CENTER FOR DRUG EVALUATION AND RESEARCH
Approval Package for:

APPLICATION NUMBER:

BLA 125057/S-381
Trade Name:

HUMIRA

Generic Name: adalimumab
Sponsor:

Abbott Laboratories

Approval Date: 08/07/2014
Indication:

HUMIRA is a tumor necrosis factor (TNF) blocker indicated for treatment of:
Rheumatoid Arthritis - Reducing signs and symptoms, inducing major clinical response, inhibiting the
progression of structural damage, and improving physical function in adult patients with moderately to
severely active disease.
Juvenile Idiopathic Arthritis - reducing signs and symptoms of moderately to severely active polyarticular
juvenile idiopathic arthritis in patients 4 years of age and older.
Psoriatic Arthritis - Reducing signs and symptoms of active arthritis, inhibiting the progression of structural
damage, and improving physical function.
Ankylosing Spondylitis - Reducing signs and symptoms in patients with active disease.
Crohn's Disease - Reducing signs and symptoms and inducing and maintaining clinical remission in adult
patients with moderately to severely active Crohn’s disease who have had an inadequate response to
conventional therapy. Reducing signs and symptoms and inducing clinical remission in these patients if they
have also lost response to or are intolerant to infliximab.
Plaque Psoriasis - The treatment of adult patients with moderate to severe chronic plaque psoriasis who are
candidates for systemic therapy or phototherapy, and when other systematic therapies are medically less
appropriate.
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APPROVAL LETTER

DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

sBLA 125057/S-381
SUPPLEMENT APPROVAL
AbbVie Inc.
1 North Waukegan Road
North Chicago, IL 60064
Attention: Paul Helms, M.S.
Associate Director, Regulatory Affair
Dear Mr. Helms:
Please refer to your Supplemental Biologics License Application (sBLA), dated April 7, 2014,
received April 7, 2014, submitted under section 351(a) of the Public Health Service Act for
Humira® (adalimumab).
We acknowledge receipt of your amendment dated July 3, 2014.
This “Prior Approval” supplemental biologics application provides for a modification to the
firing button component for the Humira Pen.
APPROVAL
We have completed our review of this supplemental application, as amended. It is approved,
effective on the date of this letter.
REPORTING REQUIREMENTS
We remind you that you must comply with reporting requirements for an approved BLA (in
21 CFR 600.80 and in 21 CFR 600.81).
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If you have any questions, call Sadaf Nabavian, Sr. Regulatory Project Manager, at (301) 7962777.

Sincerely,
{See appended electronic signature page}

Badrul A. Chowdhury, MD, PhD
Director
Division of Pulmonary, Allergy, and Rheumatology
Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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MEDICAL REVIEW(S)

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
DIVISION OF PULMONARY, ALLERGY, AND RHEUMATOLOGY PRODUCTS
10903 New Hampshire Avenue; Building 22
Silver Spring MD 20993-0002

Medical Officer Review
______________________________________________________________________________
BLA:

125057/381

Drug name:

Humira® (Adalimumab)

Sponsor:

Abbvie

Type of Submissions:

Prior Approval Supplement

Date of Submission:

April 7, 2014

Date of Receipt:

April 7, 2014

eCTD#:

285

Additional submissions:

Amendment dated July 3, 2014 (eCTD 309)

Review Date:

July 25, 2014

Reviewer:

Janet W. Maynard, M.D., M.H.S.

Dep Dir for Safety:

Sally Seymour, M.D.
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(b) (4)

The Applicant submitted device testing data related to the originally approved
autoinjector and recent changes to the autoinjector. All device related data were
reviewed by CDRH-device and were felt to be reasonable from a CDRH engineering
review perspective. To support the proposed device changes, the sponsor performed
device testing related to the force to fire and free-fall conditioned autoinjectors. For all
device testing, the results were within the device specifications. Relevant specifications
include:
(b) (4)

Performance Testing: Force to Fire
Design verification testing was performed on 210 autoinjectors with the improved firing
button and alternative firing mechanism subassembly. This testing demonstrated that the
firing button design changes did not impact the force to fire functionality of the Pen (i.e.,
the force required to press the firing button and actuate the device). Testing was
performed under three different conditions: room temperature, 2-8oC (Humira Pen
recommended storage temperature) and 20-40 minutes after removal from the
(b) (4)
recommended storage temperature. The mean force to fire ranged from
across
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(b) (4)
the three test conditions, which is within the design verification specification of
.
In addition, this was similar to the required force to fire noted in Supplement 342, were
(b) (4)
the proposed force to fire was
Thus, the proposed device changes do not result
in a change in the required force to fire to the currently approved Humira Pen.
(b) (4)

