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CHRISTIANE NORTHRUP, MD, IS A PIONEER IN THE FIELD OF WOMEN’S HEALTH. A graduate of Dartmouth Medical School, and a board-certified obstetrician-gynecologist with nearly 20 years of clinical and medical teaching experience, she was a cofounder of Women to Women, an innovative health-care center for women in Yarmouth, ME, in 1996 and a past president of the American Holistic Medical Association. Her background has given her a unique perspective as to how to help women heal themselves and learn to create health daily, She has articulated, in an original and thought-provoking manner, such issues as the difference between healing and curing, and the reason why disease screening is not the same thing as creating health.

Northrup is the author of the best-selling Women’s Bodies, Women’s Wisdom (Bantam, 1994) and is also the editor of the highly successful monthly newsletter, Health Wisdom for Women (Phillips Publishing International). In addition to her newsletter and holistic health care activities, current work involves teaching mothers and daughters how to trust themselves, their bodies, and their inner wisdom. This will be the subject of her next book, to be published in 1999.
	Interview on HRT:

CHRISTAINE NORTHRUP,

MD, FACOG

CN:
We know that we don’t have as many studies on bioidentical hormones as we have on synthetic hormones.  We know that the whole reason for that is because patent issues; the pharmaceutical house has to make a molecule that is not bioidentical.  One of the things that I run into over and over is that the data we have tend to be on a nonbioidentical hormone.  If we look at something like natural progesterone versus medroxyprogesterone acetate, we know instantly that a bioidentical hormone like natural progesterone will bind with the hormone binding sites located throughout the body and have a different metabolic effect.  For instance, Andrew Hertzog, MD, a neurologist at Beth Israel Hospital in Boston, uses natural progesterone for people with temporal-lobe epilepsy. The positron emission tomography scans of the brains of people who have received natural progesterone are different than those of people who have received medroxyprogesterone acetate tablets (Provera®).

    Likewise, I think it is a Bowman Gray where they have done studies causing heart attacks on monkeys.  They have found that – when the monkeys have already undergone damage to the endothelial cells inside the muscles – whey they put in Provera, the arteries went into spasms so severe that they had to stop immediately and resuscitate the monkeys. IN contrast, with natural progesterone the vessels stay nicely dilated. It is hard to say what goes on at the level of the cell, especially for me, anyway; because I man not a biochemist and I am not a molecular biologist, I am a clinician.

     However, there are more and more studies being done by people like David Zava, PhD, a biochemist and director of Aaron Labs in San Leandro, CA, who had done 20 years of research on breast cancer.  He has found that even the metabolic daughter compounds of the synthetic hormones are different than the metabolic breakdown products of the bioidentical hormones. Joel Hargrove, MD, 

director of the Menopause Center at Vanderbilt University, has pointed out that the breakdown products of Premarin,® which, as you know, is a

mixture of equine estrogens, actually become

	IJPC: What are bioidentical hormones?

CN:   They are hormones that are specific to perform the functions our bodies require.  Anything that is not a bioidentical hormone will have an increased risk for side effects and for effects that I don’t believe we can even imagine.  To me as a physician, I think it is incredibly arrogant
	

	to think that we can come up with a hormonal molecule to put into our bodies that will do as well as the one naturally present.

IJPC: Would you elaborate briefly on the benefits of bioidentical hormones in terms of their relationship to the body’s metabolism, longevity and mental clarity?
	biologically stronger than in the human female body that 17-B estradiol. The 17-B estradiol is designed so that, when it is metabolized, the daughter compounds are weaker than the original moderate compound; so that, as the body metabolizes the product, it will clear from the system and you won’t have the continual effect of the particular

	hormone.  We know that you only need minute amounts of that hormone and, when it does its job, it should be clear from the system.

  So I always wonder what we are doing when we give something designed for horses, which we know creates biologically stronger endproducts, or metabolites, in the body.  Here we are, and we are worried about hormone replacement and breast cancer, and we persist in using a hormone that, because of its very design, may place a woman at greater risk.  I am saying this theoretically because we don’t really have convincing data wither way.  We do know that estrogen is associated with breast cancer.  An article just came out in the obstetrical/gynecological literature showing that, if you remove a woman’s ovaries, the earlier her ovaries are removed the lower her chance is for getting breast cancer.  Of course she’ll get osteoporosis and have a libido, but she’ll have a lower chance of getting breast cancer.  That’s clearly estrogen, because her body has lost a significant source of estrogen early on.  I think that it is hubris of the pharmaceutical industry now to think that it can come up with an estrogen that only has an effect on the bones and heart, but won’t have any effects anywhere else, that we can target these tissues.  It is crazy because we need to be working with nature.

