Frequently Asked Questions (FAQ) about the Teratogenic Medications Order Check


Q: What is a “teratogenic” medication?  

A: A teratogenic medication is one that can increase the risk of birth defects if taken at a particular time during pregnancy. A known teratogen is a medication that causes birth defects in humans. Examples include thalidomide (limb defects), isotretinoin (syndrome of defects including oral clefts), valproic acid (neural tube defects), and mycophenolate (facial clefts, anotia).  A potential teratogen is a medication that causes  malformations or other abnormal pregnancy outcomes in animal studies – these outcomes are more concerning if they occur at doses similar to human doses. Some medications increase the risk for pregnancy loss (miscarriage), growth abnormalities (e.g., growth restriction), or functional deficits (e.g., decreased fetal kidney function).  These are also important adverse reproductive effects.  

Q: What is the new Teratogenic Medication Order Check?

A: In response to several requests, a CPRS Order Check was developed to remind providers when they prescribe a known or potential teratogen for a female patient of child-bearing potential. This reminder system is based on the FDA pregnancy categories (A, B, C, D, and X) and a set of additional criteria from First Data Bank that uses published literature and other available information.  For lactating patients, the system also uses criteria to notify providers when a medication can cause serious side effects in a breastfeeding infant
Q: What are the FDA pregnancy categories?

A: The FDA categories are a helpful system for distinguishing the relative teratogenic risk of a medicine based on studies in animals and experience in human pregnancy. As a health care provider, your awareness of these issues can help you better prescribe for and counsel your female patients of child-bearing potential. See Appendix A for category descriptions. 
Q: How will the Teratogenic Medication Order Check work?
A: When a provider prescribes a medication with a pregnancy category D or X for a female patient between the ages of 18 and 50, the system will automatically provide an order check to ensure that you are aware of the reproductive risk associated with the medication. Based on the First Data Bank criteria for pregnancy risk, certain FDA category B and C medications will also trigger an alert if the medicine is associated with a reproductive risk, such as growth restriction in humans, that is not reflected in the FDA pregnancy category . 

Q: What do you do if you get an Order Check?
A: Think through the options.  These steps can help:

· For patients who are pregnant or could become pregnant, consider whether this medication is most appropriate for your patient’s condition or whether there are other appropriate options with less reproductive risk.  
· You can use the Reprotox database (free account set up for VA staff at http://va.reprotox.us) to read available information about medication risks during pregnancy.
· Counsel the patient about the risks and benefits of treatment should pregnancy occur
· Ask the patient about pregnancy planning and use of contraception. This risk/benefit discussion is an important one.  
· For breastfeeding patients, consider whether there is an appropriate alternative medication with lower concentrations in breast milk or fewer risks for the infant.  Encourage the patient to discuss her medications with the infant’s pediatrician.  You can use LactMed (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?LACT ) to read available information about medication risks during lactation.
Q: Where can I get information about the pros/cons of continuing use of a teratogenic medication during pregnancy?
A:  Deciding whether to continue a potential or known teratogen during pregnancy is complicated.  Not treating or under-treating a pregnant woman’s medical condition can be riskier to the fetus than the medication itself.  It is helpful to read the pregnancy subsection of drug labeling, which provides information about the reproductive risks of medications.  
· Current labeling can be found at Drugs@FDA or at www.DailyMed.nlm.nih.gov.  Reprotox is an online resource that summarizes available information about the reproductive risks of medications.  
· Reprotox account set up is now available at no cost to all VA employees at http://va.reprotox.us.  
· The Organization of Teratology Information Services has fact sheets available online about medications and their risks during pregnancy (http://www.otispregnancy.org/otis-fact-sheets-s13037#1).  
Your local pharmacist and women’s health providers can provide more information.
Q: How can I help my patients avoid unintended pregnancy?

