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REVIEW ADDENDUM

Date:  April 7, 2014
To: Administrative File, STN 125496
From: Candace Gomez-Broughton, Ph.D., CDER/OC/OMPQ/DGMPA/BMAB
Endorsed:      Patricia Hughes, Ph.D., Team Leader, CDER/OC/OMPQ/DGMPA/BMAB
Subject: Amended Biologic License Application
US License: 1864
Applicant: Janssen Biotech, Inc.
Facility: Cilag AG, Hochstrasse 201 Schaffhausen, Switzerland (FEI #3002806695)
Product: Sylvant (siltuximab)
Dosage: Lyophilized powder in single-use vial; reconstituted for intravenous injection 

(100 mg/vial and 400 mg/vial)
Indication: For the treatment of patients with multicentric Castleman’s disease (MCD) who 

are human immunodeficiency virus negative and human herpes virus-8 negative
Due date: April 30, 2014

Recommendation:  The BLA was reviewed from a product quality microbiology 
perspective and is recommended for approval.

This is an addendum to the drug product quality microbiology review memo entered into 
DARRTS on 03-Feb-2014 for BLA 125496. Information requests were sent to the sponsor on 
31-Jan-2014 and 19-Feb-2014. The responses were received on 7-Feb-2014 and10-Mar-2014
and were included in Amendments 0026 and 0031 (sequences 0026 and 0031). The information 
requests and responses are discussed below. On 31-Mar-2014 the sponsor also submitted the 
endotoxin recovery study report 295.AB.ZV.432/A spiking study of drug product in the final 
container (vial) in Amendment 0041. In addition, the environmental assessment has been 
updated.

Amendment 0026
Reviewer Question 1: Regarding the hold time study endotoxin study data submitted in 
Amendment 0015, please submit the study report and protocol. Include descriptions of sample 
preparation, endotoxin concentration, type of endotoxin used, etc.

Reference ID: 3484856







Page 4 of 5

lyophilized. The sponsor has considered that lyophilization has no negative impact on 
standard endotoxin because the standard endotoxin itself is often stored as a lyophilized 
powder.

Reviewer comment: The proposed endotoxin spiking studies appear to be adequate.

Amendment 0041
The sponsor has submitted the spiking study of siltuximab final drug product completed at the 
request of the Agency. The study was done to demonstration that the  holding time used 
in the previous study (with final bulk) can also be applied to reconstituted final lyophilized 
product (FLP) in its final container (400 mg vials).

Vials were reconstituted with 8 mL of LAL-H2O which yielded a product  than 
the reconstituted product used for injection which increased probability of endotoxin masking 
and thereby providing the worst case condition.

Three batches of FLP were used in the study. The vials were spiked with 120 µl 100 EU/mL 
control standard endotoxin solution then analyzed for endotoxin after 0, 24, 48, and 72 hours. 
Endotoxin values of spiked vials at 0 hours served as the 100% values. Acceptance criteria are 
listed below.

 Endotoxin concentration at 0 hours must be with % of the detected endotoxin 
concentration in the positive control

 Endotoxin levels at 24, 24,and 78 hours must be within % of the initial endotoxin 
level

 Recovery of the positive product control of the sample dilutions must be within % 
of the known added endotoxin concentration after subtraction of endotoxin detected in 
the unspiked sample

 The correlation coefficient of the standard curve must be 

The study results are provided below:
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The results show that any potential endotoxin present in the FLP can be detected quantitatively 
in its final container after 72 hours at 2-8°C.

SATISFACTORY

ENVIRONMENTAL ASSESSMENT
Siltuximab meets the criteria of a categorical exclusion as defined in the regulations (21 CFR 
25.31 [c]). No extraordinary circumstances exist therefore; no environment assessment will be 
completed. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                           Public Health Service 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 

WO Bldg 51 
10903 New Hampshire Ave. 

