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Dr. Schwarz:  We are now at the top of the hour, so I would like to introduce our speaker today.  We are lucky to have Dr. Eleanor Bimla Schwarz today.  She is a VA senior medical expert in reproductive health, director women's health services research unit at the Center for Research on Health Care, and an associate professor of medicine, epidemiology, obstetrics, gynecology, and reproductive sciences at the University of Pittsburgh.  At this time, I'd like to turn it over to you, Dr. Schwarz.
Moderator:  Thank you.  Can you hear me? 
Dr. Schwarz:  Yup.  Coming through. 
Moderator:  Great.  Thank you for that introduction, and let's go ahead and get started.  Just to be clear, I have nothing to disclose in terms of relationships with industry.  I have been funded by U.S. taxpayer dollars, as well as a number of private foundations.  Our objectives for our time together today are to review some of the recent data on how often female veterans are using medications that are potentially teratogenic or can cause birth defects if used during pregnancy.  Then we're going to also look at a recent study around veteran reports of the counseling they received when they were prescribed medications about whether they might face risks of medication‑induced birth defects.
We're going to wrap up our time together by discussing some best practices for safe prescribing to women of childbearing potential.  As we get started, it would be helpful to me to just get a sense of who I have on the line with me today.  If you could take a minute to let me know what your role within VA is, whether you're a primary care provider, someone who explicitly specializes in women's health care, if you're a nurse, social worker, behavioral health specialist, somebody who does research of one form or another, or somebody who has another role in VA that I didn't think to list out here.
Dr. Schwarz:  Thank you.  It looks like the answers are streaming in.  We'll give people a little bit more time to respond.  For those of you that are clicking other, when I put up the feedback survey at the end of this session, we will have a more extensive list of roles, and you might find your particular role on that list.  For the time being, it looks like the answers have stopped coming in, so I'll go ahead and end the poll, and if you'd like to review that real quick, Dr. Schwarz.
Moderator:  From what I can see, it looks like we have one primary care provider and we have one nurse.  We have a couple social workers.  We have a good number of behavioral health specialists, which is great.  We also have a number of people who are doing research themselves.  Thank you for that.  That lets me have a sense of who I'm actually speaking with.  I know it's hard in this virtual setting, but I do hope this will be as much of a conversation as we can make it.
Continuing on, the vision that has guided much of my work in this area is a vision of trying to do what we can to ensure both that moms are as healthy as possible, that the babies they have are as healthy as possible, and that the clinicians who are caring for those moms and babies feel as comfortable as possible in the roles that they have.  Each year in the U.S., it's estimated that the 62 million women of reproductive age conceive about six million pregnancies.  Those go on to produce about four million births.
Unfortunately, someplace between 120 and 150,000 babies are affected by birth defects.  Those are the results, in some cases, of untreated maternal illness, and in some cases due to medication use, and then in some cases, for other causes, often of which are unknown.  There have been a number of medications that have been identified by the U.S. Food and Drug Administration as medicines that are teratogenic.  They can potentially cause birth defects.  The original most famous of those was thalidomide.  Then isotretinoin or Accutane has also received a good deal of attention.  There are really a large number of other medications, including phenytoin, warfarin, methotrexate, lithium.  Over 100 different medications that are labeled as best not to be used during pregnancy.
The FDA classification system uses five different letters.  Class A for those in which fetal harm appears remote, Class B for medications where animal studies have shown that there's no evidence of fetal harm, but we don't actually have good human studies, Class C, which is the largest number of medicines available, is those in which we simply don't have adequate studies in women.  Then the ones that are of concern are those that are Class D, for which there's evidence of human fetal risk, but there's a follow‑up caveat that use in pregnant women may be acceptable for serious disease when no safer drugs exist.  Class X, where the medication is felt to be contraindicated in women who are or may become pregnant.
Those classes sound distinct, but in my own sense of things, there's a lot of overlap between Class D and Class X medications, and all of that decision making about whether or not the disease is so serious that medication use is warranted really needs to be individualized at the patient level.  I started off by asking the question, are women of reproductive age being prescribed Class D or X medications?  The answer to that question was resoundingly yes.  When we looked at nationally representative data from the National Ambulatory Medical Care survey, we found that one of every 25 prescriptions given to a woman of reproductive age was for a potentially teratogenic medication, and that one of every 13 visits made to an ambulatory physician was similarly for a potentially teratogenic medication.
When we looked in a large health maintenance organization at their records and what was going on with the medications that were being filled, we saw that over the course of one year, one of every six women of reproductive age received a prescription for a potentially teratogenic medication.  When we looked at—oh, wow.  This slide is not projecting the way it was originally supposed to, so excuse it for looking like a pie graph that is melting.
