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To: Administrative File, STN 125547/0
From: Candace Gomez-Broughton, Ph.D., Reviewer, CDER/OPQ/OPF/DMA
Endorsed: Patricia Hughes, Ph.D., Actg Branch Chief, CDER/OPQ/OPF/DMA
Subject: Original Biologic License Application Review Memo – Drug Substance
US License: 1891
Applicant: Eli Lilly and Company
Facility: Drug Substance: ImClone Systems LLC, Branchburg, New Jersey (FEI number: 

3002889358)
Product: PORTRAZZA® (necitumumab)
Dosage: Liquid solution for intravenous infusion (16mg/mL)
Indication: For use in combination with gemcitabine and cisplatin for the first-line treatment 

of patients with locally advanced or metastatic squamous non-small cell lung 
cancer

Due date: December 2, 2015

Recommendation:  The supplement is recommended for approval from a microbiology 
product quality perspective with the following Post-Marketing commitment:

Complete endotoxin (LPS) recovery studies using three batches of drug substance manufactured 
during a recent campaign and submit the study report per CFR 601.12. If the results do not meet 
acceptance criteria, the sponsor will develop an alternative method to detect endotoxin in the 
drug substance.

INTRODUCTION
Necitumumab is a recombinant monoclonal antibody (immunoglobulin G subclass 1(IgG1)) that 
binds to human epidermal growth factor receptor (EGFR) thereby inhibiting its activation. The 
proposed indication for necitumumab is for the first-line treatment of patients with locally 
advanced or metastatic squamous non-small cell lung cancer. Necitumumab drug substance is 
manufactured at ImClone Systems LLC in Branchburg, New Jersey. Drug product is 
manufactured at Eli Lilly and Company in Indianapolis, Indiana.
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This assessment covers the drug substance sections of the BLA from a microbial control 
perspective. Drug product sections were reviewed by Lakshmi Narasimhan, Ph.D. in a separate 
review memo.

ASSESSMENT
Amendments Reviewed For Drug Substance Quality Microbiology

SDN 0047
SDN 0035

S DRUG SUBSTANCE
S.1 General Information
Necitumumab is an anti-EGFR recombinant monoclonal antibody. Necitumumab drug substance 
is formulated  containing   40 
mM sodium chloride, 133mM mannitol, and 0.01% (w/v) polysorbate 80, pH 6.0.

S.2 Manufacture
S.2.1 Manufacturer(s)
Necitumumab drug substance is manufactured at ImClone Systems, LLC. Storage and testing 
facilities for drug substance are listed in the table below:

Facility FEI Number 
(s) Responsibility 

ImClone Systems LLC 3002889358 

Drug substance 
manufacturing; MCB and 
WCB storage, release 
and stability testing 

Eli Lilly and Company 1819470 Back up MCB and WCB 
storage 

Reviewer’s comment: The ImClone Systems LLC facility was inspected on March 6-9, 2015 by 
Peter Qiu, Ph.D., OPQ/OPF/DIA and was VAI. 

(b) (4)

(b) (4)

9 Page(s) have been Withheld in Full as B4 (CCI/TS) immediately 
following this page 

(b) (4) (b) (4)
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Reviewer’s comments: Lilly’s Indianapolis facility was inspected conducted by the district on July 
27- August 04, 2015.

3.2.P.3.2 BATCH FORMULA
The proposed commercial batch size of Necitumumab Drug Product is approximately 
L

3.2.P.3.3 DESCRIPTION OF MANUFACTURING PROCESS AND PROCESS 
CONTROLS 
Manufacturing Process

(b) (4)

(b) (4)

(b) (4)

30 Page(s) has been Withheld in Full as B4 (CCI/TS) immediately 
following this page 
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Satisfactory

3.2.P.4 CONTROL OF EXCIPIENTS:
This section should be reviewed by OBP

3.2.P.5 CONTROL OF DRUG PRODUCT
3.2.P.5.1 Specifications
The microbial for the drug product release specifications are Necitumumab should be sterile with 
endotoxin limit of .
The proposed commercial dose of Necitumumab drug product is a flat dose of 800 mg (doses are 
not scaled for bodyweight). Based on this dose, t
the release of the drug product provides  fold of safety factor. 
The DP, 50 mL (800mg) solution is diluted in 0.9% sodium chloride injection USP prior to 
administration by intravenous infusion.

Satisfactory

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.

Not applicable
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