Performance Testing: Free-Fall Conditioned Autoinjectors
The Applicant evaluated 60 autoinjectors with the modified firing button design for
delivery time and volume after free fall pre-conditioning even though the proposed
design changes are not anticipated to impact the dispensing performance of the Humira
Pen. All acceptance criteria were met for these performance tests.
Since the firing button design changes are not visible to the patient and do not affect how
the user interfaces with the device, no Human Factors study was conducted on this
proposed change.
The Office of Biological Products (OBP) reviewed the proposed device modifications
and did not have any concerns with the proposed changes. The device changes would not
be anticipated to affect the product itself. Thus, OBP recommended approval of this
supplement.
Reviewer’s comments: The completed device testing indicates that the proposed device
changes maintain device performance within the device specifications. Further, the force
to fire the device is similar to the currently approved device. There does not appear to be
device changes that affect how the user interfaces with the device. Thus, human factors
testing does not appear to be necessary to support the proposed changes. While it is
unclear whether the slight decrease in the time to initiate injections and the decreased
risk of accidental firing with device dropping represent significant device improvements,
these may represent minor improvements that may decrease use related errors.
4. Summary of Changes and Recommendations
The Applicant proposes modifications to the Humira Pen to minimize medication errors
associated with its use. The proposed modifications may help mitigate some of the
device-associated medication errors and user complaints. There may be other categories
of autoinjector-related injection issues that are not mitigated by the Sponsor’s
proposed changes. However, the proposed changes may provide incremental
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improvement in the use of the Humira Pen autoinjector. Further, the Sponsor has worked
closely with the Agency on incremental improvements in the Humira Pen and has a longterm plan to redesign the autoinjector. Thus, we recommend approval of this supplement.
4.1 Recommended Regulatory Action
The recommended regulatory action is approval of this supplement.
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OTHER REVIEW(S)

Free-Fall Conditioned Autoinjectors
Autoinjectors were dropped from a distance of 1meter and were allowed to fall directly onto the
(b) (4)
(b) (4)
syringe needle (
end, dropped onto the opposite
end, and allowed to fall in a horizontal attitude. After the falls, the autoinjectors were subjected
to the following tests to ensure correct performance of the autoinjector in the delivery of the
intended drug.
Ɣ All ejection times into air were within specification.
Ɣ All delivered volumes were greater than or equal to the 0.8 mL minimum specification.
Ɣ All exposed needle length measurements were within specification.
Ɣ All

(b) (4)

depth measurements were within specification.

Ɣ All measured dose efficiencies were within specification.
Ɣ All
from the syringe.
Ɣ All

(b) (4)

(b) (4)

removal operations were successful in removing the

(b) (4)

removal operations were successful.

Ɣ The autoinjector fired successfully in all tests.
Ɣ No wet injections occurred for any of the tests.
Ɣ The yellow indicator was displayed in the window at the end of all injections.
(b) (4)
Ɣ The
successfully activated after all injections.
(

Free-fall performance testing was done for autoinjectors with the alternative Cap 2 and
and all acceptance criteria were met.

(b) (4)

(b) (4)
Even though the design modifications to the
and button do not impact dispensing
functionality after actuation, sixty (60) autoinjectors with the improved firing button design were
still tested for delivery time and volume after free-fall pre-conditioning and all acceptance criteria
were met.
(b) (4)

Two hundred (200) non-conditioned firing mechanism subassemblies, stored at room temperature
(b) (4)
were tested with the originally-approved
(Cap 2) design. The mean measured force
(b) (4)
required to remove the
at room temperature from these subassemblies was
(b) (4)
approximately (b) (4) The results ranged from approximately
, meeting the design
(b) (4)
verification specification of
. Other tests showed that at 2 to 8°C, a force as high as (b)
(4)
(b) (4)
(with mean forces in two tests at approximately
could be required to remove
(b) (4)
the
.
(b) (4)
For the alternative design for the
(Cap 2), two hundred ten (210) firing mechanism
subassemblies were tested. Testing was performed under three different conditions: room
temperature, 2-8 °C (the Humira Pen recommended storage temperature) and 20-40 min after
removal from the recommended storage temperature. The mean results over the different
(b) (4)
conditions tested ranged from
, meeting the design verification specification of (b) (4)
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