Moderator:  I apologize.  If you wait a second, I can pull up the real one or if you can—
Dr. Schwarz:  I think it doesn't really matter.  It gives us a close enough sense.  Thank you.  It just looks a little funny.  The main point here is that Accutane, which is a medication that many people have heard of as a potentially teratogenic medication, is really only about five percent of the potentially teratogenic prescriptions that are being written.  The largest proportion of these is anxiolytics or benzodiazepines, but anti-seizure medications, tetracyclines, and statins are also leading candidates in these potentially teratogenic medications.  Then the other 98 medications round out the rest of this circle.
When we looked at who's writing these prescriptions, the large majority of these prescriptions are written by primary care providers, general internists, or family practitioners, but second place goes to behavioral health specialists and psychiatrists, with dermatologists coming in third place.  When we shifted our attention to the VA system, what we saw there was actually a much higher proportion of female veterans of reproductive age than what we'd seen in the managed care population were actually receiving potentially teratogenic medications.  49 percent of female vets who picked up a medicine from a VA pharmacy were found to have received a potentially teratogenic medication.
Most of these medications that were being used by female veterans were actually chronic medications.  This wasn't a one‑time short course, but rather, if you look here, leading at the top of the list again were some of the psychiatric medications.  On average, women were filling about four prescriptions per year for these psychiatric medications and ending up with over 100 days of supply for most of these medications.  That was similar for the antihypertensive medications where women were filling 195 days of supply on average, as well as for the statins and some of those other neurologic medications.  The only ones that tended to be used for a relatively short course was tetracycline, but again, that would end up, on average, being a 28-day supply.
More recently, we did a study looking at what female veterans were reporting they had received in terms of counseling when they were being prescribed a potentially teratogenic medication with the understanding that most of these were chronic medications.  We did this using data from a recent survey conducted with veterans of the OEF and OIF expeditions.  With a sample of 245 respondents, we found the large majority, 86 percent, reported they were sexually active, over half had had a prior pregnancy, and I think interestingly, because it's higher than what we would see for the general population, 72 percent reported a prior unintended pregnancy.  29 percent had had a prior abortion.  66 percent, a prior birth.
Six percent reported they'd had a pregnancy affected by a birth defect previously, so a bit above the three to five percent we would typically expect for the general population, but given the small sample size, probably not a meaningful difference.  11 percent of women reported they thought they had some form of infertility, and that was a measure that was created by asking women if they'd ever tried to become pregnant for more than 12 months at a time.  When they were asked about their contraceptive use, 22 percent reported using a condom with last sex and 48 percent reported they'd used a hormonal method in the last 12 months.
When we looked at how many had actually received counseling, among those who were sexually active, only 25 percent reported that they had received any counseling about medications potentially being teratogenic.  That number, in my mind, seems low in the context of if we think that half of these women are getting potentially teratogenic medications.  We would hope that at least half of them had actually been counseled about potential risks.  If you look down all these different variables, really, the numbers are about the same of only about a quarter of women reporting that they had received any type of counseling around teratogenic risks.
Nonetheless, most female veterans reported that they were confident.  90 percent of them said they were confident that their clinician would tell them if the medication that they were being given might cause a birth defect.  Interestingly, that confidence was a little bit lower among women prescribed benzodiazepines, whether that's because those women just tend towards an anxious predisposition or because they'd actually noticed that the medications they were being given were labeled as Class D or X and nobody had talked to them about it.  We don't know from this study, but I think it's an interesting point.
Again, only 24 percent of women who had been given a prescription had been warned of teratogenic risks, and 22 percent of women who had been prescribed benzodiazepines, which, again, are labeled as not to be used during pregnancy, had reported that they had received such counseling.  When we looked at whether any of these factors were associated or predictive of whether or not women reported receiving teratogenic risk counseling, basically, the answer was no.  We couldn't find anything that predicted whether or not women were receiving such counseling when they received prescription medications.  All those p-values were quite a bit bigger than 0.05, except for the condom use with last sex, and couldn't really make sense of that one way or the other.
When we looked more specifically at the medications that women had been prescribed and looked specifically at medications that are known to be potentially teratogenic, again, for the benzodiazepines, it looked like it was a little bit less than 24 percent overall, and the benzodiazepines, 22 percent of those women received counseling.  For women who had been given ACE inhibitors or angiotensin receptor blockers, again, the sample was small, but none of those women reported they'd received any counseling.  Again, their confidence dropped considerably.  Only half of those women reported they were confident they would receive appropriate counseling.  Again, in my mind, probably because they recognized both that they hadn't received counseling and then they got home and read their package insert and seen that, gosh, they probably have.
Similarly with the statins, again, labeled as not to be used during pregnancy, only 19 percent of women reported that they had received counseling about risks of medication‑induced birth defects.  Again, the levels of confidence that they'd receive counseling was lower than it was for women who had received other medications.  When we looked at the veterans' confidence that they'd receive teratogenic risk counseling when it was needed, again, we didn't see that to be associated with any of their sociodemographic characteristics.
