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	The Delaware Valley

DRUG METABOLISM DISCUSSION GROUP

On
Friday, September 26th, 2008
at the
Sheraton Bucks County, Langhorne, PA
(see reverse side for directions)

will host a discussion on
Metabolites in Safety Testing: Implications of the FDA Guidance

In February, 2008, the FDA issued guidance on the safety testing of metabolites. The draft form prompted a considerable amount of controversy over the years during its evaluation and the final form is still being heavily discussed. The scientific, regulatory and financial implications are highly significant.

The DVDMDG will host the following speakers to present their views:

· Aisar Atrakchi, Pharmacology-Toxicology Team Leader in the Division of Psychiatry Products, U.S. Food and Drug Administration/CDER (abstract below)

· R. Scott Obach, Senior Research Fellow, 
Pharmacokinetics, Pharmacodynamics & Drug Metabolism, Pfizer Inc.
· Scott Grimm, Senior Section Director, Disposition and Metabolism Clinical Pharmacology & DMPK AstraZeneca Pharmaceuticals R&D
· Eric Fluhler, Assistant Vice President - Bioanalytical R&D, Wyeth Pharmaceuticals 
followed by a general discussion.




The registration fee for University Faculty is $40 and $150 ($175 for onsite registration) for all other attendees, including tax and gratuities. Students (with valid, current ID card) are FREE. Checks (made out to “DMDG”) or Cash only. Credit cards cannot be accepted. Reservations must be made by September 23th and may be made in several ways:

1) with your committee person, 

2) calling Chris Kemper at 609-806-4814 or faxing at 609-951-0080, 

3) on our website at http://www.dvdmdg.org/dmdgregron.html, or

4) by mail to Chris Kemper, Taylor Technology Inc., 301D College Road East, Princeton, NJ 08540
E-mail addresses of the steering committee members can also be found at the site. Payment should be sent to Chris only. Cancellations cannot be honored after September 23rd.

Directions to the Sheraton Bucks County

400 Oxford Valley Road

Langhorne, PA 19047

215-547-4100

HOW TO GET TO THE SHERATON BUCKS COUNTY FROM:

PRINCETON/TRENTON:


Rt. 1 South to Oxford Valley Exit. Turn left onto Oxford Valley Road. After 4th traffic light, hotel will be on your left.

FROM MANHATTAN:
Take Exit 6 off the New Jersey Turnpike to the Pennsylvania Turnpike. Use Exit 351 off the Pennsylvania Turnpike to US Rt.1 North. Take Rt. 1 North to the Oxford Valley Exit. Make right onto Oxford Valley Road, after 4th traffic light, hotel will be on your left.

FROM BALTIMORE:

I-95 North to Morrisville Exit 46A. Then Rt. 1 North to Oxford Valley Exit. Turn right onto Oxford Valley Road. After 4th Traffic light, hotel will be on your left.

 

FROM WESTERN PENNSYLVANIA:

East on PA Turnpike. Exit 351 to Rt. 1 North to Oxford Valley exit. Turn right on Oxford Valley Road. After 4th traffic light, hotel will be on your left

The Safety Assessment of Human Drug Metabolites from an FDA Perspective

Dr. Aisar Atrakchi, Pharmacology-Toxicology Team Leader in the Division of Psychiatry Products, co-chair of the CDER Pharmacokinetic/Toxicokinetic Subcommittee and a principal author of the metabolite guidance.

The CDER Guidance for Industry, Safety Testing of Drug Metabolites, was finalized in February 2008. 

Nonclinical evaluation of drug safety usually consists of standard animal toxicology studies. These studies usually include assessment of drug exposure, primarily parent drug plasma concentration. Generally, drug plasma concentration and systemic exposure in the nonclinical studies are compared with systemic exposure in humans to assess the potential risks suggested by nonclinical findings and guide monitoring in clinical trials. This testing paradigm usually is sufficient when the metabolic profile in humans is similar to that in at least one of the animal species used in nonclinical studies.

However, metabolic profiles can vary across species both quantitatively and qualitatively, and there are cases when clinically relevant metabolites have not been identified or adequately evaluated during nonclinical safety studies. This situation can occur if the metabolite is formed only in humans and is absent in the animal test species or if the metabolite is present at disproportionately higher levels in humans than in the animal species used in the standard toxicity testing with the parent drug. 

The specific contribution of these metabolites to the overall toxicity of the parent drug has often remained unknown. This lack of knowledge of the role of metabolites in drug toxicity may be partially due to the inadequate sensitivity of the analytical methods used to detect and characterize metabolites derived from the parent drug. Technological advances during the past decade have greatly improved the analytical capabilities to detect, identify, and characterize metabolites and allow for better understanding of the role metabolites play in drug safety assessment. 

Generally, metabolites identified only in human plasma or metabolites present at disproportionately higher levels in humans than in any of the animal test species should be considered for safety assessment. Human metabolites that can raise a safety concern are those formed at greater than 10 percent of parent drug systemic exposure at steady state. 

Two approaches can be considered to assess the drug metabolite. The first approach is to identify an animal species routinely used in toxicity studies that forms the metabolite at adequate exposure levels, and then investigate the drug’s toxicity in that species. The second approach, if a relevant animal species that forms the metabolite cannot be identified, is to synthesize the drug metabolite and directly administer it to the animal for further safety evaluation. In this approach, analytical methods that are capable of identifying and measuring the metabolite in nonclinical toxicity studies should be developed. 
For metabolites present at >10% of parent drug systemic exposure, general concepts for safety testing as delineated in the guidance are provided in this presentation. Further, a number of case examples are provided to illustrate the safety testing. 
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