September 25, 2015

Express Mail

Jose A. Moreno Toscano
President

ALK-Abello, Inc.

1700 Royston Lane
Round Rock, Texas 78664

Dear Mr. Toscano:

Through routine monitoring and surveillance, the Office of Compliance and Biologics
Quality in the Center for Biologics Evaluation and Research of the United States Food
and Drug Administration (FDA) has reviewed your website www.alk-abello.com as well
as other information in our records concerning licensed non-standardized allergenic
extracts used in the diagnosis and treatment of allergic disease. It has come to our
attention that correct and consistent nomenclature is not being used, and that the
proportions of non-standardized extracts used in licensed allergen mixtures are not
identified. The Federal Food, Drug, and Cosmetic Act provides that a drug, including an
allergenic extract, shall be deemed to be misbranded if its labeling is false or misleading
in any particular (Section 502(a) Federal Food, Drug, and Cosmetic Act) [21 U.S.C. 352
(@)]. Such a product may also be misbranded if the contents are not described with
adequate specificity, as required under regulation (21 CFR 610.14, 610.61, 680.1(b)) and
statute [21 U.S.C. 352(c), 352(e)(1)(A)(ii)].

The use of incorrect nomenclature, or multiple descriptors for allergenic extracts derived
from the same source material, can lead to mistakes in diagnosis and inappropriate
treatment of allergies. For example, an adverse reaction could result if two allergenic
extracts identified using inconsistent nomenclature actually contain the same allergen and
are administered to the same individual. In addition, the inaccurate identification of the
proportions of non-standardized extracts used to make licensed allergen mixtures can
lead to mistakes in the diagnosis and inappropriate treatment of allergies. Consistent use
of identifying terminology and correct identification of the proportions of each non-
standardized extract used to make licensed allergen mixtures are necessary to assure that
allergenic extracts are accurately labeled and not misbranded.

Reviews by external panels of data related to the safety, effectiveness, and labeling for
non-standardized allergenic extracts took place in 1974-1979 and 1982-1983 and support


http://www.alk-abello.com/
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the use of full and accurate nomenclature. The first panel’s report included the proposal
that specific designations and identifiers for the source materials be used and that these
appear on the product label for all allergenic extracts. The second panel reviewed the
findings of the first panel and further specified that genus/species names be used to
identify pollen, mold and plant extracts.

FDA formed an internal committee to review available scientific and medical data from
published literature on the safety and effectiveness of non-standardized allergenic
extracts. During this review, FDA determined that nomenclature was not consistently
applied. For example:

¢ Information on specific species cannot be ascertained because some products are
identified using the term “mixed”

e Manufacturers have multiple listings in the licenses for allergenic extracts derived
from the same source material

e The adoption of a different naming convention for the same source material of a
specific genus and species licensed by another manufacturer

e The identity of the extract is listed by genus only, so different species may be
represented across manufacturers.

This review became the basis for the nomenclature provided in this letter (see
Attachments) to fully and accurately identify licensed non-standardized allergenic
extracts. Technology is readily available to accurately identify the species of all source
materials used for allergenic extract manufacture, so that valid nomenclature can be
applied to non-standardized allergenic extracts. As described in this letter (see
Attachments), FDA has provided proper identifiers for source materials that, if
consistently used, would accurately identify non-standardized allergenic extracts derived
from these materials.

Additionally, the identification of licensed mixtures of non-standardized allergenic
extracts is ambiguous and leads to confusion and potentially inappropriate use of these
extracts in the diagnosis and treatment of allergic disease. Frequently a product is
identified by genus only and the species is unknown. Also, even when the component
species used to manufacture the licensed allergen mixture are identified, the proportions
of each non-standardized extract used to make the licensed allergen mixture are not
identified. This inaccurate identification of the proportions of each non-standardized
extract used in these licensed allergen mixtures also leads to confusion and potentially
inappropriate treatment of allergies.

! Under 21 CFR 610.17, licensed biological products must not be combined with other licensed biological
products “either therapeutic, prophylactic or diagnostic,” except as covered by a license obtained for the
combined product. All mixes of allergenic extracts, including custom mixes, must be subject of an
approved biologics license application or have in effect an investigational new drug application. FDA is
addressing prescription sets of allergenic extracts in separate guidance. See Draft Guidance for Industry,
Mixing, Diluting, or Repackaging Biological Products Outside the Scope of an Approved Biologics
License Application. http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-
gen/documents/document/ucm434176.pdf



http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm434176.pdf
http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm434176.pdf
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The nomenclature identifiers provided in this letter (see Attachments) do not necessarily
constitute an exhaustive list of your products used in the diagnosis and treatment of
allergic disease. It is your responsibility to ensure that the labeling for all of your
licensed biological products accurately identifies the products and complies with all
applicable laws, regulations, and standards.

Please review the nomenclature identifiers provided in this letter (see Attachments) and
notify this office, in writing, of: (1) the steps you have taken or will take to properly
identify the non-standardized allergenic extracts that are not identified, or properly
identify the proportions of non-standardized extracts used to make licensed allergen
mixtures, or both, based on the nomenclature provided in this letter; (2) your proposed
timeframes for submitting labeling supplements under 21 CFR 601.12(f)(2)(i)(E) for
product labeling that needs revision; and (3) your plans to update your establishment
registration and product listing information including all currently manufactured products
under Section 510 of the Act [21 U.S.C. 360]. Your response should be sent to me at the
following address: U.S. Food and Drug Administration, Center for Biologics Evaluation
and Research, 10903 New Hampshire Avenue, WO71-5030, Silver Spring, Maryland,
20993-0002.

In addition, please identify any non-standardized allergenic extracts that you have
discontinued manufacturing and have no plans to manufacture in the future. For those
non-standardized allergenic extracts that you no longer manufacture or intend to
manufacture, if any, we ask you to consider submitting a voluntary request that your
biologics license be revoked with regard to those extracts.

If you have questions concerning this matter, you may contact me at (240)-402-9153.
Additionally, you may contact Dr. Jay Slater, Director, Division of Bacterial, Parasitic,
and Allergenic Products, Office of Vaccines Research and Review at (240)-402-7396.

Sincerely,

Mary A. Malarkey

Director

Office of Compliance and Biologics Quality
Center for Biologics Evaluation and Research

Attachments:

Table 1 — Licensed non-standardized allergenic extracts with incorrect identifiers and
recommended correct identifiers

Table 2 — Licensed non-standardized allergenic extracts with correct identifiers
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cc:
Andrew Ameye

Vice President

ALK-Abello, Inc.

35 Channel Drive

Port Washington, New York 11050

Steve Haynes

Authorizing Official

ALK-Abello, Inc.

35 Channel Drive

Port Washington, New York 11050
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