However, we did see that confidence decreased when women reported a history of having had difficulty obtaining contraception in the military.  Only 78 percent of women who had previously had such difficulties versus 91 percent of women who hadn't had such difficulties reported feeling confident that their clinician would provide them counseling when prescribing potentially teratogenic medication, and that difference was statistically significant, with a p-value of 0.04.  Other factors that we found decreased women's confidence that they would receive such counseling was when women had reported a history of military sexual trauma that had resulted in pregnancy.
I guess among the things that stood out to me when I was looking at this data was the relative prevalence of pregnancy after military sexual trauma, which again just, I think, speaks to the fact that military sexual trauma is often not a one‑time event, but a repeated experience that women are subjected to, and that it's those repeated episodes that can increase chance of pregnancy.  Again, those women were less confident that they would get the information that they might need, with only 67 percent reporting confidence versus 91 percent, and that p‑value was 0.05.
Women who reported a history of drug use, whether that was alcohol or narcotics or other prescription drug use also reported less confidence that they would receive counseling when needed.  Interestingly, women who had previously had a pregnancy affected by birth defects seemed to feel more confident that their prescribing physician would inform them of the risks of the medication they were using.  I guess that raises the question, does confidence in whether or not your clinician would counsel you about the risks of the medications that you're being prescribed really matter or not?  In my mind, it actually does matter a pretty good amount, and it matters for a couple of different reasons.
One is that patients' trust in their health care providers has shown to be important for a number of different reasons, and that when a patient trusts their clinician more, they are more likely to actually take the medications that they're prescribed.  They're more likely to get other services that they need.  As a result, they're more likely to have the good health outcomes that we're striving for.  Then the other side of that is that from a purely VA perspective, those who were confident that they would receive such counseling were also more likely to agree that VA provides good quality health care, so perhaps we could think of this type of confidence as an indicator of their sense of good quality health care.
Women who had confidence that they would receive this counseling were also significantly more likely to plan to use VA as their primary source of health care in the future, with 85 percent of veterans who reported that saying they plan to use VA health care in the future versus 90—sorry.  I've got those numbers switched.  94 percent of those who are confident plan to use VA health care in the future versus 85 percent of those who didn't.  Again, that was statistically significant with a P of 0.04.  Some might ask, does the FDA label matter, and does that affect what clinicians are going in terms of the contraceptive counseling they're providing?  Some of our prior work has shown that, unfortunately, apparently, that is not the case.
In a study that used the nationally representative NAMCS data, what we saw was that women who were being given the safer medications, those that were Class A or Class B, compared to those who were getting the riskier medications that were Class D or Class X, really had about the same very low rates of having any documentation of receipt of contraceptive counseling or prescriptions, so someplace between four and five percent, and no statistically significant difference there with a P of 0.24.  If anything, a little bit of a troublesome trend that it seems like the women who were getting safer medications were actually more likely to report counseling than those who were getting the riskier medications, which runs the opposite of what we would hope to be the case.
When we looked in a much larger data set from the northern California health maintenance organization, again, we saw this same trend where, for some reason, women getting safer medications were more likely to have documented receipt of contraceptive counseling than those getting the riskier medications.  Because this was such a larger data set, this was now a statistically significant finding.  We know that, clearly, there's some amount of under-documentation in these data sets, but in the nationally representative data, they actually did a validation study where they had a nurse sit in the room for some of these visits.  They had the nurse record how often she thought the clinician was providing counseling, even if the clinician didn't document that they had provided counseling.
When we used that as an estimate of inflating those numbers, it still seems that nationally, probably less than 20 percent of American women receiving potentially teratogenic medications were getting family planning counseling or teratogenic risk counseling at the same time, so plenty of room for improvement in this area.  When we looked more specifically at female veterans, it actually looks like our VA system is potentially doing a better job than the national average, but that there's still quite a bit of room to go.  It's a little bit of a glass half‑full or glass half‑empty, depending on how you look at this data.
When we looked at receipt of family planning services, meaning that the women got prescribed contraception, or that she had some documented contraceptive counseling provided, or that the clinician ordered a pregnancy test, which we took to mean the clinician had at least thought there was a chance that we had to worry about pregnancy in this situation, when women received only a Class A or B medication, 36 percent of the time, we had some receipt of family planning services.  For women veterans who filled Class C medications, that went up to 52 percent.  When a woman received a Class D or X medication, it went up to 56 percent.  It was going in the direction we would like it to be.
The unfortunate thing is that it only got all the way up to 56 percent, which is a far cry from the 100 percent that we might think it should be for women receiving potentially teratogenic medications.  When we looked at whether or not the contraceptive method that a woman had documented affected her chances of having a positive pregnancy test within three months of filling a potentially teratogenic medication, we again actually saw that it does matter, which is not surprising for those of us who have understood that the studies around contraceptive methods tend to show that they actually work, but women who were receiving most effective contraceptives were significantly less likely than women who had any type of contraceptive documentation who were more likely than those who had no formal contraceptive documentation to avoid having a positive pregnancy test documented in this health maintenance organization within three months of filling a potentially teratogenic prescription.