Silver Spring, MD 20993 
 
Date:   17 March, 2014  
To: Administrative File, STN 125496/0 
From: Reyes Candau-Chacon, PhD. Reviewer, OC/OMPQ/DGMPA/BMAB 
Through: Patricia Hughes, Ph.D., Team Leader, OC/ OMPQ/DGMPA/BMAB 
Subject: Addendum New Biologic License Application (BLA) to address potential Low 

Endotoxin Recovery in the formulated drug substance 
US License:  1864 
Applicant: Janssen Biotech, Inc.  
Facilities: Janssen Biologics B.V., Einsteinweg 101, 2333 CB Leiden, The Netherlands (FEI 

3002806632) 
Janssen Biologics (Ireland), Barnahely, Ringaskiddy, Co. Cork, Ireland (FEI 
3007029098) 

Product: Sylvant (siltuximab) 

Dosage: Sterile lyophilized powder for reconstitution with WFI to be delivered as injectable 
intravenous infusion in 8 mL glass vials containing 100 mg of siltuximab and in 30 
mL glass vials containing 400 mg of siltuximab 

Indication: For the treatment of patients with multicentric Castleman’s disease (MCD) who are 
human immunodeficiency virus negative and human herpesvirus-8 negative 

Due date:  29 April 2014  
 
Recommendation for Approvability: The drug substance part of BLA 125496, as amended, is 
recommended for approval from a microbial control and microbiology product quality perspective 
with the following post-marketing commitment: 

“To conduct study for endotoxin recovery from formulated drug substance held in 
 at process conditions and submit summary report to the Agency per 

21CFR601.12 by July 30, 2014” 
 
Summary 
This addendum addresses potential Low Endotoxin Recovery in the formulated drug substance. FDA 
submitted an information request on November 14, 2013 to address the effect of hold times on 
endotoxin recovery from undiluted drug substance and drug product. Janssen Biotech submitted a 
response in amendment 0015 indicating that it would conduct a hold time study to be completed in 
March 2014. This review only covers the effects of hold times on endotoxin recovery from undiluted 
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drug substance; for the effects on endotoxin recovery on undiluted drug product refer to review by 
Dr. Candace Gomez-Broughton. 
 

Amendments Reviewed for this addendum  

 

 

 

 

 

FDA Information Request 9-b sent on November 14, 2013 
Recent studies suggest that the LAL endotoxin assay may underestimate the amount of 
endotoxin in formulations containing polysorbate (J. Chen, “Low Endotoxin Recovery in 
Common Biologics Products.” 2013 PDA Annual Meeting, Orlando, FL, April 2013; K. 
Williams, “Endotoxin test concerns of Biologics.”  American Pharmaceutical Review 
(2013)). The effect of hold time on endotoxin recovery should be assessed by spiking a known 
amount of endotoxin into undiluted drug substance and drug product and then testing for 
recoverable endotoxin over time.  The studies should be conducted using containers of 
similar composition as those used for drug substance and drug product during hold. 

Janssen response submitted in amendment 0015 
Janssen plans to conduct an endotoxin hold time study to be completed March 2014; the 
report will be submitted to the FDA prior to the end of the review cycle. 

FDA Information Request sent on January 31, 2014 
Submit the protocol for the endotoxin hold time study for formulated bulk planned for 
2014. Ensure that study is completed with undiluted samples. Also, clarify if the study 
will be conducted with formulated bulk drug substance. 

Janssen response submitted in amendment 0026 
Janssen acknowledges the requirement for the study to be completed with undiluted 
drug substance samples and agree to conduct that study. In addition, study protocol 
DS-TEC-44347 “Endotoxin hold time verification study for CNTO328 samples” is 
included in the amendment. The study is intended to demonstrate that  hour hold 
time has no impact on endotoxin recovery for CNTO328 in-process and formulated 
bulk. The study will be conducted by adding from R. pickettii (in-house isolate), P. 
aeruginosa, or equivalent to the samples and incubating the samples at 30 to 35°C for 
24 to 48 hours. After incubation, the samples will be tested for the presence of 
endotoxin (T = 0) and will be stored at 2 to 8°C for  hours and tested for endotoxin 
(T =  The acceptance criteria is be endotoxin recovery at T =  between and 

% of endotoxin recovery at T = 0.  

Information 
Request date 

Question 
numbers 

Amendment 
sequence 

Amendment 
date 

14-Nov-2013 9-d 0015 05-Dec-2013 

31-Jan-2014 9-d 0026 07-Feb-2014 

18-Feb-2014 9-d 0031 10-Mar-2014 

27-Feb-2014 9-d 0032 14-Mar-2014 
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Reviewer comment 
Janssen Biologics (Cork) has already submitted 
endotoxin recovery results of formulated drug 
substance held in production conditions using one 
batch of formulated DS and will repeat the study with 
three additional batches. The provisional results show 
no impact of formulated DS in endotoxin recovery. 

