration Tests.” 

 

The sponsor indicated that verification of some compendial methods was performed, as shown in 
the table below.  Those methods that are performed  and were qualified based  
internal procedure with reports provided as shown.  This information was provided to FDA on 
December 2, 2015 in response to an information request. 

 

(b) (4)

(b) (4) (b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

 
3.2.P.8 Stability  
 

3.2.P.8.1 Stability Summary and Conclusion  
 

The three process validation batches were used as primary stability batches to support stability.  
These lots have been subject to stability testing under the following conditions and durations.  

 

(b) (4)





 
 

307 
 

QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

may be stable at  years.   
 

 

Reviewer Comment: Generally the stability data are supportive of the 36-month shelf life.  At 
least three lots indicated a real-time stability out to 36 or more months.  The stability data from 
lots during development are also supportive of the proposed shelf life. The product was also 
mostly stable for several months at accelerated and stressed stability testing. For these reasons a 
proposed 36-month shelf life at 2-8 °C is acceptable. An IR to the sponsor will be sent to clarify 
if the sponsor intends to use their stability protocol . 

3.2.P.8.2 Post-Approval Stability Commitment 
 

The sponsor has committed to the following Post-Approval Stability Protocol,  
  

 

Reviewer’s Comment: Overall, the stability protocol is appropriate as it incorporates the same 
testing used for release and follows general stability guidelines However, the stability protocol 
should be revised to include  testing. An IR will be sent to the sponsor to address this issue 
In addition, the sponsor was asked to clarify their commitment to provide updated stability data 
from their ongoing stability commitment as part of their annual reporting. Any further 
information regarding this commitment provided by the sponsor will be included in an 
addendum to this review. 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

Reviewer’s Comment: Even under the stressed conditions of 40 °C/75% relative humidity the 
drug product is resilient to degradation and is compliant with many of the specifications.  

 

 
  The potency was still maintained at 6 months of accelerated conditions. 

 

The results of photostability testing were reported in Section 3.2.P.2.4. Container Closure.  
 

  The stability of product under shipping conditions was provided and 
reviewed under section 3.2.P.3.5 Process Validation under the section of Shipping Qualification.  

 
 

   

 

Reviewer Comment: Overall, the stability testing data is sufficient and adequate to support the 
proposed shelf life of 36 months for drug product.  Reslizumab drug product is quite stable for 
weeks to months at stressed storage conditions  

 and the data suggest the product will be stable under normal use and handling 
as described on the label. The sponsor updated the available stability data in a response to an IR 
dated December 2, 2015 and the new data submitted then also supports the overall stability and 
proposed expiry of the product.   

 
 
3.2.A Appendices Table of Contents 
 

3.2.A.1 Facilities and Equipment  
 

Reviewer Comment: Review of information provided on the facilities and equipment is deferred 
to DMA/DIA review team. 

3.2.A.2 Adventitious Agents Safety Evaluation  
 

The overall control strategy for ensuring adventitious agent safety is comprised of the 
following elements: 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

APPENDIX B 

 

DRUG SUBSTANCE AND DRUG PRODUCT QUALITY REVIEW: DMA 

Reviewers: Bo Chi, Ph.D. (DS) and Lakshmi Rani Narasimhan, Ph.D. (DP) 

Teal Lead: Patricia Hughes, Ph.D., Acting Branch Chief 

DMA/Branch IV, OPF, OPQ 

 

Recommendation:  The drug substance part of this BLA, as amended, is recommended for 
approval from product quality microbiology perspective with the following two post-market 
commitments: 

Re-evaluate and tighten the  endotoxin acceptance criteria  
 

 samples after manufacturing 30 batches of reslizumab. 

Establish a hold time limit for the intermediate 
 

  These hold times should be validated at scale to demonstrate that 
these  can be held under proposed worst-case conditions without compromising 
the microbial quality of the product.  

The committed updates for the  bioburden and endotoxin limits in the BLA will be 
verified in the addendum of the integrated review memo. 

 

Review Summary  

Teva submitted this Biologics License Application (BLA) for reslizumab for relieve symptoms 
and improve lung function in adults and adolescents with asthma and elevated blood eosinophils 
who are inadequately controlled on inhaled corticosteroids.  The drug substance (DS) is 
manufactured   The drug product (DP) is manufactured  

  The application contains CMC information in an 
eCTD format.   

This review contains the assessments of the manufacturing process of reslizumab drug substance 
from microbiology perspective.   