When we've looked in these various systems at what affects rates of safe prescribing to women of reproductive age, we've seen that there are a couple of different things that come to the surface.  One of those is patient characteristics, which makes sense.  Even if we would like to think that we were providing these services uniformly, in the health maintenance organization, we saw that women between the ages of 25 and 34 were most likely to be receiving contraceptive counseling when they received potentially teratogenic medications.  They were more so than the younger women under 25 years of age, as well as those who were over 35 years of age.  We saw a similar pattern within the VA.
However, in the VA, again, it's those women who are oldest, over 35 years of age, who are least likely to get any contraceptive counseling or contraceptive method provision, but those under the age of 25 in VA were actually most likely to have documented receipt of contraceptive services.  When we looked in the University of Pittsburgh Medical Center system, again, we saw this same pattern where younger women seemed to be more likely to be gets contraceptive counseling than those even over the age of 30.  When we looked at provider characteristics, not surprisingly, gynecologists are better at doing this than the rest of us non‑gynecologist clinicians.
Again, the problem is that most of these medications are actually not prescribed by gynecologists, so unless women are making two visits, that's not going to take care of things for them.  The other thing that I thought was interesting was that advance practice clinicians, nurse practitioners, physician assistants, and certified midwives were all more likely to have documented delivery of contraceptive services when prescribing potentially teratogenic medications than physicians or MDs.  The other thing that we thought was interesting was that gender of the physician or the clinician, the clinician's age, race, or years in practice, none of those seemed to be associated with whether or not the woman received family planning services at the time that she received a potentially teratogenic medication.
Within the VA system, again, going to a VA women's clinic just about doubles your rates of making sure that you had a family planning service delivery at the time that you got a potentially teratogenic medication.  Both within the Kaiser system as well as the University of Pittsburgh Medical Center system, there's a pretty wide range.  I should say that's also true within VA from one visit to the other where there are some clinics and some regions where rates of delivery of contraceptive services are about twice that they are in other clinical settings.
When we looked at the effects of the clinical indication of the medication, not surprisingly, we see that isotretinoin tends to have the most provision of contraceptive counseling because it is regulated by the iPLEDGE program, which requires that women have very specific approaches to what they have to do in order to receive the medication.  They have to have multiple pregnancy tests.  They have to report that they're using two different forms of contraception, not that I actually think that that really makes any sense.  I think it makes a lot more sense to say women should use one highly effective method than to try to use two ineffective methods together.  Not surprisingly, because of the restricted prescription of that medication to clinicians who have gone through special training and who are part of this iPLEDGE program, we saw that much less likely to have women receive that medication without any documentation of contraception.
Then the other medication that stood out was Coumadin, or women who were being given blood thinners.  Within the VA, we've tried to follow up on that finding by developing some special materials for women who require anticoagulation.  It seems like perhaps clinicians were worried that estrogen‑containing contraceptives would increase a woman's risk of thrombosis, and if she needed the Coumadin was she had already had a blood clot, that they would therefore think that no form of birth control was safe without being as aware as they should be that we have a lot of progesterone‑only methods that are both highly effective contraceptives and safe for a woman who has an increased risk of thrombosis because they don't—the progesterone‑only methods don't increase the risk of clot at all.
We've also done some qualitative work that's looked at barriers in facilitators to clinicians prescribing this—providing this type of counseling when they're prescribing potentially teratogenic medications.  Among the barriers that primary care providers have reported are the limited amount of visit time that they have to juggle all of what they are charged with juggling, and the fact that they receive no—and I should say these are focus groups that were done with clinicians outside the VA system, so some of the reimbursement issues are perhaps a little bit different.  The fact that there was no reimbursement for provision of contraceptive counseling or teratogenic risk counseling was also seen as a barrier to trying to make time in an already jam‑packed visit.
Then clinicians also spoke to their own difficulties identifying whether or not a medication was actually risky or not.  Some of the things that they thought might be helpful would be electronic decision support tools, changes in the reimbursement structure, and then educational resources for providers and patients.  Although I wish I could say I was able to change the reimbursement environment, we haven't been able to do that quite yet, but we have been able to develop some of these decision support tools and educational resources that folks have thought might be helpful.
We did a study looking at electronic decision support in a large primary care practice that involved 41 primary care physicians.  They were randomized to two groups, one of which received simply a notification when they put an order in that said, "Concern has been raised about use of this medication during pregnancy."  The other group received a multifaceted alert that notified them with the same words, "Concern has been raised about use of this medication in pregnancy," with additional resources that included links to information on the medication's actual risks during pregnancy, orders for pregnancy testing or contraception, and the ability to refer to a family planning specialist if that was what the clinician wanted to do.
