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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

WO Bldg 51
10903 New Hampshire Ave.

Silver Spring, MD 20993

Date:  2/11/2016
To: Administrative File, STN 125544/0/38 (dated October 5, 2015)
From: Bo Chi, Ph.D., CDER/OPQ/OPF/DMA/Branch IV
Endorsement: Patricia Hughes, Ph.D., Acting Branch Chief, CDER/OPQ/OPF/DMA/Branch IV 
Subject: 351(K) Biologic License Application (BLA) Resubmission
Applicant: Celltrion, Inc.
US License: 1996
Facility: CELLTRION, Inc., 20, Academy-ro 51 beon-gil, Yeonsu-gu, Incheon, Republic 

of Korea
FEI: 3005241015

Product: CT-P13
Dosage: Powder for solution, 100 mg/vial, intravenous
Indication: Rheumatoid arthritis, ankylosing spondylitis, psoriatic arthritis, plaque psoriasis, 

ulcerative colitis, Crohn’s disease, pediatric ulcerative colitis and pediatric 
Crohn’s disease

BsUFA date: April 5, 2016

Recommendation:  This review memo covers the shipping validation of unlabeled drug product 
vials.  The shipping of unlabeled DP vials from Celltrion to  has been adequately 
validated.

Review Summary 
This is a resubmission to Biologics License Application (BLA) STN125544/0 for CT-P13.  In 
the resubmission package, an additional labeling and packaging site at  

was added.  The shipping validation data covering the shipping of unlabeled drug 
product vials from the DP facility at Celltrion, Incheon, Republic of Korea to

were provided in amendment dated 2/5/2016 (Sequence 45).  This review memo reviews 
these shipping validation data.

Assessment

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Primary reviewer signature
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Digitally signed by Bo Chi -S 
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Date: 2016.02.24 11:21:10 -05'00'
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Digitally signed by Patricia F. 
Hughestroost -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
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cn=Patricia F. Hughestroost -S 
Date: 2016.02.24 12:41:56 -05'00'
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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

WO Bldg 51
10903 New Hampshire Ave.

Silver Spring, MD 20993

Date:  1 May, 2015
To: Administrative File, STN 125544/0
From: Reyes Candau-Chacon, PhD. Reviewer, OPQ/OPF/DMA
Through: Patricia Hughes, Ph.D., Acting Branch Chief, OPQ/OPF/DMA
Subject: New 351(k) Biologic License Application (BLA)
US License: 1996
Applicant: CELLTRION, Inc.
Facilities: CELLTRION, Inc. (FEI 3005241015), 23, Academy-ro, Yeonsu-gu, Incheon, 406-

840, Republic of Korea
Product: CT-P13, proposed biosimilar to US-licensed Remicade (infliximab), INFLECTRA

Dosage: Sterile lyophilized powder in single-use 20-ml vials containing 100 mg/vial CT-P13
for reconstitution with 10 mL SWFI and further dilution with 0.9% sodium chloride 
for injection prior to IV infusion.

Indication: Proposed biosimilar for the treatment of Crohn’s Disease, Pediatric Crohn’s Disease, 
Ulcerative Colitis, Pediatric Ulcerative Colitis1, Rheumatoid Arthritis, Ankylosing 
Spondylitis, Psoriatic Arthritis, and Plaque Psoriasis

Due date: June 8, 2014

Recommendation for Approvability: The drug substance part of BLA 125544 as amended is
recommended for approval from a microbial control and microbiology product quality perspective.

Review Summary
CELLTRION, Inc. has submitted 351(k) BLA 125544 to obtain approval of CT-P13. CT-P13 is a 
chimeric monoclonal antibody of the IgG1 subclass; CT-P13 is a proposed biosimilar to US-licensed 
Humira (infliximab); infliximab binds to soluble and membrane- .

1 This reflects information for Inflectra that Celltrion submitted on August 8, 2014. We note that the indication for pediatric ulcerative 
colitis is protected by orphan drug exclusivity expiring on September 23, 2018. See the Orphan Drug Designations and Approvals 
database at http://www.accessdata fda.gov/scripts/opdlisting/oopd/index.cfm.