Assessment 

Drug Substance (3.2.S) 

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)
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General Information (3.2.S.1) 

Reslizumab is a humanized monoclonal antibody to interleukin-5 (IL-5).  Il-5 is a key cytokine 
responsible for the differentiation, maturation, recruitment, and activation of human eosinophils.  
Reslizumab binds to IL-5 and prevents its binding to the IL-5 receptor, therefore reduces 
circulating and tissue eosinophils.  The drug substance contains mg/mL reslizumab  

  Reslizumab is produced in the murine myeloma NS0 cell 
line  

Manufacture (3.2.S.2) 

Manufacturer(s) (3.2.S.2.1) 

Drug substance manufacture and storage, drug substance  testing, drug substance and 
drug product release and stability testing 

FEI:  

Description of Manufacturing Process and Process Controls (3.2.S.2.2) and Controls of Critical 
Steps (3.2.S.2.4) 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

32 Page(s) has been Withheld in Full as B4 (CCI/TS) 
immediately following this page 
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

 

DRUG PRODUCT 

     

 

Recommendation for Approvability: The drug product section of this BLA, as amended, is 
recommended for approval from a product quality microbiology perspective with the following 
post-market commitments (PMC):  

 

Requalify the dye ingress CCI test method with reslizumab 10 mL/20 mm vial under worst case 
challenging conditions using comprised positive controls with a breach size of ≤  μm and 
submit the data by April 2016. 

The performed microbial retention study  did not consider the effect of worst 
case or manufacturing temperature on the reslizumab product and the challenge organism. 
Please requalify the microbial retention study at routine manufacturing temperature and submit 
the results by June 2016. 

 

SUMMARY:  

Teva Branded Pharmaceutical Products R&D, Inc. (Teva) has submitted a new biologics license 
application, BLA 761033 to license the use of reslizumab.  Drug substance is manufactured  

 and drug product is manufactured  
  

The application was submitted in eCTD format and included Module 1.1.2-FDA form 356h, 
Module 1.2-Cover letter, and Module 2 and Module 3. In response to IR dated October 19, 2015, 
a Letter of authorization (LOA) for  Type V DMF  to reference the information 
regarding environmental monitoring  was provided. 

INTRODUCTION 

Reslizumab drug product (DP) is manufactured  
 DP is also 

referred as CEP-38072 in the BLA application. The recommended dose of DP is 3.0 mg/kg every 
4 weeks, provided as an intravenous infusion diluted in sterile 0.9% sodium solution. 

This review covers the evaluation of the drug product aspects of the application from a product 
quality microbiology perspective.  

(b) 
(4)

(b) (4)

(b) 
(4)

(b) (4)

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

(b) (4)

(b) (4)
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QUALITY REVIEW BLA 761033 Cinqair (reslizumab) 

Reviewer’s comments: The pH release specification for reslizumab drug product is 5.5  

Container closure system 

DP solution is packaged in a Type I clear, borosilicate 10 mL glass vial, stoppered with a 
rubber serum stopper and sealed with aluminum flip-off seal.  

Satisfactory 

Labeling 

 FDA question (May 11, 2015): The proposed labeling claims that drug product diluted in 
normal saline may be stored refrigerated at 2- 8°C (36- 46°F) or at room temperature up to 
25ºC (77ºF), protected from light for up to 16 hours. Please submit microbiological studies to 
support the 16 hour storage time at 2- 8°C or at room temperature up to 25ºC. Describe the test 
methods and results that employ a minimum countable inoculum (10-100 CFU) to simulate 
potential microbial contamination that may occur during reconstitution. The test should be run 
at the label’s recommended storage conditions, be conducted for twice the recommended storage 
period, and use the label-recommended diluent. Periodic intermediate sample times are 
recommended. Challenge organisms may include strains described in USP <51> plus typical 
skin flora or species associated with hospital-borne infections. In lieu of this data, the product 
labeling should recommend that the post-reconstitution storage period is not more than 4 hours 
at 2-8°C. 

Firm’s Response in amendment dated May 22, 2015 in sequence # 0003: The microbiological 
data supporting the storage conditions of the diluted drug product will be submitted by the end of 
July 2015.  