Our hypothesis in this work was that the simple alert would be good, but that the multifaceted alert would be even better.  What we found over time here, with the far left of this graph being the pre‑intervention period, you see three lines here.  The top dotted line is the amount of provision of family planning services to women who were using no teratogenic medications, so like what we had seen elsewhere, for reasons that we don't fully understand, but probably have to do with the fact that women who aren't getting teratogenic medications tend to be medically less complicated and have less going on, and it's easier for their clinicians to find and make time for their discussion of their need for contraception.  Those people tended to have more provision of contraceptive services.
Then down here, this line is the clinicians who received the simple alert when they were prescribing potentially teratogenic medications.  This bottom line is what we saw when clinicians were prescribing potentially teratogenic medications and they received the multifaceted alert.  Over time, we see that there is an upward slope in both of these lines, and that at this further time period, we had something happen where the multifaceted alert was shut off.  Here you see that it basically falls off that slope a little bit and it starts to drop back down, whereas when the simple alert stayed in place, it continued to go up over time, and compared to women receiving no alerts at all, they—that gap closed.
We were able to say, it looks like there's some benefit to use of this type of electronic decision support, though the change was slow, and the multifaceted alert didn't look like it was that much better than what we might have hoped it would have been.  Here again are the numbers.  You can see in blue here is the simple alert.  It started out a little bit higher than the multifaceted alert group.  The change that we saw over time went up by two percentage points and then up another three percentage points.  Whereas in the multifaceted group, it went a little bit more rapidly in the first part and when it was shut off, it then went up, but not as rapidly.
Over time, with both of these, it did seem that there was some improvement that was statistically significant with a p of.04.  When we looked a little bit more deeply at this data, what we really saw is that, in essence, we had three types of patients in this data set.  We had patients who had contraception documented on all their visits, and that took us up to 26 percent.  Unfortunately, there was also almost two‑thirds of women who had no contraception documented on any visits at all.  When we looked at the numbers who had no contraception before the intervention, but when they got a new prescription from a clinician who received such an alert, we really only had about a five percent improvement.  It's not that that's not improvement at all.  It's just not everything we might hope for.
When we thought a little bit more about what it was that let this be perhaps not everything we would hope it to be, one of the big things that let us think that we might not have seen as much difference between groups as we could have is that the doctors who received the multifaceted alerts accessed the additional materials they were given only 16 percent of the time.  Really, that cut the power of this study to show any difference a lot because for over 80 percent of the time, the intervention provided to both the intervention and control group was really exactly the same thing.
The other thing that ended up being a problem in this project—and I should say this is a project done in the University of Pittsburgh Medical Center, not at VA—was that the alerts filed only once per visit.  We had done that out of an effort to try to limit clinician alert fatigue, but what we found was that often, when a doctor would get an alert that their medication was potentially teratogenic, they would cancel that medication and then go on and unknowingly prescribe another potential teratogen.  At that point, the alert did not fire because it had been set up to fire only once per visit.  For example, a doctor tried to order Benazepril and the alert fired, and so they canceled out of it and then they ordered Lisinopril.  Same class.  Should be same alert, but it wasn't and the doctor took the lack of alert to mean that it was a safe medication.  We think that also limited the visible effect of this intervention in this population.
In addition, our efforts to understand what's going on in these groups was limited by the use of electronic medical record data, which is often incomplete in regards to whether or not a woman's partner has a vasectomy, has been sterilized, or is using condoms.  We also know that ICD‑9 codes around contraceptive counseling are relatively rarely used because they're not formally reimbursed for.  However, there's not really a reason to think that should differ between the intervention groups that we were trying to compare.  We did also collect from some survey data from women who were seen by clinicians in these two different groups.
Again, the glass half‑full, glass half‑empty situation.  The glass half‑full situation says that when we provided this decision support, women were more likely to report that they had been counseled about the risks of medication‑induced birth defects.  When women received only safe medications or no medications at all, 41 percent of them reported that they had received either contraceptive counseling or counseling about risks of medication‑induced birth defects.  If their doctor prescribed them a potentially teratogenic medication without any decision support, 45 percent of them reported counseling, so a little bit higher, but not really a whole bunch.
When the decision support was in place, that went up to 57 percent, so we did increase that a significant amount.  However, there's still 40 percent of women reporting that nobody had counseled them when they were prescribed a potentially teratogenic medication.  Our conclusions from these studies have been that computerized alerts can be helpful, but refinement from the version that went live in the UPMC system is needed.  In particular, the alerts need to re-fire if a clinician prescribes more than one teratogen during a single visit, and that there's probably an important need to figure out how to routinely document women's fertility and contraceptive use to ensure safe use of medications by women of reproductive age.
Going forward within the VA system, there have been a number of efforts to develop decision support within VistA and CPRS.  Those have both gone live in a rapid deployment fashion, as well as a more definitive solution that should be coming online in about one year that are intended to try to ensure that women veterans are prescribed medications in the safest way possible.  Again, we need to be aware of a couple different things when we're thinking about how to ensure safe prescribing.  The first is that risks of medication use are going to be greatest in early pregnancy when a pregnancy is very small.  That's the time that it's most susceptible to insult, such as medications that are teratogenic.