Maria D. 
Candauchacon -S

Dig tally s gned by Maria D  Candauchacon S 
DN  c=US  o=U S  Government  ou=HHS  ou=FDA  
ou=People  0 9 2342 19200300 100 1 1=2000639745  
cn=Maria D  Candauchacon S 
Date  2015 05 14 09 32 05 04'00'

Patricia F. 
Hughestroost -
S

Digitally signed by Patricia F. 
Hughestroost -S 
DN: c=US, o=U S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=130009
6547, cn=Patricia F. Hughestroost -S 
Date: 2015.05.14 09:36:23 -04'00'
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S.7.3 Stability Data
All bioburden and endotoxin results are within specifications; bioburden was  
CFU/10 mL for all samples; endotoxin was  EU/mL for all samples.

Reviewer Comments:
All results were within acceptance criteria; however, microbial quality results 
of stability batches are not necessarily representative of other batches. In 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



STN 125544/0, Celltrion, Inc.

Page 49 of 55

addition, stability samples were not stored in the commercial container 
closure.

Satisfactory

Environmental Assessment
A categorical exclusion for an action on a biologic product application, if the action does not 
increase the use of the active moiety is claimed under 21 CFR 25.31(a). The biosimilar product CT-
P13 substitutes directly for an approved product for the approved indications; therefore, it is not 
considered to increase the use of the active moiety. In addition, CT-P13 is a protein and its 
metabolites will breakdown in the environment to carbon dioxide, water and nitrogen; therefore, no 
extraordinary circumstances exist as described in 21 CFR 25.21.

cGMP Status
Refer to Panorama for cGMP status of the relevant facilities.

Conclusion
I. The drug substance section of this BLA as amended was reviewed from a microbial control 

and microbiology product quality perspective and is recommended for approval.

II. The BLA should be reviewed by an OBP reviewer.

III. A pre-license inspection was conducted at CELLTRION, Inc. from February 23rd to March 6th,
2015 by OPF/DMA (Bo Chi and Reyes Candau-Chacon), OBP (Kurt Brorson and Peter 
Adams) and OIP (Syin Chiang). A 15-observation 483 was issued.

6 Page(s) has been Withheld in Full as b4 (CCI/TS) 
immediately following this page









































DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

WO Bldg 51
10903 New Hampshire Ave.

Silver Spring, MD 20993

Date:  5/5/2015
To: Administrative File, STN 125544/0
From: Bo Chi, Ph.D., CDER/OPQ/OPF/DMA/Branch IV
Endorsement: Patricia Hughes, Ph.D., Acting Branch Chief, CDER/OPQ/OPF/DMA/Branch IV 
Subject: New 351(K) Biologic License Application (BLA)
Applicant: Celltrion, Inc.
US License: 1996
Facility: CELLTRION, Inc., 20, Academy-ro 51 beon-gil, Yeonsu-gu, Incheon, Republic 

of Korea
FEI: 3005241015

Product: CT-P13
Dosage: Powder for solution, 100 mg/vial, intravenous
Indication: Rheumatoid arthritis, ankylosing spondylitis, psoriatic arthritis, plaque psoriasis, 

ulcerative colitis, Crohn’s disease, pediatric ulcerative colitis1 and pediatric 
Crohn’s disease

BsUFA date: June 8, 2015

Recommendation:  The drug product part of this BLA, as amended, is recommended for 
approval from sterility assurance and product quality microbiology perspective.

Review Summary 
Celltrion has submitted this Biologics License Application (BLA) under 351(k) of the Public 
Health Service Act for CT-P13, an anti-human tumor necrosis factor alpha (T -
murine IgG1 monoclonal antibody.  This is a proposed biosimilar product to US licensed 
Remicade® (infliximab).  The BLA seeks licensure for the same indications for which the 
reference product Remicade is currently approved. CT-P13 drug substance (DS) and drug 
product (DP) are manufactured at Celltrion, Incheon, Republic of Korea. This application 
contains CMC information in an eCTD format. 

Assessment
Drug Product
Description of the Composition of the Drug Product (3.2.P.1):

1 This reflects information for Inflectra that Celltrion submitted on August 8, 2014. We note that the indication for pediatric 
ulcerative colitis is protected by orphan drug exclusivity expiring on September 23, 2018. See the Orphan Drug Designations 
and Approvals database at http://www.accessdata fda.gov/scripts/opdlisting/oopd/index.cfm.
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FDA follow-up question:
Please provide the sensitivity of the microbial ingress test and correlation to that 
of the dye ingress and pressure decay tests as soon as the information is available 
within the review cycle.

Firm’s response in amendment dated 1/15/2015 (Sequence 16):

(b) (4)

(b) (4)



BLA STN125544/0, Celltrion, CT-P13
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Reviewer comment: The container closure integrity tests are adequately 
validated.  Additional information on the vacuum decay test is provided below.

