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APPLICATION NUMBER: 
 

125496Orig1s000 
 

OTHER REVIEW(S) 



Therapeutic Biological Establishment Evaluation 
Request (TB-EER) Form 

Instructions: 
The review team should email this form to the email account “CDER-TB-EER” to submit: 

1) an initial TB-EER within 10 business days of the application filing date 
2) a final TB-EER 15-30 days prior to the action date 

Note: All manufacturing1 locations named in the pending submission, whether contract facilities 
or facilities owned by the applicant, should be listed on this form. For bundled supplements, one 
TB-EER to include all STNs should be submitted. 

APPLICATION INFORMATION 

PDUFA Action Date: Action anticipated April 7-12 
PDUFA = April 30, 2014

Applicant Name: Janssen Biotech, Inc.
U.S. License #: 1864
STN(s): 125496/0
Product(s): Siltuximab (Sylvant)

Short summary of application: BLA for the treatment of patients with multicentric Castleman’s 
disease (MCD) who are human immunodeficiency virus negative and human herpesvirus-8 
negative

FACILITY INFORMATION (DRUG SUBSTANCE)

Manufacturing Location: Leiden, The Netherlands
Firm Name: Janssen Biologics B.V.
Address: Einsteinweg 101

Leiden, The Netherlands CB-2333
FEI: 3002806632
Short summary of manufacturing activities performed: Drug Substance Manufacturing 

 analytical testing of process intermediates and bulk drug substance; Testing of Final 
Lyophilized Product

                                                
1 The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, 
preparation, propagation, compounding, or processing of a drug or drugs as used in section 510 of the act 
[21 U.S.C. § 360] and is the making by chemical, physical, biological, or other procedures of any articles 
that meet the definition of drugs in section 201(g) of the act. The term includes manipulation, sampling, 
testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to 
further the distribution of the drug from the original place of manufacture to the person who makes final 
delivery or sale to the ultimate consumer.” 
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OVERALL RECOMMENDATIONS:

There are no pending or ongoing compliance actions that prevent approval of this original 
BLA.
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

BLA #
Product Name:

125496/0
SYLVANT (siltuximab)

PMR Description: Complete the trial and submit the final study report of 
CNTO328MCD2002 “An Open-label, Multicenter Study to Evaluate 
the Safety of Long-term Treatment with Siltuximab in Subjects with 
Multicentric Castleman’s Disease.”   

PMR Schedule Milestones: Final Protocol Submission: completed
Trial Completion: 03/31/2017 
Final Report Submission: 08/31/2017

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement. Check type below and describe.

Unmet need
Life-threatening condition 
Long-term data needed

Only feasible to conduct post-approval
Prior clinical experience indicates safety
Small subpopulation affected
Theoretical concern
Other

This is an ongoing study collecting long term safety information on patients with Multicentric Castleman’s 
Disease benefiting from continued therapy with siltuximab enrolled in the clinical trial for licensure.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”

The goal of the study is to evaluate the safety associated with long term chronic therapy with siltuximab.
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

Accelerated Approval (subpart H/E)
Animal Efficacy Rule
Pediatric Research Equity Act
FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk

Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments?
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here.

Collect long term safety information on patients with multicentric Castleman’s disease receiving 
chronic therapy with siltuximab.

Required

Observational pharmacoepidemiologic study 
Registry studies
Primary safety study or clinical trial
Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
Thorough Q-T clinical trial
Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
Pharmacokinetic studies or clinical trials
Drug interaction or bioavailability studies or clinical trials
Dosing trials
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Continuation of Question 4

Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)
The BLA include an interim report of this study. The PMC is to submit a final study report for 
the trial. 

Meta-analysis or pooled analysis of previous studies/clinical trials
Immunogenicity as a marker of safety
Other (provide explanation)

Agreed upon:

Quality study without a safety endpoint (e.g., manufacturing, stability)
Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events)
Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E
Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

5. Is the PMR/PMC clear, feasible, and appropriate?

Does the study/clinical trial meet criteria for PMRs or PMCs?
Are the objectives clear from the description of the PMR/PMC?
Has the applicant adequately justified the choice of schedule milestone dates?
Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

__R Kane__________________
(Signature line for BLAs)
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FINAL LABEL AND LABELING REVIEW

Date:      March 17, 2014

Reviewer: Bazarragchaa Damdinsuren, M.D., Ph.D.
Division of Monoclonal Antibodies

Through: Chana Fuchs, Ph.D., Team Leader
Division of Monoclonal Antibodies

Application: BLA 125496/0

Product: Sylvant (siltuximab)

Applicant: Janssen Biotech, Inc.

Submission Date(s): August 29, 2013
                
                                    

Executive Summary

The carton and container labels for SYLVANT (siltuximab) 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 200.100 
and United States Pharmacopeia, 36.  Labeling deficiencies initially identified were 
communicated to the sponsor on 2/21/2014 and are listed in the end of the review.  The 
sponsor revised the labels according to the recommendations discussed below and 
provided the revised carton and container labels to the BLA on 3/7/2014. The draft carton 
and container labels submitted on 3/7/ 2014 are acceptable.

Background and Summary Description

STN 125496/0 for siltuximab is an original Biologic License Application (BLA) 
indicated for the treatment of patients with multicentric Castleman’s disease (MCD) who
are HIV and HHV-8 negative, as a single-agent.  The product is supplied as a 100 mg/vial
and 400 mg/vial lyophilized in a single-use vial. 

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

Division of Monoclonal Antibodies
Office of Biotechnology Products
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

BLA #
Product Name:

125496/0
SYLVANT (siltuximab)

PMR Description: Complete the trial and submit the final study report of 
CNTO328MCD2002 “An Open-label, Multicenter Study to Evaluate 
the Safety of Long-term Treatment with Siltuximab in Subjects with 
Multicentric Castleman’s Disease.”   

PMR Schedule Milestones: Final Protocol Submission: completed
Trial Completion: 03/31/2017 
Final Report Submission: 08/31/2017

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement. Check type below and describe.

Unmet need
Life-threatening condition 
Long-term data needed

Only feasible to conduct post-approval
Prior clinical experience indicates safety
Small subpopulation affected
Theoretical concern
Other

This is an ongoing study collecting long term safety information on patients with Multicentric Castleman’s 
Disease benefiting from continued therapy with siltuximab enrolled in the clinical trial for licensure.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”

The goal of the study is to evaluate the safety associated with long term chronic therapy with siltuximab.

Reference ID: 3479358
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

Accelerated Approval (subpart H/E)
Animal Efficacy Rule
Pediatric Research Equity Act
FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk

Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments?
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here.

Collect long term safety information on patients with multicentric Castleman’s disease receiving 
chronic therapy with siltuximab.

Required

Observational pharmacoepidemiologic study 
Registry studies
Primary safety study or clinical trial
Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
Thorough Q-T clinical trial
Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
Pharmacokinetic studies or clinical trials
Drug interaction or bioavailability studies or clinical trials
Dosing trials
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Continuation of Question 4

Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)
The BLA include an interim report of this study. The PMC is to submit a final study report for 
the trial. 

Meta-analysis or pooled analysis of previous studies/clinical trials
Immunogenicity as a marker of safety
Other (provide explanation)

Agreed upon:

Quality study without a safety endpoint (e.g., manufacturing, stability)
Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events)
Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E
Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

5. Is the PMR/PMC clear, feasible, and appropriate?

Does the study/clinical trial meet criteria for PMRs or PMCs?
Are the objectives clear from the description of the PMR/PMC?
Has the applicant adequately justified the choice of schedule milestone dates?
Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

__R Kane__________________
(Signature line for BLAs)
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Product Quality (CMC) PMR/PMC Development Template
TO BE USED FOR PMCS NOT REPORTABLE UNDER 506(B)

This template should be completed by the review chemist (ONDQA) or review biologist (OBP) and included for 
each type of CMC PMR/PMC in the Action Package. See #4 below for list of CMC PMR/PMC types

PMC #1 Description: 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

PMC Schedule Milestones: Final protocol Submission Date: MM/YYYY
Study Completion Date: MM/YYYY
Final Report Submission Date: 07/2014
Other: MM/YYYY

PMC #2 Description:

PMC Schedule Milestones: Final protocol Submission Date: MM/YYYY
Study Completion Date: MM/YYYY
Final Report Submission Date: MM/YYYY
Other: MM/YYYY

 ADD MORE AS NEEDED USING THE SAME TABULAR FORMAT FOR EACH PMC.
 INCLUDE DESCRIPTIONS AND MILESTONES IN THE TABLE ABOVE FOR ALL 

CMC/OBP NON-REPORTABLE PMCS FOR WHICH THE FOLLOWING ANSWERS WILL BE 
IDENTICAL.  USE A SEPARATE TEMPLATE FOR EACH PMR/PMC FOR WHICH THE 
ANSWERS TO THE FOLLOWING QUESTIONS DIFFER.

 DO NOT USE THIS FORM IF ANY STUDIES WILL BE REQUIRED UNDER FDAAA OR 
WILL BE PUBLICLY REPORTABLE

1. During application review, explain why this issue is appropriate for a PMC instead of a pre-approval 
requirement. Check the reason below and describe.

Need for drug (Unmet need/ Life-threatening condition)
Long-term data needed (e.g., stability data)
Only feasible to conduct post-approval
Improvements to methods
Theoretical concern
Manufacturing process analysis
Other

Reference ID: 3476383
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Previous study conducted using one batch of formulated drug substance suggests no impact on 
endotoxin recovery after holding the formulated bulk in routine production conditions. The
applicant plans to confirm those results with additional batches of formulated drug substance.
Since the provisional results suggest no impact of formulated drug substance on endotoxin recovery, 
the risk for false endotoxin negatives in the finished product is deemed low. 