The other thing that is a challenge is that 49 percent of U.S. pregnancies are unintended, and there's some reason to think that women veterans have even higher rates of unintended pregnancy than the general civilian population.  If pregnancies are unintended, it can be difficult to know whether medication use is going to affect a pregnancy or not if the woman wasn't expecting a pregnancy, but it came along anyway.  Currently at the national level, it's estimated that six percent of U.S. pregnancies are exposed to potentially teratogenic medications.  We don't have the exact number for women veterans, but our goal is to really take that as close to zero as we can.
It's really important for the counseling that women get, for it to be proactive and for women to both be informed of these risks at the time that they receive the medication, even if they don't have any clear intention for pregnancy in the near future.  That's for a couple reasons.  As we said, risks are greatest in early pregnancy before most women receive prenatal care, and before many know they are even pregnant because most women don't realize they're pregnant until they've missed a period or even two.  Then the other aspect of this is that women's perception or misperception of the risks of their medication may impact their behavior and lead them either to discontinue a needed medication or, at times, to consider aborting a pregnancy that they think has been affected by exposure to teratogenic medications.
Scares can have a really long‑term effect.  Even if a woman takes a medication during pregnancy and it seems like her child turns out normal, children can behave in ways that are a little bit strange.  I will show this picture and ask, which of these three children do you think is the one that I had a scare during pregnancy with?  I would say, yes, it was this one.  Is it the fact that things were abnormal during his pregnancy or just that he's a little bit of a funny kid that leads him to show up in pictures this way?  There was a study that looked at what happened to women who had been screened for hypothyroidism, which is a condition that can cause problems with the way a baby's brain develops.  78 percent of women reported strong emotional reactions to this false positive screening.  Even one year later, 18 percent continued to report persistent insecurity about their child's health.
I think to me, the most interesting thing was when they followed up these women even four years later, there were a number who had not had concerns at one year who then reported having insecurity at four years.  At four years, 80 percent of the women they contacted reported some form of persistent insecurity about their child's health.  It's a long way of saying if there's a way that we can avoid scaring women about their medication use during pregnancy, I think there's really reasons why we should try to do that.  We have another study that showed that clinician counseling is important, and this was a study around the benzodiazepines.
I think these medications, it's particularly important to counsel our patients about because it's really hard when a woman has a predisposition to anxiety, and she has taken a medication that says it shouldn't be used during pregnancy to tell her, "Oh, but it's not really that bad of a risk.  Don't worry about it."  Because if she's got a tendency to be anxious and she's got to worry about things, this is the type of thing she's probably going to worry about.  This was a study of 96 women who had a history of anxiety requiring medication to treat it.  When they were asked if they thought they were likely to continue to take medications for their anxiety in pregnancy, only a third of them, 29 percent, said they were likely to continue use of their medications.
If the question was posed as what if it was a medication that was labeled with an FDA warning, only five percent of them said they were likely to continue their medications.  I think for clinicians who really are trying to take care of women with bad disease, whether that's mental illness or physical illness, that we really think requires medication use for control, I think these numbers are very notable in really informing us that it's really important to talk to our patients about the risk that these medications may pose or not pose and the reasons we may think their untreated disease is worse for them than the use of the medication, even during pregnancy.
The data on whether or not benzodiazepines really do cause long‑term harm, I would say, is mixed, and there are many who feel that it is reasonable for a woman to continue to use these medications during pregnancy.  When we posed to these women, if a clinician counseled you that the medication was safe despite this FDA warning, 41 of them—41 percent said that they would be likely to continue this medication, which I think really speaks to the importance women place on what their clinician tells them about the safety of their medication use during pregnancy and, to me, makes me feel like if we're wanting our patients to take medications during pregnancy, we really need to have these conversations explicitly with them or we should expect that they're probably going to discontinue their medications on their own.
The best way to have these conversations is to have some awareness of what a woman's plans for pregnancy are.  In my mind, the question that I find best to use for this conversation is the question, "When, if ever, would you like to have a baby in the future?"  To combine that with a question, "What are you doing to delay or avoid pregnancy?"  Again, with the understanding that over half of our female veterans currently have no documented use of prescription contraception.  There are many women who are not really clear on what they're trying to do in terms of their plans for pregnancy.
If we show on these two pie charts red being women who are trying to avoid pregnancy and green being women who are trying to conceive, we see that at this clinic that had high socioeconomic status, there was still about a third of women who ended up in the ambivalent range.  Clearly, the majority were trying to avoid.  At the lower socioeconomic status clinic, what we found was that relatively similar numbers of women were trying to conceive, the number who were explicitly trying to avoid was actually quite a bit lower, and the number of who were ambivalent was actually quite a bit larger as well.  I think this is also something to think about as we think about caring for our women veterans, many of whom have lower socioeconomic status, and many of whom may be more ambivalent about pregnancy or not.