Satisfactory

Describe how the vacuum decay test is conducted and the challenges applied to 
the vials during the test.

Firm’s response in amendment dated 1/15/2015 (Sequence 16):

(b) (4)

(b) (4)
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Please explain how the positive controls are prepared for the studies provided in 
Table 3.2.P.2.5–1.  Provide the results of the positive and negative controls for 
the studies.

Firm’s response in amendment dated 1/15/2015 (Sequence 16):

Reviewer comment: It appears that no positive controls were used for dye ingress 
or microbial ingress tests conducted for the studies provided in Table 3.2.P.2.5–1.
However, a positive control with calibrated leak is used prior to each vacuum 
decay test conducted.  In addition, the sensitivities of the microbial ingress test,
dye ingress test, and vacuum decay test were demonstrated to be comparable in 
the validation studies.  Therefore, the vacuum decay test results demonstrating 
integral container closure of CT-P13 DP vials are reliable.

During the pre-license inspection, the sponsor communicated that some of the 
data provided in Table 3.2.P.2.5-1 were generated using vials crimped at a site 
other than Celltrion.  It was not clear if the crimping parameters used for those 
vials are applicable to the process at Celltrion.

FDA question:
During the pre-license inspection (PLI), it was communicated that some of the 
data provided in Table 3.2.P.2.5-1 were generated using vials crimped at a site 
other than Celltrion.  It was not clear if the crimping parameters used for those 
vials are applicable to the process at Celltrion.  Provide the relevant container 
closure integrity data using CT-P13 drug product vials manufactured at 
Celltrion.

Firm’s response in amendment dated 4/17/2015 (Sequence 30):

(b) (4)

(b) (4)
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Reviewer comment:  The above results were obtained using an engineering batch 
(12B1C001) manufactured at Celltrion.  The positive control for the vacuum 
decay method has a breach size of μm. Container closure integrity test is 
conducted for each DP batch manufactured.

FDA follow-up question:
You indicate that the target capping head height is .  Please provide the unit for 
head height.  

Firm’s response in amendment dated 1/15/2015 (Sequence 16) copied:

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)
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Table 4).

Satisfactory

Manufacture (3.2.P.3):
Manufacturers (3.2.P.3.1):
CELLTRION, Inc., 
20, Academy-ro 51 beon-gil, 
Yeonsu-gu, Incheon, 
406-840, Republic of Korea
FEI: 3005241015
DP manufacturing, release and stability testing of DS and DP, secondary packaging and 
labeling, testing of MCB and WCB

CELLTRION, Inc.,
23, Academy-ro,
Yeonsu-gu, Incheon,
406-840, Republic of Korea
FEI: 3005241015
Release and stability testing of DP

Description of the Manufacturing Process and Process Controls (3.2.P.3.3)

(b) (4)

(b) (4)

(b) 
(4)

59 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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Stability (3.2.P.8)
The proposed shelf life for CT-P13 drug product is months when stored at 2-8oC.  At least 
one commercial batch will be added to the stability program.  Sterility test is conducted 
initially, at 12 month, and then every 6 months thereafter until expiry. Endotoxin is tested 
initially and every 6 months until expiry.  A container closure integrity testing is not on the 
stability program.

FDA question:
We recommend conducting container closure integrity test in lieu of sterility test for 
stability samples annually and at expiry.  Describe the container closure integrity test 
that will be used on the stability program, including the challenge conditions, sensitivity 
of the test (smallest breach size the test can detect), and how the positive controls will be 

(b) (4)

(b) (4)
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was not evaluated and should be reviewed by an OBP reviewer.

III. See panorama for GMP status of the relevant facilities.

Cc: Chi 
Hughes
Ton

Primary reviewer signature

Secondary reviewer signature

Bo Chi -A
Digitally signed by Bo Chi -A 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, cn=Bo Chi -A, 
0.9.2342.19200300.100.1.1=1300194820 
Date: 2015.05.07 10:16:10 -04'00'

Patricia F. 
Hughestroost 
-S

Digitally signed by Patricia F. 
Hughestroost -S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=13000965
47, cn=Patricia F. Hughestroost -S 
Date: 2015.05.07 10:24:27 -04'00'
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

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

 
 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
 
 
 
 
 
 
 
 
Product Quality Reviewer(s)        Date 
 
 
 
Branch Chief/Team Leader/Supervisor      Date 
 
 
 
Division Director          Date 
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