2. Describe the particular review issue and the goal of the study. 

3. [OMIT—for PMRs only]

4. What type of study is agreed upon (describe and check the type below)?

Select only one.  Fill out a new sheet for each type of PMR/PMC study.  

Dissolution testing 
Assay
Sterility
Potency
Product delivery
Drug substance characterization
Intermediates characterization
Impurity characterization
Reformulation
Manufacturing process issues
Other

Describe the Agreed upon study:

5. To be completed by ONDQA/OBP Manager: 

        Does the study meet criteria for PMCs?
Are the objectives clear from the description of the PMC?
Has the applicant adequately justified the choice of schedule milestone dates?
Has the applicant had sufficient time to review the PMCs, ask questions, determine feasibility, and 
contribute to the development process?

The study will confirm preliminary data suggesting no impact of formulated drug substance in 
endotoxin recovery.

To assess endotoxin recovery in formulated drug substance held under production conditions
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PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the safety, 

efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.
_______________________________________
(signature line for BLAs only)
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 
March 12, 2014  

 
To: 

 
Ann Farrell, MD  
Director 
Division of Hematology Products (DHP) 
Robert Kane, MD 
Deputy Director for Safety 
Division of Hematology Products (DHP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
Barbara Fuller, RN, MSN, CWOCN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: Karen Dowdy, RN, BSN   

Patient Labeling Reviewer  
Division of Medical Policy Programs (DMPP) 
Nisha Patel, PharmD  
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI) 
 

Drug Name (established 
name):   

SYLVANT (siltuximab) 
 
 

Dosage Form and Route: for Injection, for Intravenous infusion 
 

Application 
Type/Number:  

BLA 125496 

  

Applicant: Janssen Biotech, Inc. c/o Janssen Research & Development, 
LLC 

Reference ID: 3469893



   

 

1 INTRODUCTION 
On August 30, 2013, Janssen Research and Development, LLC, on behalf of Janssen 
Biotech, Inc. submitted for the Agency’s review an original Biologics License 
Application (BLA) 125496 for SYLVANT (siltuximab) for Injection with the 
proposed indication for the treatment of patients with multicentric Castleman’s 
disease (MCD) who are human immunodeficiency virus negative and human 
herpesvirus-8 negative. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to the 
requests by the Division of Hematology Products (DHP) on September, 23, 2013 for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
for SYLVANT (siltuximab) for Injection. 

 
 
2 MATERIAL REVIEWED 

• Draft SYLVANT (siltuximab) for Injection PPI received on August 30, 2013 and 
received by DMPP and OPDP on March 3, 2014.  

• Draft SYLVANT (siltuximab) for Injection Prescribing Information (PI) received 
on August 30, 2013, revised by the Review Division throughout the review cycle, 
and received by DMPP and OPDP on March 3, 2014. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the PPI the target 
reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Verdana font, size 10. 

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

Reference ID: 3469893



   

• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  

Reference ID: 3469893
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
        PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH
   ____________________________________________________________________________________________

CLINICAL INSPECTION SUMMARY

DATE: March 7, 2014  

TO: Patricia Garvey, Regulatory Project Manager 
Pat Dinndorf, M.D., Medical Officer
Albert Deisseroth, M.D., Ph.D. Cross Discipline Team Leader
Division of Hematology Products (DHP)

FROM:  Anthony Orencia, M.D., F.A.C.P.
Medical Officer, GCP Assessment Branch
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

THROUGH:  Janice Pohlman, M.D., M.P.H.
Team Leader, GCP Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

Kassa Ayalew, M.D., M.P.H.
Acting Branch Chief, GCP Assessment Branch
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations

SUBJECT:  Evaluation of Clinical Inspections
BLA#: 125496
APPLICANT: Janssen Biotech
DRUG: siltuximab
NME: Yes

THERAPEUTIC CLASSIFICATION/REVIEW: Priority

INDICATION:  Treatment of multicentric Castleman’s Disease

CONSULTATION REQUEST DATE: September 24, 2013
INSPECTION SUMMARY GOAL DATE (original):  February 28, 2014
INSPECTION SUMMARY (DHP-extended) DATE: March 7, 2014
DIVISION ACTION GOAL DATE: April 29, 2014
PDUFA DATE: April 29, 2014
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Page 2  BLA125496 siltuximab
Clinical Inspection Summary

I. BACKGROUND: 
Multicentric Castleman’s disease (MCD) is a rare lymphoproliferative disease in patients 
with or without HIV. MCD is characterized by variable clinical features with systemic 
manifestations, particularly in patients with the plasma cell or mixed-type variants of the 
disease.  Lymph node, liver and spleen enlargements, anemia, hypoalbuminemia, and 
hypocholesterolemia are frequent. Manifestations of the POEMS syndrome (that is, 
polyneuropathy, organomegaly, endocrinopathy, monoclonal gammopathy, and skin 
changes) may also be seen.  

Multicentric Castleman’s disease is thought to be due to a dysregulated production of IL-
6.  Siltuximab (CNTO 328) is a potent inhibitor of human IL-6.  Tocilizumab (Actemra), 
a humanized anti-IL-6 receptor monoclonal antibody (mAb), is approved in Japan for its 
demonstrated benefit in improving symptoms and laboratory findings in Castleman’s 
disease. 

A single domestic clinical site participating in Study CNTO328MCD2001 was selected 
for inspection because the site had enrollment of a large number of study subjects and 
treatment responders. This clinical study site inspection was cancelled. The same study 
protocol, study subjects conducted by the same principal investigators was previously 
inspected by CDER OSI Good Clinical Practice Enforcement Branch (GCPEB). The
sponsor was audited at its headquarters in New Jersey. 

Protocol CNTO328MCD2001:

The study was a Phase 2 randomized, double-blind, placebo-controlled, multicenter study 
performed to determine the safety and efficacy of siltuximab with Best Supportive Care 
(BSC) compared with BSC, in subjects with symptomatic MCD.  The primary objective 
of this study was to demonstrate siltuximab in combination with BSC was superior to 
BSC in terms of durable tumor and symptomatic response among subjects with MCD.  
Subjects received siltuximab (11 mg/kg) or placebo by a 1-hour IV infusion every three 
weeks. Dose modification (increase or decrease) was not permitted. Subjects were 
randomly assigned to two treatment groups: (1) Treatment Group A: Placebo + BSC and 
(2) Treatment Group B: drug product + BSC.  The primary efficacy endpoint was 
complete or partial durable tumor and symptomatic response, based on independent 
review.
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II. RESULTS:

Name of CI 
City, State

Protocol/Study 
Site/Number of 
Subjects Enrolled 
(n)

Inspection Date Classification*

Janssen Biotech 
(U.S. Agent: Janssen Research & 
Development, LLC)
Titusville, New Jersey

CNTO328MCD2001
Sponsor

December 3 to 12, 
2013 

Preliminary NAI 
(No Action 
Indicated)

Saad Usmani, M.D. and Frits van 
Rhee, M.D. (For Cause 
Inspection)
Little Rock, AR

CNTO328MCD2001/ 
Site #0102

September 17 to 28, 
2012

NAI

*Key to Classifications
NAI = No deviation from regulations. Data acceptable.
VAI-No Response Requested = Deviations(s) from regulations. Data acceptable.
OAI = Significant deviations from regulations.  Data unreliable/Critical findings may affect data integrity.
Preliminary= The Establishment Inspection Report (EIR) has not been received, findings are based on 
preliminary communication with the field at the Office of Regulatory Affairs (ORA), or final review of the 
EIR is pending.  Once a final letter is issued by CDER to the inspected entity and the case file is closed, the 
preliminary designation is converted to a final regulatory classification.

SPONSOR SITE AUDIT
1. Janssen Biotech/ Protocol CNTO328MCD2001

Titusville, NJ

a.  What was inspected:
The inspection was conducted in accordance with Compliance Program 7348.810, from 
December 3 to 12, 2013. 

The inspection evaluated the following: documents related to study monitoring visits and 
correspondence, Institutional Review Board (IRB) approvals, completed Form FDA 
1572s, monitoring reports, financial disclosures, drug accountability, and training of staff 
and site monitors. 

b.    General observations/commentary:
The sponsor maintained adequate oversight of the clinical trial.  There were no 
noncompliant sites, and monitoring of the investigator sites was considered adequate. No 
salient issues were identified. There was no evidence of under-reporting of adverse 
events. 

No discrepancies were noted. This clinical site appeared to be in compliance with Good 
Clinical Practices. No Form FDA 483 was issued at the end of the sponsor inspection.

c.   Assessment of data integrity:
The study appears to have been conducted adequately. Data submitted by this sponsor 
appear acceptable in support of the respective indication.
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PREVIOUS CLINICAL STUDY SITE INVESTIGATOR FOR CAUSE INSPECTION:
1.Saad Usmani, M.D. and Frits van Rhee, M.D. (Co-PIs), /Protocol CNTO328MCD2001/
Site #0102
Little Rock, AR

a.  What was inspected:
The inspection was conducted from September 17 to 28, 2012 in response to a 
complaint (Complaint #3769).  On February 10, 2012, the Office of Scientific 
Investigations received a report from the University of Arkansas for Medical 
Sciences Institutional Review Board (IRB) sent a report stating that Janssen 
Research and Development suspended enrollment of new subjects in the study
due to serious non-compliance at the principal investigator’s (Dr. Usmani) site.  
Specifically, the IRB reported the following about Site #0102:

(1) performance of laboratory tests that potentially unblinded subjects’ 
treatment allocation

(2) failure to perform required laboratory tests and study procedures
(3) delayed reporting of these unblinding issues and protocol deviations
(4) delayed reporting of adverse events and serious adverse events, and
(5) incomplete and inconsistent documentation of study records.