In my mind, if a woman is ambivalent towards pregnancy, we need to make sure that she understands the pros and cons of continuing medication use and/or of opting for contraceptive use.  Another thing that's important as we think about how to explain these risks to women is to be clear about discussing both the absolute risks and not just the relative risks because there's a very big difference between situations that can give you a relative risk of two.  When we say something doubles the risk, that can sound very scary to people, but you can get a doubled risk from one in 100 to two in 100, as well as a relative risk of two—if it's one in a million to two in a million.  That's clearly not going to be as scary of a situation.
This is a chart that shows the absolute risks of birth defects resulting from medication use during pregnancy.  What you see up here in this corner is that the medications that are really most problematic that end up giving a 20 to 30 percent chance of having a baby affected by a birth defect.  Again, really important message here that even if the medication is labeled as Class D and X, that's not that 100 percent of pregnancies will be affected by birth defects.  Even with some of these most horrific medications like thalidomide or isotretinoin, it's really only about 20 to 30 percent that end up with birth defects.  Those are going to be our highest‑risk medications.  Down here, we have some of the antiepileptic medications, and those have absolute risks in the four percent to 12 percent range, but most of these other ones are really not too far off our baseline risk, even when they get labeled as potentially teratogenic.
There are a number of resources.  Part of the resources the VA is trying to put forward is links that will be available as the clinician is trying to order medications to resources from a group called First Databank that provides information on the safety of these medications and really provides more detail on not just, this is the letter that the FDA has assigned to it, but this is the reasoning behind it and why that has been put forward.  The other resource that I think is useful for people to know about is what used to be called OTIS, the Organization of Teratologic Information Specialists, and has recently changed its name to MotherToBaby.  They have a number of free resources that are evidence‑based and nicely peer‑reviewed available on the Internet.  For folks who are interested in more information on benzodiazepines, I have this link here to their summary on that.
Similarly, paroxetine and fluoxetine, some of these medications that are relatively commonly used within VA, motherToBaby has some nice resources that can be helpful in counseling women on the pros and cons of continuing medication use.  I always think it's also important to put these voluntary risks in perspective.  There are a lot of things that people worry about, but they don't have a real sense of how often that would happen or not.  Motorcycling has an annual risk of death of one in 1,000 or 100 per 100,000 women.  If your patient is comfortable motorcycling, there are many other things that probably shouldn't be something that she loses a lot of time worrying about.  Similarly, the risk of dying in a car crash is about one in 5,000.  We see here that, really, risks of any contraceptive use is going to be much safer for her.
When we look at better or safest options, things like intrauterine contraceptives or having a partner with a vasectomy, those really take the risk of death for a woman attributable to use of that contraceptive down to essentially zero.  I think we've said some of this already that, unfortunately, unintended pregnancy is common, almost half of U.S. pregnancies and about five percent of U.S. women each year.  Again, we have some reasons to think that among military women, these rates of unintended pregnancy are even higher.
The three simplest ways to make sure your patient isn't going to experience a medication‑induced birth defect if she needs to take a teratogenic medication and she doesn't want to get pregnant is to make sure she's using one of our most effective forms of contraception.  Nexplanon is one of those.  This has been available in the U.S. for almost ten years now.  It is this subdermal rod that's basically like a matchstick‑sized splinter that slides under the skin of the arm.  It could be used for three years at a time.  It makes women's periods lighter.  It's a progesterone‑only method, so we don't have to worry about any risk of clot or any of the other contraindications to use of estrogen.
The Mirena or the levonorgestrel IUD is another highly effective method where risk of pregnancy is about 20 times lower than it would be if the woman was taking a birth control pill.  This is labeled for five years of use, but in studies, does have some effectiveness beyond that, perhaps up to seven years.  It also makes women's periods lighter, has no estrogen, so it's safe for the large, large majority of women.  Many women enjoy the amenorrhea, or having no period, that it produces.
Then the last option would be the ParaGard for women who do like having a regular period.  This one is effective for at least ten years, labeled for ten years of use, though in studies has been show to be effective even 12 to 20 years after placement.  Most women are very, very happy, and 80 percent report wanting to continue using their copper IUD at one year.  Those people who are unhappy tend to be unhappy because they've noted their periods get heavier or they're having more cramping.  If that ends up being the case, it's very easy to remove any of these IUDs or the Nexplanon, which is basically a small office procedure, like removing a splinter.
This is data from the last couple of years published in the New England Journal of Medicine from the St. Louis CHOICE Program looking at the relative effectiveness of the different contraceptives.  Here, LARCs or long‑acting reversible contraceptives, meaning these IUDs or the subdermal implant.  You see here that over one, two, and even three years, rates of pregnancy stays very, very low.  Depo Provera, if a woman gets all four injections a year, also stays very, very low.  Unfortunately, only half of the women in the St. Louis CHOICE Project ended up getting all of those—all four shots in one year, so real world probably for depo is going to be quite a bit higher failure rate.