A: About 50% of pregnancies in the United States are unplanned. During patient encounters, ask women of child-bearing potential (age 15 to 50) about their plans for pregnancy and need for contraception.  
The most effective reversible contraceptives are the IUDs (Mirena or Paragard) and subdermal implants (Nexplanon, previously Implanon). These contraceptives are available through the VA prosthetics department and can be inserted by a local trained women’s health provider. Oral contraceptive pills and emergency contraception are on the VA formulary, and condoms are available through the VA. Female Veterans using contraceptives other than IUDs and implants should be advised to keep a supply of emergency contraception on hand in case of unprotected intercourse or contraceptive failure.  
Q: When will the Order Check be available?

A: The Order Check was released as a VistA Clinical Reminders patch, PXRM*2*22 on July 31, 2012.   The compliance date for installation was August 31, 2012, meaning that the patch is now available at all VA facilities..

Q: How often will this Order Check appear?

A: Clinicians will be notified every time certain category C or any category D or X medications, are ordered for a female patient of child-bearing potential who is without documentation of medical inability to become pregnant.

Q: Will the Order Check display even if the patient has no chance of becoming pregnant, such as post-hysterectomy?

A: No. The Order Check is designed to recognize several exclusion criteria that can be generally described as “medical inability to conceive.”  For example, patients for whom the appropriate ICD-9a code for hysterectomy is recorded will not trigger an alert.  Other ICD-9a exclusion criteria include menopausal state and IUD use.

Q: Can clinicians add information to the electronic health record that should exclude a patient from this Order Check?

A: Yes, each site can define additional situations or “Health Factors” when the Order Check does not apply. The local application support team can add these Health Factors to the Reminder Term called “VA-TERATOGENIC MEDICATIONS ORDER CHECK EXCLUSIONS (TERM)” and may).” The support team can also suggest to the Women’s Health Program Office that a Health Factor be added as part of a subsequent national update.

Points of Contact for further information about the Teratogenic Medications Order Check:

· Your facility’s pharmacy informaticist (ADPAC)
· Your facility’s clinical reminders manager (often one of the Clinical Application Coordinators)
· Rob Silverman at Pharmacy Benefits Management (Robert.Silverman@va.gov)
· Dr. Laurie Zephyrin, Director Reproductive Health, Women Veterans Health Strategic Healthcare Group, (Laurie.Zephyrin@va.gov )
aAt the time of this message, the transition from ICD-9 to ICD-10 has not yet taken place

Appendix A:  FDA Pregnancy categories
	Table 1.   FDA Pregnancy categories 

(language summarized from 21CFR201.57)

	Category
	Definition

	A
	Adequate and well-controlled (AWC) studies in pregnant women have failed to demonstrate a risk to the fetus in the first trimester of pregnancy (and there is no evidence of a risk in later trimesters).

	B
	Animal reproduction studies have failed to demonstrate a risk to the fetus and there are no AWC studies in pregnant women, OR animal studies demonstrate a risk and AWC studies in pregnant women have not during the first trimester (and there is no evidence of risk in later trimesters).

	C
	Animal reproduction studies have shown an adverse effect on the fetus, there are no AWC studies in humans, AND the benefits from the use of the drug in pregnant women may be acceptable despite its potential risks. OR animal studies have not been conducted and there are no AWC studies in humans.

	D
	There is positive evidence of human fetal risk based on adverse reaction data from investigational or marketing experience or studies in humans, BUT the potential benefits from the use of the drug in pregnant women may be acceptable despite its potential risks (for example, if the drug is needed in a life-threatening situation or serious disease for which safer drugs cannot be used or are ineffective).

	X
	Studies in animals or humans have demonstrated fetal abnormalities OR there is positive evidence of fetal risk based on adverse reaction reports from investigational or marketing experience, or both, AND the risk of the use of the drug in a pregnant woman clearly outweighs any possible benefit (for example, safer drugs or other forms of therapy are available).


The FDA published a proposed rule in the May 29, 2008, Federal Register that proposes new labeling regulations for prescription drugs. These regulations, once implemented, will eliminate the pregnancy categories from drug labeling. When a final rule publishes, VHA will determine how to best update this order check process so that it will remain both current and useful to VA providers. 
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