There were eight subjects screened, and five subjects were enrolled. One of the 
enrolled subjects failed treatment and was terminated early from the study.  There 
were a total of eight SAEs, including two deaths. An audit of four subjects’
records was conducted.

The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed consent documents and sponsor-generated 
correspondence were also inspected. 

b.   General observations/commentary:
In general, this clinical site appeared to be in compliance with Good Clinical Practices.  
However, a Form FDA 483 (List of Inspectional Observations) was issued at the end of 
the inspection for not conducting the investigation according to plan.  

Specifically, laboratory tests that could potentially unblind the subject’s treatment were 
performed.
a. For subject #0102-207, the following locally prohibited tests were performed:

(1) ESR test was performed at study visit Cycle 1/Day 1 (12/1/2010) and Cycle 
1/Day 8 (12/10/2010)

(2) IL-6 tests were performed at study visit Cycle 1/Day 8 (12/10/2010), Cycle 
1/Day 15 (12/17/2010) and Cycle 2/Day 1 (12/22/2010)

(3) IgG, IgA and IgM quantitative assays were assessed at study visit Cycle 2/Day 
1 (12/22/2010) and Cycle 3/Day 1 (1/14/2011), and 

(4) CRP levels were assessed at study visit Cycle 1/Day 8 (12/10/2010), Cycle 
4/Day 1 (2/4/2011), Cycle 18/Day 1 (12/5/2011) and Cycle 19/Day 
1(12/27/2011).
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b. For subject #0102-003, a locally prohibited test, CRP, was performed at Cycle 31/Day 
1  when the patient was admitted to the ER for a serious adverse event.  
Additionally, CRP was performed during various cycle dates in April, November, and 
December 2010. Additionally, other locally prohibited tests including ESR at Cycle 
11/Day 1 (11/1/2010), IL-6 at Cycle 2 (4/28/2010), and Cycle 4 (6/7/2010) were 
performed.

The Myeloma Institute for Research and Therapy (MIRT) at the University of Arkansas 
for Medical Sciences staff consisting of Saad Usmani, M.D. (Director of Developmental 
Therapeutics) and Frits van Rhee, M.D. (Director of Developmental and Translational 
Medicine), and Nathan M. Petty (Director of Clinical Trials and Regulatory Affairs) 
responded adequately to the FDA Form 483 in a signed letter on October 15, 2012.

Although the FDA ORA field investigator issued a Form FDA 483 to Dr. Usmani and 
preliminarily classified the inspection as Voluntary Action Indicated (VAI), the final 
CDER classification of the inspection was No Action Indicated (NAI) since Dr. Usmani 
was not responsible for the study at the time the regulatory violations occurred.  Dr. van 
Rhee was actively involved during the time the regulatory deficiencies occurred; however 
the IRB complaint was related specifically to Dr. Usmani.  

Medical Officer’s comment:
The Division of Hematology Products (DHP) notes that although the above are 
regulatory deficiencies, their impact on study outcome is a clinical review issue. During 
initial conversations with DHP, the Medical Team acknowledged that the study’s 
blinding procedures may not be guaranteed in the course of standard medical care. DHP 
would take these observations under consideration in its assessment of the BLA, however
given the study protocol’s stringent criteria, the data for Patient #0102-027 and Patient 
#0102-003 could be used despite the above observations.

c.   Assessment of data integrity:
Despite the above regulatory deficiencies, data submitted by this clinical site and as 
discussed with DHP, appear acceptable in support of this specific indication.  

III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS

A sponsor audit was conducted for this BLA covering Protocol CNTO0328MCD2001.
The CDER OSI preliminary classification for this inspection is NAI. Based on the results 
of the clinical inspection, data submitted by this sponsor appear acceptable in support of 
the respective indication.

A previous OSI for cause inspection of Dr. Usmani’s site (Site 0102) had been conducted 
for Protocol CNTO0328MCD2001. While a Form FDA 483 had been issued for 
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regulatory violations, specifically for conducting laboratory studies with potential for 
unblinding the study, the final classification of the inspection was NAI as described 
above. The regulatory violations observed have been discussed with the review division, 
DHP, who will make the final determination of impact of these violations on study 
assessments and outcome.

{See appended electronic signature page}

Anthony Orencia, M.D.
Medical Officer
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Janice Pohlman, M.D., M.P.H.
Team Leader
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H.
Acting Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations
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1.3 Endpoint Positioning 
 
The MCD-SS total score was used to support a secondary endpoint of median time to 
improvement.  All endpoints are provided below: 
 
Primary Endpoint:  “durable tumor and symptomatic response rate, based on independent review, 
defined as complete response (CR): complete disappearance of all measurable and evaluable 
disease (eg, pleural effusion) and resolution of baseline symptoms attributed to MCD, sustained 
for at least 18 weeks + partial response (PR): a ≥50% decrease in sum of the product of the 
diameters (SPD) of index lesion(s), with at least SD in all other evaluable disease in the absence 
of treatment failure, sustained for at least 18 weeks.” 
 
Secondary Endpoints (listed only if in prespecified hierarchy): 

1. tumor response rate;  
2. time to treatment failure;  
3. proportion of subjects with an increase in hemoglobin at Week 13 of 15 g/L or more;  
4. Time to =>1pt improvement (from baseline) on the MCD Symptom Scale (MCD-SS). 
5. Time to =>3pts improvement (from baseline) on the Functional Assessment of Chronic 

Illness Therapy-Fatigue (FACIT-F);  
6. proportion of subjects who discontinued corticosteroids;   

 
Other endpoints (not prespecified in the hierarchy): 

 duration of tumor and symptomatic response;  
 duration of tumor response;  
 treatment failure rate;  
 maximum change from baseline in hemoglobin in the absence of transfusion 
 proportion of subjects with an increase in hemoglobin at Week 13 of 20 g/L or more;  
 improvement in MCD-related symptom improvement [based on the clinician’s reported 

outcome assessment];  
 overall survival  
 other patient-reported outcome (PRO) endpoints included: 

o Time to =>5pts improvement (from baseline) on the Medical Outcome Study 
Short-Form-36 (SF-36) Physical Component Summary (PCS)  

o Time to =>5pts improvement (from baseline) on the Mental Component Score 
(MCS); 

 

1.4 Labeling or promotional claim(s) based on the COA 
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3 CLINICAL OUTCOME ASSESSMENT (COA) MEASURE(S) 
 

 Multicentric Castleman’s Disease – Symptom Scale (MCD-SS) Instrument (see 
Appendix 1) 

o 15 item scale including common and important MCD symptoms 
 Cough 
 Shortness of breath 
 Loss of appetite 
 Fatigue (4 items:  tiredness; fatigue; lack of Energy; feeling week)) 
 Rash/Itching (2 items:  sores or rash on skin; itching) 
 Numbness or tingling 
 Pain 
 Swollen lymph nodes 
 Swelling or edema 
 Sweats (2 items:  night sweats; excessive daytime sweating) 

o Response options: did not experience, very mild, mild, moderate, severe, very 
severe 

o 24 hour recall 
 This was a newly developed instrument, so no prior versions exist.  However, as the 

instrument was developed, drafts were updated based on new findings.  For example, the 
version of the instrument used for psychometric testing is slightly different than the final 
version, as a fever item was removed after testing. 

 No user manual was submitted for review. 
 The MCD-SS was completed by patients during clinic visits using the following 

assessment schedule:  Day 1 of each cycle, on Day 8 and Day 15 of Cycle 1, and at the 
End of Treatment Visit.  Each Cycle was based on the administration of siltuximab or 
placebo, and was 3 weeks in duration. 

 
 

 Available scores include:  a total score (0-10), fatigue domain score (0-10), rash/itching 
domain score (0-10), and a sweats domain score (0-10).  Lower scores represent less 
symptom severity. 

 Training method/materials (patient, investigator and other study site personnel) have not 
been provided. 
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Reviewer’s comments:  It is not clear whether the removal of the fever item following 
psychometric testing has a significant impact on the overall instrument.  While this is unlikely a 
critical flaw, it may be useful to repeat psychometric testing when the final instrument is used 
again within a clinical trial to provide further evidence of measurement properties of the final 
instrument. 

4 CONTENT VALIDITY 
 
Concept elicitation interviews were performed among 12 patients with MCD from 2 centers in 
the US during a 1 hour telephone interview.  Open ended questions were used to elicit 
information about disease experiences, including symptom experiences and impacts of 
symptoms on their patient’s daily lives.  Transcripts were coded for themes using Atlas.ti.  
Findings indicate that symptom experiences are variable from patient to patient, from day to day 
and in some cases within a day.  Transcripts were not provided, however, patient quotes were 
organized by concept theme for review.   
 
Cognitive debriefing interviews were performed to evaluate the MCD-SS.  Ten participants from 
one site were interviewed.  The first part of the interview included open ended concept elicitation 
interviews to confirm the findings from the first round of CE interviews.  Then the patients were 
asked to complete the MCD-SS and were asked questions about the instructions, items, and 
response options.  An item tracking matrix was included for review, and shows the evolution of 
items as they were reviewed with patients, discussed with experts (clinical and translation 
experts).  No changes to the items were made as a result of the patient interviews, and patients 
seemed to generally understand the items as intended. 
 