Firm’s Response in amendment dated August 07, 2015 in sequence # 0009: Reslizumab, lot 
12358 was used for the microbial challenge study. Prior to the challenge study, a recovery 
method validation was performed using DP,  to demonstrate that the DP is not 
inhibitory to the challenge organisms. DP IV solutions  were prepared 
by diluting the DP (10 mg/mL) in 0.9% sodium chloride in 50 mL IV bags. The infusion bags 
were inoculated with ≤  CFU/mL of USP <51> challenge organisms:  S.aureus (ATCC 
6538), P. aeruginosa (ATCC 9027), E. coli (ATCC 8739), C. albicans (ATCC 10231) and A. 
brasiliensis (ATCC 16404) and common skin flora associated with hospital environments: 
Streptococcus pyogenes (ATCC 19615), Staphylococcus epidermidis (ATCC CRM-12228) and 
Proprionibacterium acnes (ATCC 6919). The bags were stored at 2-8°C and room temperature 
(20-25°C) and sampled at 0, 4, 8, 16, 24, and 32 hour time points and the growth was 
enumerated by plate count. Inoculum controls were prepared at T0 to verify the inoculum 
concentration. Acceptable criteria for support of storage conditions are ‘no growth’, which is 
interpreted as not more than ‘  log10 increase from the previous time point’.  
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Reviewer’s comments: Tables showing the challenge organisms’ log recovery and log 
increase/decrease from previous time point for the tested concentrations,  
at both storage temperatures were included in the report. The data indicated that the growth was 
less than  Log10 for all tested challenge organisms demonstrating that  
DP preparations in saline will not promote microbial growth for up to  hours when stored at 
2°-8°C or 20°-25°C. 

The submitted microbiological challenge study data support the proposed labeling claim for the 
storage of diluted drug product for up to 16 hours under refrigeration at 2-8°C or at room 
temperature up to 25ºC. 

Satisfactory 

3.2.P.2 PHARMACEUTICAL DEVELOPMENT 

Microbiological Attributes  

 
 

 
 

 

 DP is tested for sterility and bacterial endotoxins (NMT  EU/mg) at release.  

Reviewer’s comments: Release DP endotoxin specification was tightened to  EU/mg to 
provide a safety factor. 

Container Closure Integrity Test 

Microbial Ingress Method  

CCS of DP was subjected to an integrity test following container closure operational 
qualification (CCOQ). The microbial ingress CCI test was performed on the  vials. 
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vial.  Reslizumab is intended to be administered as an intravenous (IV) infusion at a dose of 3 
mg/kg every 4 weeks to reduce exacerbations, relieve symptoms and improve lung function in 
adults and adolescents (12 years of age and above) with asthma and elevated blood eosinophils 
who are inadequately controlled on inhaled corticosteroids.

ASSESSMENT

DRUG SUBSTANCE FACILITIES

3.2.S.2.1 DS Manufacturers.
The sites proposed for Reslizumab DS manufacture, cell banking operations, and testing are 
presented below in Table 1. .

Table 1: Proposed Sites for Reslizumab DS Manufacture, Cell Banking and Testing 
Operations

Name and Address of Site Activities Performed FEI Number

FEI: 

FEI: 

FEI: 

Teva Pharmaceutical Works
Private Limited Company

Site 1,  Pallagi St. 13

Debrecen, 4042, Hungary

Release and stability testing:
Inhibition Bioassay

FEI:  3002806524
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*This able is a copy of Table 4 in Module 3.2.A.3.6.

Reviewer Comment 17:  The major equipment used for reslizumab DP manufacture  
was adequately described. 

3.2.A.1.3.8.  Equipment Qualification
Equipment qualification consists of equipment validation, cleaning validation and
sterilization validation; it is performed upon new equipment introduction or changes to
existing equipment. Qualification/validation requirements are based upon the
equipment’s intended use and the potential to adversely affect product quality.

Cleaning validation is performed for all surfaces with direct product contact and some
with indirect product contact, dependent on the risk to the product. The substances/products in 
contact with the equipment are evaluated using worst-case. Sampling points are selected 
according to equipment design, accessibility and the cleaning process. Test parameters are 
defined to include  substances as well as microbial contaminations.

Sterilization processes are validated with three validation runs under worse-case conditions.  
Sterilization processes are revalidated annually.

Reviewer Comment 18:  The  equipment qualification for equipment used in the manufacture 
of reslizumab DP  was adequately described. 
 

CONCLUSION

Adequate descriptions were provided for the  
facilities proposed for Reslizumab DS and DP 

manufacture.  All proposed manufacturing and testing sites are recommended for approval from 
a facilities assessment standpoint.
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