From: Lisa Boothby [Lisa.Boothby@crhs.net]

Sent: Thursday, March 22, 2001 3:48 PM

To: 'fdadockets@oc.fda.gov'

Cc: Lisa Boothby

Subject: Comments on 21 CFR 201

Attached are our comments regarding 21 CFR 201.  Please let me know if you

have any trouble retrieving this document so that I may resend.

Thank you,

Lisa Boothby, Pharm.D.

 <<Comment on Physician Labeling Proposal.doc>> 

Comment on Physician Labeling Proposal, Comments due by March 22, 2001

We are against the current proposed rule, 21 CRF 201, Physician Labeling Proposal, in its current form.1  As Drug Information Specialists, we recognize the need for Drug Information references in a busy practice setting for use in clinical decision-making.  It has been well documented that the Physicians’ Desk Reference, a compilation of package inserts, is the main source of Physicians’ Drug Information.2   As such, we concur with the lack of utility of the current package insert to guide prescribing of drugs to pregnant and lactating women in a busy practice.  However, our opinions differ as to the reasons for the lack of utility of the current package insert, especially in the pregnant and lactating patient.  FDA initiatives to shorten the package inserts with “Highlighted Information” directly contradict separate initiatives from FDA to lengthen package inserts with narrative Fertility, Pregnancy, and Lactation information as described by Dr. Sandra Kweeder and her colleagues in the Pregnancy Labeling Task Force.3, 4   Should 21 CFR 201 be accepted, these changes to package inserts will be mandated.1   This is a costly pursuit in terms of time and money; we must be sure the new label will have added utility.  The two separate FDA initiatives must be united to avoid unnecessary expense and still maintain the potential usefulness of these separate initiatives.

The Pregnancy Labeling Task Force is working toward changing the categorical ABCDX pregnancy risk stratification system into a narrative form which describes the Clinical Considerations, Summary Risk assessment, and Discussion of data for each of those three populations.  Clearly this information can’t be condensed into a one sentence “Highlight”.  The example “Highlight” given in the proposed rule, 21 CFR, 201 states,   “ If this drug is administered to a woman of reproductive potential, the patient should be apprised of the potential hazard to the fetus.”4   This “canned” statement is reminiscent of the pre-1979 warnings in package inserts that served to insulate manufacturers from liability.  For example, “The safety of this drug during pregnancy is unknown; benefits should be weighed against the risks” was a common statement on the pre-1979 package insert.5   Both statements are useless to a practitioner since the benefit and risk information is not provided, nor is an assessment of the reliability of the available data on benefits or risks.  Yet difficult decisions must be made every day regarding the prescribing of drugs in these populations.  These decisions are based on extensive primary, secondary, and tertiary literature searches of available data including registry-compiled human data and pre-clinical animal toxicology data. 

Clearly, a useful Medication Package Insert must address timing of drug exposure during pregnancy, pharmacokinetic changes associated with drug distribution during pregnancy, lowest effective dose and dosage ranges, lactation risk, fertility risk, and a distinction between animal data and human data since animal risk data does not always predict human risk in these populations.  This is especially true of narrow therapeutic window drugs, highly protein bound drugs, renal eliminated drugs, and those most often used in fertility, pregnancy, and lactation based on expected comorbidities.  All of this can not be accomplished in a one-line statement.

An example of the inadequacy of the current package insert is illustrated by a medication misadventure that took place at a local hospital.  A pregnant patient with myasthenia gravis was experiencing premature labor at 34 weeks gestation.  The physician prescribed magnesium sulfate as a tocolytic.  Many consider magnesium sulfate to be the “drug of choice” for tocolysis in pregnancy.   Magnesium sulfate was administered to this pregnant patient with myasthenia gravis, and she subsequently experienced significant respiratory depression and muscle weakness and that resolved with time.  This adverse effect of tocolysis with both magnesium sulfate and ritodrine is documented in the primary literature as well as other secondary and tertiary resources.6-9   However, myasthenia gravis is not listed as a contraindication on the package insert for magnesium sulfate.   An interesting question to ponder is how one would “Highlight” the risk of magnesium sulfate in pregnancy in one sentence?

There are numerous examples of drugs that have human safety and efficacy data in fertility, pregnancy, and lactation that are not included in the package insert.  Perhaps it not feasible or clinically relevant to include all data, but clearly it is important to know that the risk of dental staining with tetracycline occurs in the second and third trimester, and that the dose of digoxin may need to be increased during pregnancy due to increased renal clearance.

One possible compromise is the establishment of Electronic Package Inserts with Highlights that are continually updated.  These could be available via the Internet as is the Electronic PDR that is maintained by the Medical Economics Company.  A typical package insert may include a first screen with Highlighted Information and hyperlinks to “More information”.  The “More information” sections could include pertinent data for drug prescribing in certain patient populations including fertility, pregnancy, and lactation.  Hyperlinks could include the appropriate registries as well as tertiary specialty texts that may be accessible via subscription.  The utility of the highlight itself, however, is doubtful unless the drug is a known teratogen in humans or is documented as safe in humans.  These are the minority.  All other recommendations for drug therapy in fertility, pregnancy, and lactation require information for which to base clinical decisions and assess risk.

In summary, 21 CFR 201 should not be accepted as presented in the Federal Register on December 22, 2000.  Communication and collaboration at the FDA must occur to merge these two efforts to increase the utility of both initiatives.     

Thank you for your attention to this matter.

Sincerely,

Lisa Boothby, Pharm.D.

Drug Information Practice Resident

The Medical Center at Columbus Regional

Columbus, Georgia

Paul Doering, M.S.

Distinguished Service Professor of Pharmacy Practice

University of Florida College of Pharmacy

Gainesville, Florida
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