Literature review, patient interviews and expert input was used in the development of the 
instrument.  Qualitative study protocols and interview guides for individual patient telephone 
interviews were provided and appear adequate.  The chronology of events for item generation, 
modification and finalization appear appropriate.  The qualitative study summary was reviewed 
and justification for recall period (24-hours) and evidence of saturation appear adequate.   
 
The quantitative study summary describes that floor and ceiling effects were evaluated for each 
item.  Items are scored from 0 (did not experience) to 5 (very severe), and none of the 16 items 
show mean scores at baseline of greater than 2.5 (range:  0.5-2.5).  A high percentage of patients 
(12%-55%) did not experience most of the items.  Given the low baseline scores among this 
population and the large proportion of patients who do not experience individual symptoms, it 
will likely be difficult to detect treatment benefit with this instrument (i.e., this instrument may 
not be sensitive enough to detect improvement among this patient population).  
 
Justification for scoring was provided, and was based on examination of inter-item correlations 
and factor analysis results.  Each symptom contributes the same amount of weight to the score 
(e.g., the fatigue domain and the cough item are contributing equally to the total score).  
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Cognitive debriefing of the near-final instrument was submitted, reviewed, and appears adequate.  
Fever was removed from the instrument after cognitive debriefing and pilot testing. 

 
Methods used to develop the items are adequate to ensure that items and domains are appropriate 
to the concept, clinically important and important to patients.  Content validity was confirmed 
with cognitive debriefing interviews to sufficiently demonstrate that patients understand the 
questions and response options in the way intended.   While not considered critical flaws, 
considerations for improvement in the measure include: 

 Double barreled items included (e.g., “sores or rash”) 
 Instructions ask patients to attribute symptoms to condition 
 Patients included in cognitive debriefing were very educated; additional evidence 

supporting comprehension in patients with low reading level would be useful 
 
Methods used to finalize the items are described and appear adequate.  Items appear to cover the 
full range of experience in the targeted population, with the exception of “fever”, which was 
removed as it was determined it was better assessed using other methods.  Response thresholds 
for each item were not provided, so it is unclear if they are appropriately ordered. Scores 
represent the measurement concepts reflected in the conceptual framework and are adequate to 
directly determine the appropriate labeling claims related to total symptoms or specific domains 
(fatigue, rash/itching, and sweats). 
 
Reviewer’s comments:  In general, the methods used to develop and support the content validity 
of the instrument are acceptable.  While none of the concerns with the content validity are 
considered critical flaws, some considerations for future improvement in the content validity of 
the instrument include:  removing or modifying double barreled items (e.g., “sores or rash”); 
revising the instructions to avoid asking patients to attribute symptoms to the condition; and 
performing cognitive debriefing interviews among patients with limited education to ensure 
comprehension by patients with lower level of reading ability. Response thresholds for each item 
were not described and it is unclear if the response thresholds are appropriately ordered.  
 
Given the low baseline scores among this population and the large proportion of patients who do 
not experience certain individual symptoms (i.e., symptom variability across patients), it will 
likely be difficult to detect symptom improvement using the total score of this instrument (i.e., 
this instrument may not be sensitive enough to detect improvement among this patient 
population).   

5 OTHER MEASUREMENT PROPERTIES (RELIABILITY, CONSTRUCT 
VALIDITY, ABILITY TO DETECT CHANGE) 

 
Using data from the CNTO 328 study, unblinded data from cycle 1 day 1 were used to conduct 
an item level analysis in order to examine response option endorsement and floor and ceiling 
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effects.  In addition, exploratory factor analysis (EFA) was used on the same data to define a 
preliminary scoring algorithm. 
 
The sponsor provides evidence of construct validity (known groups validity and convergent 
validity), reliability (test-retest and internal consistency), ability to detect change, and discussion 
of what is meaningful amount of change. 
 
Internal consistency exceeded 0.7 for all domains and the total score, except for the rash/itching 
domain, perhaps because over 50% of the subjects indicated no presence of this symptom. 
 
Test-retest findings  
The measurement properties were evaluated in the context of the phase 3 clinical trial, therefore 
the patient population and testing situation is relevant and appropriate for the evaluation of 
measurement properties.   

 Reliability: 
o Test-retest reliability was assessed using intraclass correlation coefficients using 

data from the first two assessments at cycle 1 day 1 and cycle 1 day 8.  Treatment 
was administered at cycle 1 day 1, so these two time points for assessment do not 
represent identical testing situations.  However, the test-rest ICCs exceeded 0.70 
for the total score and the fatigue and sweats domains.  The rash/itching ICC was 
0.65. 

o Internal consistency was adequate.  All item-total and domain-total correlations 
were 0.70 or higher. 

 Known-groups validity was evaluated using the ECOG performance status scale.  It was 
hypothesized that worse MCD-SS symptoms scores would be observed for the higher 
grades of ECOG score.  The expected pattern of increasing MCD-SS scores with 
increasing levels of ECOG status for fatigue, sweats, and the total scores.  There was 
little difference in the rash/itching domain between ECOG status of 0 and 1. 

 Construct validity hypotheses were specified a priori, and cross-sectional convergent 
validity was assessed at cycle 1 day 1, using the FACIT-F and investigator toxicity 
grades for multiple symptoms were assessed and summed (general MCD score).    

o The MCD-SS total score and FACIT-F score showed acceptable correlation 
(r=0.70) 

o The MCD-SS total score was moderately correlated with the general MCD score 
(clinician rating of symptoms), r=0.48. 

 No evidence of discriminant validity was provided for review. 
Ability to detect change was assessed by comparing the change on the MCD-SS against 
various levels of response on the SF-36 PCS and MCS scores (using change from 
baseline to cycle 3 day 1) and tumor response (using change from baseline to cycle 4 day 
1). 

o Change on the MCD-SS (total score and domain scores, except for the sweats 
domain) showed an expected pattern across the varying levels of change on the 
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SF-36 PCS and MCS.  As patients improved on the SF-36, they also showed 
improvements on the MCD-SS.  Likewise, as patients showed deterioration on the 
SF-36, they showed deterioration on the MCD-SS. 

o Scores for the MCD-SS fatigue domain appear to be moderately associated with 
tumor response.  The association between other domains and tumor response are 
less robust and unclear. 

    
Reviewer’s comments:  The fatigue domain of the MCD-SS has measurement properties that are 
superior to the other domains.   
 
The rash/itching domain has low test-retest reliability.  This may be attributable in part to the large 
numbers of patients who do not experience this symptom, or it may be due to the study design where 
patients completed the instrument before and after treatment.  This low reliability finding should be 
considered and may make it more difficult to detect treatment benefit using this assessment.  
Additionally, the rash/itching domain does not perform optimally when evaluating known-groups 
validity. The rash/itch domain did not show change in the expected direction with improvements in 
tumor response.  Additional evaluation of these concerns may be warranted for future use or 
potential modifications of this instrument.   
 
The sweats domain does not appear to detect deterioration in symptoms as compared to changes on 
the SF-36 PCS or MCS.  Additional evaluation of this may be warranted for future use or potential 
modifications of this instrument. 

6 INTERPRETATION OF SCORES 
 

 The sponsor defines meaningful amount of change that is based on ½ the standard 
deviation of the baseline scores, and proposed by the sponsor to be 0.75.  The sponsor 
also included cumulative distribution functions (CDF) showing the percent of patients 
with various levels of MCD-SS total score change from baseline (see figure below with 
threshold for change scores ranging from 0 to 2.5).   
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D.  APPENDIX 1 
Note:  the instrument was developed and tested with the 16 items below.  The fever item was not 
included in the final version of the instrument. 

 

Reference ID: 3449859



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ASHLEY F SLAGLE
02/06/2014

ELEKTRA J PAPADOPOULOS
02/06/2014

Reference ID: 3449859









---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

NISHA PATEL
01/24/2014

Reference ID: 3441703



1

Interdisciplinary Review Team for QT Studies Consultation: 
Thorough QT Study Review

BLA 125496

Generic Name Siltuximab

Sponsor Janssen Biotech, Inc.

Indication Treatment of Multicentric Cadylrnsn’d Disease 
(MCD) in Patients who are immunodeficiency virus 
negative (HIV-), and human herpes virus – 8 negative 
(HHV-8-)

Dosage Form IV Infusion

Drug Class Chimeric antibody against IL-6

Therapeutic Dosing Regimen 11 mg/kg

Duration of Therapeutic Use Acute

Maximum Tolerated Dose Not identified

Submission Number and Date SDN 001/29 Aug 2013

Review Division DHP

Note: Any text in the review with a light background should be inferred as copied from the 
sponsor’s document.

1 SUMMARY

1.1 OVERALL SUMMARY OF FINDINGS

No large change (i.e., > 20 ms) in the QTc interval was detected when siltuximab 15 mg/kg 
administered every 3 weeks by a 1-hour IV infusion for 4 cycles. Using Fridericia 
corrected QT (QTcF) interval, the largest upper bound of the 2-sided 90% CI mean change 
from baseline in QTcF was 6.6 ms. There are no placebo or positive control arms.  

In this Phase 1, open-label, single-arm, multicenter study, twenty-five subjects received 
siltuximab 15 mg/kg every 3 weeks for 4 cycles.  An overall summary of findings is 
presented in Table 1.

