MICROMEDEX" POLICY ON
OFF-LABEL INDICATIONS

Micromedex products from the Healthcare business of Thomson Reuters contain FDA-approved or “labeled”
indications as well as unapproved or “off-label” indications for drug therapy. Discovery and adoption of new
uses for marketed drugs often precedes FDA approval of such uses. Furthermore, some manufacturers fail
to seek FDA approval of new indications. Nonetheless, this information is critical to clinicians in day-to-day
practice. Micromedex understands the importance of including information on off-label indications in its
products.

To continue the long-standing reputation of Micromedex as a leading provider of unbiased information
and to support best practices in drug therapy, Micromedex adheres to its policy for inclusion of off-label
indications in its databases and products.

Micromedex strives to achieve representation in the following areas:
* Cardiology and Nephrology

* Clinical Toxicology and Substance Abuse
 Critical Care and Emergency Medicine

* Dermatology

* Endocrinology

» Gastroenterology

* Hematology and Oncology

* Infectious Diseases

* Neurology

* Nuclear Medicine and Radiology

* Nutrition and Electrolytes

* Obstetrics and Gynecology

e Ophthalmology

e Otorhinolaryngology

* Pediatrics

e Psychiatry

e Pulmonology

* Rheumatology and Clinical Immunology
* Urology

IDENTIFICATION OF OFF-LABEL INDICATIONS

At Micromedex, there are two mechanisms for identifying off-label indications. First and foremost, off-label
indications are identified through routine monitoring of the primary literature and other accepted sources of
medical information such as the FDA, NIH, and CDC. Second, off-label indications may be identified through
the consideration of external requests or suggestions for inclusion in Micromedex databases and products.
Patient safety and breakthrough therapies are considered in prioritization of indication review.

RESEARCH OF OFF-LABEL INDICATIONS

Regardless of how the off-label indication is identified, members of the Micromedex editorial staff—in
conjunction with the medical librarian—conduct a thorough search of the primary literature and other
accepted sources of information to identify additional relevant, published information, including negative or
inconclusive findings. This ensures all pertinent articles are considered in the analysis.
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CLINICAL REVIEW

Once identified, the evidence is reviewed and evaluated for statistical and methodological validity. If the
documentation is deemed sufficient to warrant inclusion, the off-label indication is added to the Micromedex
database. In addition to thorough analysis of supporting documentation and internal clinical review,
off-label indications meeting the following criteria are reviewed by an internal panel comprising members of
the senior clinical staff:
* Rare diseases
* New indications with a Strength of Recommendation rating of “Recommended”

or “Recommended in Most Cases,” or an Acceptance rating of “Accepted”
» Existing indications for which the associated ratings significantly change

OUTSIDE EXPERT REVIEW

Occasionally, the internal panel determines documentation to be debatable or controversial. In these cases,
the indications are sent to an external Editorial Board maintained by Micromedex. This board is made up of
external experts with expertise in a variety of specialties.

Additionally, a separate board, the Oncology Advisory Board—made up of oncology experts—reviews new
off-label indications related to oncology as well as revisions that result in a significant change in the
associated ratings.

The board members must be practicing physicians with board certification in applicable specialty areas or
practicing pharmacists with board certification and/or advanced training in applicable specialty areas. In
addition, board members must have at least five years of clinical experience in the applicable specialty area
and possess current knowledge of standard practices of care and established clinical guidelines related to
drug therapy. All board members must comply with the Micromedex Conflict of Interest Policy.
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