I think the most important part of this study is this finding that the rate of failure with a pill, patch, or ring was five percent in the first year, it went up even higher, another three percent having a failure in the second year, another one percent having a failure in the year after that.  Overall, one of those things that we really have to think about when the contraceptive method requires that the woman use it consistently on a regular basis, that there's going to be a failure that goes from year to year, whereas with the IUDs or implants, once it's in place, you can really trust that thank it's going to be protecting her.  If you have a patient who is medically complicated, which is often the case when we have to prescribe potentially teratogenic medications, it's important to know that there is guidance available.
The Centers For Disease Control put together a document called the U.S. Medical Eligibility Criteria For Contraceptive Use.  This was an adaptation of some prior work that the World Health Organization had done.  What they do is go through lots and lots and lots of different chronic medical conditions and each of the available contraceptive methods and let you know which ones are safe to use and which ones should be avoided in that clinical condition.  They give each contraceptive score from one to four, ranging from no restriction, to advantages generally outweigh risks, to a three, where we would generally avoid it unless we have nothing else available, or a category four, which is an unacceptable health risk and we really don't want to use the method.  That would include things like estrogen‑containing contraceptives for women who have a history of clot, women who have a history of migraine with aura, or women who have uncontrolled hypertension.
We have one more question for you guys here.  If 100 fertile women are sexually active, how many would you expect to become pregnant within one year if they use no form of contraception?  I think we may be able turn this into a poll.
Dr. Schwarz:  I'm so sorry.  It wasn't labeled poll question, so I wasn't sure if it was rhetorical or not, but people can write in their answers.
Moderator:  Let's make it rhetorical.
Dr. Schwarz:  [Laughter] I'm sorry.
Moderator:  That's fine.
Moderator:  They can write into their Q and A box for the responses.
Dr. Schwarz:  That's fine.  The answer here is 85 percent.  We really do need to understand that if our patients aren't getting prescription contraception, there's a good chance they're going to end up pregnant within the next year, and that during a lifetime of use of reversible methods, the typical American woman currently experiences 1.8 contraceptive failures.  To me, that number is pretty shocking, that the average American woman has had at least one contraceptive failure.  I had one last poll question that I wanted to know.  Just how many of those who are clinicians have been trained to place Nexplanon?  I was just going to see if we had anybody who was on the call.
It looks like, from what—we have a good number on the call who are not actually clinicians, and it seems like not a lot of people who have been trained.  I would say I think this really needs to be a priority for our VA efforts because it is such a great method and it's so easy to place.  It's really essentially like placing an IV, but you don't actually have to get into a vein.  You just have to get under the skin, so really an easy thing to do.  This is a counseling chart that I find helpful in talking with my patients.  Basically, what it does is it lays out the contraceptive options.  These first three that I would think of as really the best choices for any woman who has a high risk of pregnancy complications, whether due to medical conditions or medication use, and then these other ones that are going to be less effective.
Condoms or the nonprescription methods, in my mind, really are not methods that I feel comfortable recommending to women in those high‑risk situations because their risk of failure is basically one out of six within one year.  Here are some references for those who want to read more.  Otherwise, I will say thank you very much for your time and attention today.  I'm happy to take any questions, either online now or over e‑mail at some point in the future.
Moderator:  Thank you so much.  We do have a few minutes left, so I want to encourage our attendees to use that Q and A box to your advantage right now and write in any questions or comments you may have, and we will have a few minutes to get through those.  I know that a lot of you do have to leave at the top of the hour, but we do appreciate any questions you have for the speaker today.  In the meantime, while we're waiting for those to come in, I'm going to put up the feedback form, as it is how we decide what sessions we have presented in the future.  Sorry.  I'm having a little technical difficulties.  There we go.  You can type in your questions there, or you can also please answer our feedback form.  While we're waiting for that, I just want to ask if you have any concluding comments you'd like to make, Eleanor.
Dr. Schwarz:  No.  I think that's it for me, except that I will be happy to be in touch with anybody who has any ideas for how to build on this work or is interested in collaborating or trying to move any work in this area forward in the future.
Moderator:  Wonderful.  We certainly appreciate you lending your field to—lending your expertise to the field, and we also really appreciate our participants who joined us today.  I know we did get close to the top of the hour, so it's very generous of you, Dr. Schwarz, to make yourself available for questions following this session.  For our attendees, I am going to leave up this survey for the next short while, maybe 20 minutes or so, so feel free to take your time, think about it, make any responses that you'd like to.
Just so you are aware, we do have an entire series that's dedicated to women's health, so just always go to our registration catalog online and you can look at past sessions as well as sign up for future sessions.  We are at the top of the hour.  Once again, I am going to leave this feedback survey up, but I want to thank our attendees and Dr. Schwarz once again, and this does conclude today's HSR&D cyber seminar presentation.  Thank you so much.
Dr. Schwarz:  Bye‑bye.
[End of Audio]
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