Table 1:  Analysis Results of ∆QTcF for Siltuximab 15 mg/kg
Cycle ∆QTcF (ms) 90% CI (ms) for 

Mean

CYCLE 1 DAY 1- 3 hours after infusion 3.1 (-0.4, 6.5)

The supratherapeutic dose (15 mg/kg) produces mean Cmax values approximately 40%
higher than the mean Cmax for the therapeutic dose (11 mg/kg). At these concentrations 
there are no detectable prolongations of the QT-interval.
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1.2 RESPONSES TO QUESTIONS POSED BY REVIEW DIVISION

Question 10: Does the Division agree with the proposed presentation for QTc and
electrocardiograph (ECG) data in the BLA?

QT-IRT Response: Yes. Please also refer to the Interdisciplinary Review Team’s written 
advice issued on 10 August 2010 for recommendations regarding the submission of your 
QT reports.

2 PROPOSED LABEL

Our proposed language is a recommendation only. We defer final labeling language to the
Division.

12.2 Pharmacodynamics
Cardiac Electrophysiology
The effect of multiple doses of DRUGNAME (15 mg/kg every 3 weeks for 4 cycles) on the 
QTc interval was evaluated in an open label, single arm study in 30 patients with 
Monoclonal Gammopathy of Undetermined Significance, Smoldering Multiple Myeloma,
or Indolent Multiple Myeloma. No large changes in the mean QTc interval (i.e., > 20 ms) 
were detected in the study.

3 BACKGROUND

3.1 PRODUCT INFORMATION

Siltuximab (CNTO 328) is a chimeric (murine-human) immunoglobulin G (IgG1k) mAb
that specifically binds to and neutralizes human IL-6 with high affinity. Siltuximab has an 
approximate molecular weight of  kDa. 

3.2 MARKET APPROVAL STATUS

Siltuximab is not approved for marketing in any country. 

3.3 PRECLINICAL INFORMATION

Studies as per S7B guidance were not conducted. 

3.4 PREVIOUS CLINICAL EXPERIENCE

No sudden deaths were reported linked to siltuximab. No ventricular arrhythmias, Torsade 
de pointes or other ECG abnormalities linked to repolarization disturbances were reported. 

3.5 CLINICAL PHARMACOLOGY

Appendix 6.1 summarizes the key features of Siltuximab’s clinical pharmacology.
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4 SPONSOR’S SUBMISSION

4.1 OVERVIEW

The QT-IRT reviewed the protocol prior to conducting this study under IND 11461. The 
sponsor submitted the study report CNTO328SMM1001 for the study drug, including 
electronic datasets and waveforms to the ECG warehouse.

4.2 TQT STUDY

4.2.1 Title

A Study of Siltuximab (Anti-IL-6 Monoclonal Antibody) Effects on the QT Interval in
Subjects with Monoclonal Gammopathy of Undetermined Significance (MGUS), 
Smoldering Multiple Myeloma (SMM), or Indolent Multiple Myeloma (IMM)

4.2.2 Protocol Number

CNTO328SMM1001

4.2.3 Study Dates

First subject consented data: 25 Oct 2010
Last subject visit for the primary analysis date: 22 May 2012
Data cutoff date: 22 May 2012

4.2.4 Objectives

Primary objective: The primary objective was to determine if siltuximab would have an 
effect on the QT interval in subjects with monoclonal gammopathy of undetermined 
significance (MGUS), smoldering multiple myeloma (SMM), or indolent multiple 
myeloma (IMM).

Secondary objectives: to evaluate the safety, preliminary activity (monoclonal protein [M-
protein] response), pharmacokinetics, pharmacodynamics, 
pharmacokinetic/pharmacodynamic relationships, and immunogenicity of siltuximab in 
subjects with MGUS, SMM, or IMM.

4.2.5 Study Description

4.2.5.1 Design

This was a Phase 1, open-label, single-arm, multicenter study of 25 evaluable subjects with 
MGUS, SMM, or IMM to evaluate the effect of siltuximab on the QT interval.  

During the Treatment Period, subjects were to receive siltuximab at a dose of 15 mg/kg 
every 3 weeks for 4 cycles. At the end of the Treatment Period, subjects who achieved a 
response (defined as a ≥ 50% reduction in M-protein) were eligible to receive extended 
treatment with siltuximab at a dose of 15 mg/kg every 4 weeks for a maximum of 2 years. 
Subjects who did not complete electrocardiogram (ECG) assessments at each prespecified 
timepoint (must have had at least duplicate ECG measurements at each timepoint in Cycle 
1 and Cycle 4) or did not receive 4 full doses of siltuximab in the Treatment Period were to 
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be replaced until 25 subjects were considered evaluable. Subjects in the Extended 
Treatment Period were not to be replaced.

4.2.5.2 Controls

This study do not provide placebo and positive (moxifloxacin) control arms.

4.2.5.3 Blinding

This is an open-label single-arm study.

4.2.6 Treatment Regimen

Subjects receive siltuximab at a dose of 15 mg/kg every 3 weeks for 4 cycles. At the end 
of the Treatment Period, subjects who achieved a response (defined as a ≥ 50% reduction 
in M-protein) were eligible to receive extended treatment with siltuximab at a dose of 15 
mg/kg every 4 weeks for a maximum of 2 years.

4.2.6.1 Sponsor’s Justification for Doses

The dose for the Treatment Period was selected based on International Conference on 
Harmonisation (ICH) guidance that QT assessment should be conducted using a 
supratherapeutic dose. The highest dose intensity of siltuximab in the current registration 
studies is 11 mg/kg every 3 weeks. The dose of siltuximab for the Treatment Period of the 
current study was 15 mg/kg administered every 3 weeks by a 1-hour IV infusion.

Reviewer’s Comment:  The dose is acceptable.

4.2.6.2 Instructions with Regard to Meals

The protocol apparently did not specify the timing of meals.

Reviewer’s Comment:  Acceptable. Siltuximab is administered via i.v. infusion.

4.2.6.3 ECG and PK Assessments

ECGs and Blood samples for pharmacokinetic analysis were collected on Cycle 1 pre-dose, 
end of infusion, and 1, 3 and 24 hours post-infusion and on Cycle 4 pre-dose, end of 
infusion and 1 hour post-infusion. 

Reviewer’s Comment:  The timing of ECGs is adequate.

4.2.6.4 Baseline

The sponsor used both the time-matched and the average of the individual QTc values on 
Day -1 as baselines.  

4.2.7 ECG Collection

Standard 12-Lead ECGs were obtained in triplicates while subjects are recumbent using 
ECG machines provided by the central ECG laboratory.
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4.2.8 Sponsor’s Results

4.2.8.1 Study Subjects

Thirty participants, the median age was 59.5 years (range 24 to 79 years). Twice as many 
female subjects (20 subjects; 66.7%) were enrolled in the study compared with male 
subjects (10 subjects; 33.3%). All subjects were White, with only 1 subject (3.3%) of 
Hispanic or Latino ethnicity. The median weight was 69.30 kg (range 52.1 to 135.5 kg).
Of the 30 treated subjects, 28 subjects (93.3%) completed the Treatment Period and 2 
subjects (6.7%) discontinued study treatment during the Treatment Period, both due to an 
AE. Two subjects (6.7%) entered the Extended Treatment Period.  

4.2.8.2 Statistical Analyses

4.2.8.2.1 Primary Analysis

The primary endpoint was mean differences between baseline to Cycle 1 Day 1 (predose, 
end of infusion, 1 hour after infusion, 3 hours after infusion, and 24 hours after infusion) 
and Cycle 4 Day 1 (predose, end of infusion, and 1 hour after infusion) in QTcF. The 
sponsor used a mixed-effects analysis of variance (ANOVA) and the results are presented 
in Table 2.  The model included time and treatment as fixed effects and subject as a random 
effect. The upper bound of the 90% confidence interval for siltuximab was less than 20 ms.

Table 2: Sponsor’s Analysis of Least Square Mean and 90% CI in QTcF from 
Baseline to Cycle 4 Day 1 – Mixed Model

     QTcF interval (ms)         LSMean           SE       90% CI of LSMean
Cycle 1 Day 1- End of infusion 0.9 1.53 (-1.67, 3.55)
Cycle 1 Day 1- 1 hour after infusion 0.1 1.63 (-2.72, 2.85)
Cycle 1 Day 1- 3 hours after infusion 3.2 1.89 (-0.01, 6.45)
Cycle 1 Day 1- 24 hours after infusion -3.3 2.40 (-7.36, 0.82)
Cycle 4 Day 1- Predose -0.2 2.20 (-3.93, 3.58)
Cycle 4 Day 1- End of infusion 1.0 1.94 (-2.29, 4.31)
Cycle 4 Day 1- 1 hour after infusion 1.5 2.12 (-2.16, 5.07)

Source: Clinical Study Report, Table 15, pg 51/161

Reviewer’s Comments: We will provide our independent analysis results in Section 5.2.

4.2.8.2.2 Assay Sensitivity

There is no assay sensitivity established in this study because no positive control arm was 
included. 