Satisfactory 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                           Public Health Service 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 

WO Bldg 51 
10903 New Hampshire Ave. 

Silver Spring, MD 20993 
 
Date:   7 February, 2014  
To: Administrative File, STN 125496/0 
From: Reyes Candau-Chacon, PhD. Reviewer, OC/OMPQ/DGMPA/BMAB 
Through: Patricia Hughes, Ph.D., Team Leader, OC/ OMPQ/DGMPA/BMAB 
Subject: New Biologic License Application (BLA) 
US License:  1864 
Applicant: Janssen Biotech, Inc.  
Facilities: Janssen Biologics B.V., Einsteinweg 101, 2333 CB Leiden, The Netherlands (FEI 

3002806632) 
Janssen Biologics (Ireland), Barnahely, Ringaskiddy, Co. Cork, Ireland (FEI 
3007029098) 

Product: Sylvant (siltuximab) 

Dosage: Sterile lyophilized powder for reconstitution with WFI to be delivered as injectable 
intravenous infusion in 8 mL glass vials containing 100 mg of siltuximab and in 30 
mL glass vials containing 400 mg of siltuximab 

Indication: For the treatment of patients with multicentric Castleman’s disease (MCD) who are 
human immunodeficiency virus negative and human herpesvirus-8 negative 

Due date:  29 April 2014  
 
Recommendation for Approvability: The drug substance part of this application is recommended 
for approval from a microbial control and microbiology product quality perspective. 
 
 
Review Summary 
Janssen Biotech Inc. has submitted BLA 125496 to license siltuximab drug substance and drug 
product.  Siltuximab is a chimeric (human-murine) immunoglobulin G1κ (IgG1κ) that binds and 
neutralizes the biological activity of human Interleukin-6 (IL-6) for the treatment of multicentric 
Castleman’s disease. 

BLA 125496 was submitted in eCTD on August 29, 2013. This review contains the assessment of 
the manufacturing process of siltuximab bulk drug substance from microbiological perspective. For 
review of drug product aspects of the application, please see review by Dr. Candace Gomez-
Broughton. 
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DRUG PRODUCT QUALITY MICROBIOLOGY ASSESSMENT
Amendments Reviewed For Drug Product Quality Microbiology

 Amendment 0015 – response to information request sent 14-Nov-2013
 Amendment 0019 – response to information request sent 6-Dec-2013

Reviewer Question: Information and validation of  
processes of product contact parts and equipment is included in the appendix section. Amend the 
BLA to include that information in Section 3.2.P.3.5.

Sponsor Response in Amendment 0019: The sponsor agreed to amend BLA 125496 to include 
in Module 3 the validation (performance qualification) of  

 processes, originally submitted in the Appendix section. The following dossier 
sections are relocated to Module 3.2.P.3.5:








The following dossier section is revised to align with this dossier re-location:
 3.2.A.1 Facilities and Equipment - Equipment 

P DRUG PRODUCT
P.1 Description and Composition of the Drug Product
Siltuximab is supplied as a sterile, single-use lyophilized dosage for intravenous infusion. The DP 
is provided in two presentations; 100mg/vial (8 mL vial) and 400 mg/vial (30 mL vial). Both 
presentations are supplied in Type 1 glass vials with elastomeric closure and aluminum seal with 
flip-button. The 100- and 400-mg/vial presentations are reconstituted with 5.2 and 20.0 mL of 
sterile water-for-injection (WFI) respectively. The quantitative composition of the final 
lyophilized product (FLP) for both presentations is provided in the table below.

Component

Concentration 
Post-

Reconstitution 
(mg/mL)

100 mg/vial 400 mg/vial

Amount 
per vial 

(mg)

Nominal 
Amount 
per vial 

(mg)

Amount 
per vial 

(mg)

Nominal 
Amount 
per vial 

(mg)

Siluximab 20 100 400

Sucrose 169 677

L-histidine 3.7 14.9

Polysorbate 80 0.8 3.2

SATISFACTORY
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PRODUCT QUALITY (Biotechnology)
FILING REVIEW FOR ORIGINAL BLA (OBP & BMAB/OC)

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8

Reyes Candau-Chacon October 17, 2013

Product Quality Microbiology Reviewer (Drug Substance) Date

Candace Gomez-Broughton October 17, 2013

Product Quality Microbiology Reviewer (Drug product) Date

Patricia Hughes, PhD October 17, 2013

Team Leader Date
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