4.2.8.2.3 Categorical Analysis

Categorical analysis was used to summarize in the categories of QTc ≤450 ms, between
450 ms and 480 ms, between 480 ms and 500 ms, and >500 ms, and changes from baseline
QTc ≤30 ms, between 30 and 60 ms, and >60 ms. No subject’s absolute QTc > 480 ms and
ΔQTc >30 ms. 
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4.2.8.3 Safety Analysis

Of the 30 treated subjects, 20 subjects (66.7%) had AEs, 8 subjects (26.7%) had AEs grade 
3 or higher (including neutropenia in 3 subjects), 3 subjects (10%) had SAEs, 2 subjects 
(6.7%) had AEs leading to discontinuation of siltuximab, and no subject had an AE leading 
to death.  The most frequently occurring treatment-emergent adverse events (TEAEs) by 
preferred term were fatigue and nausea (6 subjects each; 20.0%); thrombocytopenia and 
headache (4 subjects each; 13.3%); and upper respiratory tract infection, leukopenia, 
neutropenia, paresthesia, dyspnea, and abnormal hepatic function (3 subjects each; 10.0%).  
Three subjects (10%) had SAEs: Grade 3 cellulitis and Grade 3 peripheral edema, Grade 1
peripheral neuropathy, and Grade 2 atrial fibrillation.

4.2.8.4 Clinical Pharmacology

4.2.8.4.1 Pharmacokinetic Analysis

The PK results are presented in Table 3. The Cmax on Cycle 4 was roughly 40% higher 
than the Cmax,ss reported in Study C0328T03 following the therapeutic dose of 11 mg/kg.
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The Sponsor explored the relationship between ∆QTcB and ∆QTcF and serum 
concentrations of siltuximab using least-squares regression analysis and did not find a 
relationship (Figure 1).

Figure 1: Relationship between ∆QTcF and Siltuximab Concentration

Source: Clinical Study Report, Figure 1, Page 56.

Reviewer’s Analysis:  A plot of ∆QTcF vs. siltuximab concentrations is presented in Figure 
3.
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Figure 2: QT, QTcB, and QTcF vs. RR (Each Subject’s Data 
Points are Connected with a Line)

5.2 STATISTICAL ASSESSMENTS

5.2.1 QTc Analysis

5.2.1.1 The Primary Analysis for the Study Drug

The statistical reviewer used mixed model to analyze the ΔQTcF effect. The model
includes treatment as fixed effect and baseline values as a covariate. The analysis results
are listed in Table 5. The sponsor provided the following time points: Cycle 1 Day 1 
(predose, end of infusion, 1 hour after infusion, 3 hours after infusion, and 24 hours after 
infusion) and Cycle 4 Day 1 (predose, end of infusion, and 1 hour after infusion).  The 
largest upper bound of the 2-sided 90% CI for the mean differences between baseline to 
Cycle 1 Day 1 and Cycle 4 Day 1 is 6.5 ms.
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Figure 3: ∆QTcF vs. Siltuximab concentration

5.4 CLINICAL ASSESSMENTS

5.4.1 Safety assessments

None of the events identified to be of clinical importance per the ICH E 14 guidelines i.e. 
syncope, seizure, significant ventricular arrhythmias or sudden cardiac death occurred in 
this study.

5.4.2 ECG assessments

Waveforms from the ECG warehouse were reviewed.  According to ECG warehouse
statistics 80 % of the ECGs were annotated in the primary lead II, with less than 97% of 
ECGs reported to have significant QT bias, according to the automated algorithm.  Overall 
ECG acquisition and interpretation in this study appears acceptable.

5.4.3 PR and QRS Interval

Six patients had PR > 200 ms; postbaseline PR valwere < 225 ms and none had a 
postbaseline increase > 20 %. 
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6 APPENDIX

6.1 HIGHLIGHTS OF CLINICAL PHARMACOLOGY
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1 INTRODUCTION 
This review evaluates the proposed container label, carton and insert labeling for Sylvant 
(siltuximab), BLA 125496, for areas of vulnerability that could lead to medication errors.  

1.1 PRODUCT INFORMATION 
The following product information is provided in the August 29, 2013 submission. 

 Active Ingredient:  siltuximab 

 Indication of Use: treatment of patients with multicentric Castleman’s disease 
(MCD) who are human immunodeficiency virus (HIV-)-negative and human 
herpesvirus -8(HHV-8) -negative. 

 Route of Administration: continuous intravenous infusion 

 Dosage Form:  lyophilized powder for reconstitution 

 Strength: 100 mg/vial, 400 mg/vial 

 Dose and Frequency:  11 mg/kg dose given over 1 hour by intravenous (IV) 
infusion every 3 weeks until treatment failure 

 How Supplied:  

o 100 mg of lyophilized siltuximab in a 8 mL vial  

o 400 mg of lyophilized siltuximab in a 30 mL vial  

 Storage: refrigerated at 2ºC to 8ºC (36ºF to 46ºF) 

 Container and Closure System: Single dose vial individually packed in a carton 

2 METHODS AND MATERIALS REVIEWED 
DMEPA reviewed Sylvant (siltuximab) vial labels, carton labeling, and package insert 
labeling submitted by the Applicant on August 29, 2013.  

2.1 LABELS AND LABELING 

Using the principles of human factors and Failure Mode and Effects Analysis,1 along 
with post marketing medication error data, the Division of Medication Error Prevention 
and Analysis (DMEPA) evaluated the following: 

 Drug Container Labels submitted August 29, 2013 (Appendix A) 

 Carton Labeling submitted August 29, 2013 (Appendix B) 

 Insert Labeling submitted August 29, 2013 (no image) 

 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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3 CONCLUSIONS  
DMEPA concludes that the proposed container label, carton labeling can be improved to 
increase the readability and prominence of important information on the label to promote 
the safe use of the product to mitigate any confusion. Additionally, the packaging insert 
can be improved to delete and clarify error prone abbreviations and dose designations as 
well as simplify reconstitution information. DMEPA provides the following comments 
for consideration by the review Division prior to the approval of this BLA. 

4 RECOMMENDATIONS  

4.1 COMMENTS TO THE DIVISION 
DMEPA provides the following comments for consideration by the review Division prior 
to the approval of this BLA:  

A. Dosage and Administration Section 

1. Dangerous abbreviations, symbols, and dose designations that are 
included on the Institute of Safe Medication Practice’s List of Error-
Prone Abbreviations, Symbols, and Dose Designations appear throughout 
the package insert.  As part of a national campaign to avoid the use of 
dangerous abbreviations and dose designations, FDA agreed not to 
approve such error prone abbreviations in the approved labeling of 
products. Thus, please revise the those abbreviations, symbols, and dose 
designations as follows: 

i. Remove the abbreviation “IV” in the statement “…intravenous 
(IV) infusion…”  

ii. In Section 2.1, the statement “For 400 mg vials: Each vial must be 
reconstituted with 20.0 mL of single use sterile water for 
injection…” contains a trailing zero. Remove the trailing zero 
(e.g. 20 mL) to avoid a ten-fold misinterpretation.  

2. In Section 2.1, we recommend using a table or bulletin points to delineate 
strength followed by the amount of Sterile Water for Injection required for 
reconstitution and the post-reconstitution concentration.  

For example: 

Strength Amount of Sterile Water for 
Injection required for 

reconstitution 

Post-reconstitution 
concentration 

100 mg vial 5.2 mL 20 mg/mL 
400 mg vial 20 mL 20 mg/mL 

OR: 
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Aseptically reconstitute each TRADEMARK vial as follows: 

 25 mg TRADEMARK vial: Add 5.2 mL of only Sterile 
Water for Injection, USP. 

 100 mg TRADEMARK vial: Add 20 mL of only Sterile 
Water for Injection, USP. 

3. Add the statement “Retain in original package until time of use to protect 
from light” to this section if applicable.  

B. Section 16 How Supplied/Storage and Handling 

1. We recommend the Applicant to provide information for Safe Handling 
and Disposal in Section 16 if indicated.   

2. Add the statement “Retain in original package until time of use to protect 
from light” to this section if applicable.  

4.2 COMMENTS TO THE APPLICANT 
Based on this review, DMEPA recommends the following be implemented prior to 
approval of this BLA: 

A. Drug container label for 100 mg/vial and 400 mg/vial products: 

a. Remove the  next to the trade name and proper name to 
minimize risk of “sylvant” being misread as   

b. Revise the statement  to “For intravenous 
infusion only.” We recommend this revision to minimize the risk of 
administering the drug too fast based on our post marketing experiences.  

c. Debold the statement “Rx Only” as this information completes for 
prominent information such as established name on the principal display 
panel.  

d. There is insufficient differentiation between the different strengths. The 
only difference between the two strengths is the font color of the strength 
placement, which may be inadequate in preventing selection of the wrong 
strength error. Thus, please provide sufficient differentiation between the 
two strengths of the product through the use of colors, boxing, or other 
means for the background to highlight the different strengths.  

e. Move the manufacturer information to the side panel as it clutters the 
principal display panel and takes readers’ attention away from important 
information such as proprietary and proper names and strength.   

f. Consider re-orientating the barcode to a vertical position to improve the 
scannability of the barcode. Barcodes placed in a horizontal position may 
not scan due to vial curvature.  
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Application: BLA 125496/0

Application Type: New BLA

Name of Drug: SYLVANT (siltuximab)

Applicant: Janssen Biotech, Inc.

Submission Date: August 29, 2013

Receipt Date:  August 30, 2013

1.0 Regulatory History and Applicant’s Main Proposals

Janssen Research & Development, LLC submitted this biologic license application (BLA) on behalf 
of the Janssen Biotech, Inc.  Janssen Research & Development, LLC is the sponsor of 
Investigational New Drug (IND) 011461 for siltuximab.

Siltuximab is a chimeric (human-murine) immunoglobulin Glĸ (IgGlĸ) monoclonal antibody that 
binds with high affinity and specificity to human interleukin-6 (IL-6), thereby neutralizing the 
biological activity of IL-6.

This new BLA provides for the use of siltuximab for the treatment of multicentric Castleman’s 
disease (MCD) in patients who are immunodeficiency virus negative (HIV-) and human herpes virus 
– 8 negative (HHV-8-).

On May 26, 2006, FDA granted orphan designation to siltuximab for the treatment of Castleman’s 
disease. 

2.0 Review of the Prescribing Information (PI)

This review is based on the applicant’s submitted Microsoft Word format of the PI.  The applicant’s
proposed PI was reviewed in accordance with the labeling format requirements listed in the 
“Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).   

3.0 Conclusions/Recommendations

SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.  

All SRPI format deficiencies of the PI were conveyed to the applicant in the filing letter.  The 
applicant was asked to correct these deficiencies and resubmit the PI in Word format by November 
11, 2013.  The resubmitted PI will be used for further labeling review.
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4.0 Appendix

Selected Requirements of Prescribing Information (SRPI)

The Selected Requirement of Prescribing Information (SRPI) version 2 is a 48-item, drop-down 
checklist of critical format elements of the prescribing information (PI) based on labeling 
regulations (21 CFR 201.56 and 201.57) and labeling guidances.

Highlights (HL)

GENERAL FORMAT

1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 
minimum of 8-point font.

Comment:  

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).  

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:

 For the Filing Period (for RPMs)

 For efficacy supplements: If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.  

 For NDAs/BLAs and PLR conversions: Select “NO” in the drop-down menu because 
this item does not meet the requirement (deficiency).  The RPM notifies the Cross-
Discipline Team Leader (CDTL) of the excessive HL length and the CDTL determines if 
this deficiency is included in the 74-day or advice letter to the applicant.

 For the End-of Cycle Period (for SEALD reviewers)

 The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter. 

Comment:  

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bolded.

Comment:  

4. White space must be present before each major heading in HL.

Comment:  

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet).

YES

YES

YES

YES

YES
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Comment:  WARNINGS AND PRECAUTIONS section - for Laboratory monitoring bullet 
change reference (2 and 5.3) to (2, 5.3).

6. Section headings are presented in the following order in HL:

Section Required/Optional
 Highlights Heading Required

 Highlights Limitation Statement Required

 Product Title Required

 Initial U.S. Approval Required

 Boxed Warning Required if a Boxed Warning is in the FPI

 Recent Major Changes Required for only certain changes to PI*

 Indications and Usage Required

 Dosage and Administration Required

 Dosage Forms and Strengths Required

 Contraindications Required (if no contraindications must state “None.”)

 Warnings and Precautions Not required by regulation, but should be present

 Adverse Reactions Required

 Drug Interactions Optional

 Use in Specific Populations Optional

 Patient Counseling Information Statement Required 

 Revision Date Required

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections.

Comment:  There is no revision date.

7. A horizontal line must separate HL and Table of Contents (TOC).
Comment:  

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”

Comment:  

Product Title 

10. Product title in HL must be bolded.

Comment:  

Initial U.S. Approval 

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year.

NO

YES

YES

YES

YES

NO
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Comment:  Applicant use hypen instead of colon after "Initial U.S. Approval"

Boxed Warning 

12. All text must be bolded.

Comment:

13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”).

Comment:  

14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” centered immediately beneath the heading.

Comment:  

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”)

Comment:  

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence).

Comment:  

Recent Major Changes (RMC)

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage,
Dosage and Administration, Contraindications, and Warnings and Precautions.

Comment:  

18. Must be listed in the same order in HL as they appear in FPI.

Comment:  

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.

Comment:

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date).

Comment:  

Indications and Usage

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: [(Product) is a (name of class) indicated for 
(indication)].”

Comment:  

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

YES
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Dosage Forms and Strengths

22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used.

Comment:  

Contraindications

23. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.
Comment:  

24. Each contraindication is bulleted when there is more than one contraindication.
Comment:  

Adverse Reactions

25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 

Comment:  

Patient Counseling Information Statement

26. Must include one of the following three bolded verbatim statements (without quotation marks):

If a product does not have FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION”

If a product has FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.” 

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”

Comment:

Revision Date

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.  

Comment:  There is not a revised date.

Contents: Table of Contents (TOC)

GENERAL FORMAT

28. A horizontal line must separate TOC from the FPI.

Comment:  

29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC:
“FULL PRESCRIBING INFORMATION: CONTENTS”.

Comment:  

YES

YES

N/A

YES

YES

NO

YES

YES
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30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI.

Comment:  WARNINGS AND PRECAUTIONS subsection 5.1 title  is not the 
same as the title in FPI "Concurrent active serious infections.". 

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded.

Comment:  

32. All section headings must be bolded and in UPPER CASE.

Comment:  

33. All subsection headings must be indented, not bolded, and in title case.

Comment:  

34. When a section or subsection is omitted, the numbering does not change.

Comment:  

35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 
“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”

Comment:  

Full Prescribing Information (FPI)

GENERAL FORMAT

36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 
“FULL PRESCRIBING INFORMATION”.

Comment:  

37. All section and subsection headings and numbers must be bolded.

Comment:

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change.

Boxed Warning
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use

NO

N/A

YES

YES

YES

YES

YES

YES

YES
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8.5 Geriatric Use
9  DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:  

39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval.

Comment:  

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, [see Warnings and 
Precautions (5.2)].

Comment:

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:  

FULL PRESCRIBING INFORMATION DETAILS

Boxed Warning

42. All text is bolded.

Comment:

43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 
one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”).

Comment:  

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning.

Comment:  

YES

YES

N/A

N/A

N/A

N/A
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Contraindications
45. If no Contraindications are known, this section must state “None”.

Comment:  

Adverse Reactions

46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in clinical practice.”

Comment:  

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug 
name). Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.”

Comment:  

Patient Counseling Information

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use
one of the following statements at the beginning of Section 17:

 “See FDA-approved patient labeling (Medication Guide)”
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)”
 “See FDA-approved patient labeling (Patient Information)"
 “See FDA-approved patient labeling (Instructions for Use)"      
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)”

Comment:

YES

YES

N/A

YES
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OTC Labeling Review (for OTC 
products)

Reviewer: N/A

TL: N/A

Clinical Microbiology (for antimicrobial 

products) 
Reviewer: N/A

TL: N/A

Clinical Pharmacology Reviewer: Jeanne Fourie Zirkelbach, PhD Y

TL: Julie Bullock, PharmD Y

Biostatistics Reviewer: Chia-Wen Ko, PhD Y

TL: Lei Nie, PhD Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Pedro Del Valle, PhD 
Chris Sheth, PhD
Brenda Gehrke, PhD

Y

TL: Haleh Saber, PhD Y

Statistics (carcinogenicity) Reviewer: N/A

TL: N/A

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer: Bazarra Damdinsuren,MD,PhD Y

TL: Chana Fuchs, PhD Y

Product Quality (CMC) Reviewer: Audrey Jia, MD, PhD
Bazarra Damdinsuren,MD,PhD

Y
Y

TL: Chana Fuchs, PhD Y

Quality Microbiology (for sterile 
products)

Reviewer: Reyes Candau-Chacon, PhD
Candace Gomez-Broughton, PhD

Y
N

TL: Patricia Hughes, PhD N

CMC Labeling Review Reviewer: Audrey Jia, MD, PhD
Bazarra Damdinsuren,MD,PhD

Y
Y

TL: Chana Fuchs, PhD Y

Facility Review/Inspection Reviewer: Reyes Candau-Chacon, PhD

Audrey Jia, MD, PhD
Y
Y

TL: Patricia Hughes, PhD
Chana Fuchs, PhD

N
Y

OSE/DMEPA (proprietary name) Reviewer: Tingting Gao, PharmD Y

TL: Yelena Maslov, PharmD N
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OSE/DRISK (REMS) Reviewer: Robert Pratt, PharmD Y

TL: Cynthia LaCivita, PharmD N

OSE/DPV II Reviewer: Lynda McCulley, PharmD Y

TL: Tracy Salaam, PharmD Y

Bioresearch Monitoring (OSI) Reviewer: Anthony Orencia, MD Y

TL: Janice Pohlman, MD, MPH N

Controlled Substance Staff (CSS) Reviewer: N/A

TL: N/A

OMP/OMPI/DMPP
OMP/OPDP
OND/SEALD

Karen Dowdy, RN
Nisha Patel, PharmD
Ashley Slagle, PhD, MS

Y
Y
Y

DHP, Director
OSE, PM

Ann Farrell, MD
Sonny Saini, PharmD

Y
Y

FILING MEETING DISCUSSION:

GENERAL

 505(b)(2) filing issues:

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA? 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature?

Describe the scientific bridge (e.g., BA/BE studies): 

  Not Applicable

  YES    NO

  YES    NO

 Per reviewers, are all parts in English or English 
translation?

If no, explain: 

  YES
  NO

 Electronic Submission comments

List comments: 

  Not Applicable

CLINICAL

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Reference ID: 3396673
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 Clinical study site(s) inspections(s) needed?
  

If no, explain: 

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: The application did not raise 
significant public health questions on 
the role of siltuximab in the 
diagnosis, cure, mitigation, treatment 
or prevention of a disease.

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
 Clinical pharmacology study site(s) inspections(s) 

needed?
  YES
  NO

BIOSTATISTICS

Comments: Review issues conveyed in filing letter, 
therefore a 74-day letter will not be issued.

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Reference ID: 3396673
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Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
FILE

  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days? N/A

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO

 Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application?

  YES
  NO

 Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application?

  YES
  NO

Reference ID: 3396673
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If priority review:
 notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices)
 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Comment: The labeling issues will be conveyed in filing letter, therefore will not issue a 
74-day letter.

Update the PDUFA V DARRTS page (for NME NDAs in the Program)

BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other

Reference ID: 3396673
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Appendix A (NDA and NDA Supplements only)

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have a written right of reference to the underlying data.  If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts. 

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).  

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and.

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO.
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Therapeutic Biological Establishment Evaluation 
Request (TB-EER) Form 

Instructions: 
The review team should email this form to the email account “CDER-TB-EER” to 
submit: 

1) an initial TB-EER within 10 business days of the application filing date 
2) a final TB-EER 15-30 days prior to the action date 

Note: All manufacturing3 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form. For bundled 
supplements, one TB-EER to include all STNs should be submitted. 

APPLICATION INFORMATION 

PDUFA Action Date: TBD

Applicant Name: Janssen Biotech, Inc.
U.S. License #: 1864
STN(s): 125496/0
Product(s): Siltuximab (Sylvant)

Short summary of application: BLA for the treatment of patients with multicentric 
Castleman’s disease (MCD) who are human immunodeficiency virus negative and human 
herpesvirus-8 negative

FACILITY INFORMATION 

Manufacturing Location: Leiden, The Netherlands
Firm Name: Janssen Biologics B.V.
Address: Einsteinweg 101

Leiden, the Netherlands CB-2333
FEI: 3002806632
Short summary of manufacturing activities performed: Drug Substance Manufacturing 

 analytical testing of process intermediates and bulk drug substance; Testing 
of Final Lyophilized Product

This site was inspected by IOG on September 20 – 28, 2012 and classified VAI.  This 
was a routine CGMP surveillance inspection covering  drug substance 
manufacturing operations.  The  profile was updated and is acceptable.  BMAB (with 
the input of OBP) will determine whether this site requires a PLI for this BLA.  

Manufacturing Location: Co. Cork, Ireland

Reference ID: 3391298
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3
The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, 

preparation, propagation, compounding, or processing of a drug or drugs as used in section 510 of the act 
[21 U.S.C. § 360] and is the making by chemical, physical, biological, or other procedures of any articles 
that meet the definition of drugs in section 201(g) of the act. The term includes manipulation, sampling, 
testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to 
further the distribution of the drug from the original place of manufacture to the person who makes final 
delivery or sale to the ultimate consumer.” 
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OSI/DGCPC Consult 
version: 09/12/2013

OSI/DGCPC CONSULT: Request for Clinical Inspections 

Date: September 23, 2013

To: Ann Meeker-O’Connell, Acting Division Director, DGCPC
Constance Lewin, M.D., M.P.H, Branch Chief, GCPEB*
Susan Thompson, M.D., Acting Branch Chief, GCPAB
Janice Pohlman, M.D., M.P.H., Team Leader GCPAB
Susan Leibenhaut, M.D. Acting Team Leader, GCPAB
CDER OSI PM Track
Name of DSI Primary Reviewer (if known)
Division of Good Clinical Practice Compliance
Office of Scientific Investigations
Office of Compliance/CDER

Through: Division of Hematology Products (DHP)
Patricia Dinndorf, M.D./Medical Officer
Albert Deisseroth, M.D., Ph.D./Clinical Team Leader
Ann Farrell, M.D./Division Director

From: Patricia Garvey, R.Ph., Senior Regulatory Project Manager/DHP

Subject: Request for Clinical Site Inspections

I. General Information

Application#: BLA 125496/0
Applicant/ Applicant contact information (to include phone/email):

Janssen Biotech, Inc.
US Agent: Janssen Research & Development, LLC
Brian Maloney, MS, RPh, Director of Regulatory Affairs
920 Route 202
P.O. Box 300
Raritan, NJ  08869
Phone: 908-927-2228
Fax: 908-526-5059
Email: bmalone@its.jnj.com

Drug Proprietary Name: Sylvant
Generic Drug Name: siltuximab
NME or Original BLA (Yes): Yes
Review Priority (Standard or Priority or Not Applicable*): Priority
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Study Population includes < 17 years of age : No
Is this for Pediatric Exclusivity: No

Proposed New Indication(s):  Treatment of multicentric Castleman’s Disease (MCD) in patients 
who are immunodeficiency virus negative (HIV) and human herpes virus – 8 negative (HHV – 8 –)

PDUFA:  April 29, 2014
Action Goal Date: April 29, 2014
Inspection Summary Goal Date:  February 29, 2014

II.   Protocol/Site Identification

Include the Protocol Title or Protocol Number for all protocols to be audited. Complete the 
following table (Note: ALL items listed are required, to process inspection request. Failure to 
provide complete information will result in delay of inspection process).

Site # (Name,Address, Phone 
number, email, fax#)

Protocol ID
Number 

of 
Subjects

Indication/Primary 
endpoint and other 

endpoints for 
verification

Site #0102
Fritz Van Rhee 
Myeloma Institute for Research and 
Therapy
4301 W. Markham Street, Slot 816
Little Rock, AR 72205
Phone: (501) 526-2873
Fax: (501) 526-2273
Email: vanrheefrits@uams.edu

CNTO328
MCD2001

5

III.Site Selection/Rationale

The major evidence this application relies on is a single trial CNTO328MCD2001 “A Randomized, 
Double-blind, Placebo controlled Study to Assess the Efficacy and Safety of CNTO 328 (Anti IL-6 
Monoclonal Antibody) Plus Best Supportive Care Compared With Best Supportive Care in Subjects 
With Multicentric Castleman’s Disease” There were 79 subjects randomized 2:1 at 38 sites. Three 
sites enrolled 5 subjects; 3 sites enrolled 4 subjects; 6 sites enrolled 3 subjects; the remaining 26 
sites enrolled 1 or 2 subjects. 

There were 3 investigators who submitted Form 3455 indicating they had received Research 
Funding from Janssen. No other investigators reported receipt of funding. 

Site 149,443 US Dollar 
Site 200,300 US Dollar
Site 198,000 Euro

Reference ID: 3377918
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The primary efficacy endpoint of the study was improvement in independently reviewed durable tumor 
and symptomatic response rate in the siltuximab group compared with the placebo group (34% vs. 0%, 
respectively; 95% CI of the difference: 11.1, 54.8; p=0.0012). 

All subjects treated with siltuximab at site 0102 (siltuximab n=2; placebo n=3) and site 6501 
(siltuximab n=3; placebo n=0) were responders. The single patient enrolled from site 9721 who 
received siltuximab did not respond. Excluding the 9 subjects from the institutions with investigators 
who received research funding from Janssen resulted in an independently reviewed durable tumor and 
symptomatic response rate in the siltuximab group (n=47) of 28% compared to 0% in the placebo group 
(n=23); the 95% CI for the 28% response rate difference is (3.1%, 50.3%). 

Domestic Inspections: 

Reasons for inspections (please check all that apply):

  x    Enrollment of large numbers of study subjects
    x    High treatment responders (specify):
    x   Significant primary efficacy results pertinent to decision-making 
        There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, 

significant human subject protection violations or adverse event profiles.
        Other (specify):

International Inspections:
If budget considerations allowed, an inspection of site 6501 in Singapore would be requested. 
However this site only contributed 3 subjects and if these subjects were excluded from the analysis 
it would not change the overall conclusion regarding the primary efficacy endpoint.

Reasons for inspections (please check all that apply):
        There are insufficient domestic data
        Only foreign data are submitted to support an application 
        Domestic and foreign data show conflicting results pertinent to decision-making 
        There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, or 

significant human subject protection violations.
                  Other (specify) 

IV. Specific Data to be Verified (if applicable)

Site 0102 enrolled 8 patients, 3 were screen failures and 5 were randomized (siltuximab n=2; placebo 
n=3). The application includes investigator information in section 5.3.5.1. Data sets include 
discontinuations, adverse events, serious adverse events, prior concomitant or prohibited 
medications, efficacy endpoints, and protocol deviations.

The primary efficacy endpoint is durable tumor and symptomatic response based on independent
review. Durable tumor and symptomatic response is defined as either complete response (CR) or
partial response (PR):

 CR: complete disappearance of all measurable and evaluable disease (e.g., pleural effusion)
and resolution of baseline symptoms attributed to MCD, sustained for at least 18 weeks

Reference ID: 3377918



Page 4-Request for Clinical Inspections

 PR: a ≥ 50% decrease in the sum of the product of the diameters (SPD) of index lesion(s),
with at least stable disease (SD) in all other evaluable disease in the absence of treatment
failure, sustained for at least 18 weeks.

There are 2 items that should be evaluated
 The documentation of data required to make the primary efficacy analysis
 Protocol violations that could potentially lead to unblinding of the treatment arm. The 

protocol states CRP, fibrinogen, ESR and quantitative immunoglobulin levels may 
potentially unblind treatment assignment. These laboratory tests were to be obtained in a 
manner to segregate the data from the clinical team. Evaluate if these laboratory tests were 
ordered outside the protocol specified manner. 

Should you require any additional information, please contact Patricia Dinndorf, MD at 301-796-
1350.

Concurrence: Patricia Dinndorf, M.D./Clinical Reviewer, DHP
Albert Deisseroth, M.D., Ph.D./Clinical Team Leader, DHP
Ann Farrell, M.D./Director, DHP
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