Nature works through humans, too, so you get to use your brain; and you get to use the lab and the science, but it’s science in partnership with the wisdom of nature instead of science trying to dominate. Someone could ask whether, if nature designed us to go through menopause and have decreased production of hormones in our middle years, then why are we even replacing hormones in the middle years? I think that is a wonderful point.  What I see clinically is that some women do appear to go right through the change and not appear to need hormonal support.  But I believe in pushing the envelope of what is possible for humans so that we can live very healthy lives until we are 100 or so.  So we might as well use the wisdom of nature and use some bioidentical hormones in small physiological amounts that the body has been accustomed to for years, anyway.  This kind of an ongoing experiment that intuitively feels okay to me.  However, it doesn’t feel okay to me to take 100 or 300 mg of dihydroepiandrosterone (DHEA) every day; some people are using this information in ways that are not safe or sane.  But we are trying to take a balanced view.

IJPC: Speaking of education, how do we educate doctors, pharmacists and patients?

CN:
having jus given a grand rounds presentation at our hospital where I briefly went over Provera, I realize that education of doctors is one area where we want to focus.  Companies like Aaron Life Cycles that do salivary testing are in the process of setting up continuing medical education programs to teach physicians the science and 

    The thing is that, on the whole, it works.  You get it right for enough women when you give them the standard does and they feel better.  I am not saying that it doesn’t work for some; but there are an awful lot for whom it doesn’t work, and they do so much better with an approach that looks not just at estrogen.

    This is the other thing: let’s replace everything that the ovary makes – androgens, progesterone, and estrogens. Otherwise you have a real half-baked approach.  This, to me, is revolutionary because it follows women’s wisdom and the wisdom of nature.

     I was talking with a reporter from one of the major networks who said to me, “All the studies have been done on Premarin. Why do you have a problem, because that is where all the data are, on Premarin?” She said, “It has the longest track record of any hormone out there. “I said, “Are you going to compare 30 years of a humancreated product with a little help from a horse with years of experimentation and readjustment by nature and tell me that you think that those two are comparable?” It is kind of like the difference between formula and breast milk.  We know that babies do okay on formula, but we know they do better on a number of levels with breast milk.  The differences are not in life and death; the differences are in quality of life.

IJPC: You talked about saliva testing.  How do you use blood levels, saliva testing and also clinical monitoring to adjust dosing or to start dosing?

CN:
Here is what happens in real life.  A woman comes in and she is in extremis, she has finally gotten there and she was waited a couple of months to get there and she is having hot flashes so bad that she is not sleeping at night.  If I could hive her a test kit right at the minute and get a salivary level of estrogen, progesterone and probably, testosterone I would, many times.  But usually I can’t, for whatever reason; she needs to check to see if here insurance will pay or she needs to think about it, but she needs relief.  So I will start here on a relatively low dose of estrogen, like an equivalent of 0.3 mg of Premarin.  I have often used Joel Hargrove’s initial starting dose of 0.5 mg of estradiol mixed with 100 mg of natural progesterone if the person wants an oral formulation, just because that is what they have studied, that particular thing.  However, about two weeks later – and 12 hours later per dose (because this has about a 12 – hour half – life)- I will recheck a salivary level and send it to a lab just to know where we are.  A lot will depend on how the woman is feeling.  If she feels wonderful and everything is great, we’ll just say, fine. 

   Once a woman is stabilized, then we would do a test about once a year.  You don’t want to overtest and get people all paranoid.  What is your goal? Our goal is for the patient to feel good.  The other testing that I am interested in is the bone mineral density urine testing to see if the patient is losing bone 

showing that estriol is helpful for bones and also helpful for cardiovascular health.  One of the major researchers, Henry Lemon, MD, is currently retired but apparently has kept pretty current on this; he was doing amazing stuff in Nebraska on estriol back in the 1970s.

     The mainstream person isn’t necessarily going to know about this stuff because it doesn’t make it to the front page of the New York Times. Isaac Schiff, MD, who is chief of gynecology at Massachusetts General Hospital and a wonderful women’s advocate and menopause experts, points out that the New England Journal and JAMA, in other words, the journals that are picked up by the mainstream media, tend to be much more likely to accept for publication articles about studies showing an adverse effect of hormone replacement.  Isn’t that interesting? He said that it is like everything else, people want to see their name in print, and so there is a bias. I don’t want to go on record saying that standard conventional synthetic hormone replacement is inherently dangerous.  It just seems to me that, when other alternatives are available and it is my body, I would want something that nature created, and that is really the bottom line. And the data that we have show that there is wisdom in that.

IJPC: High does of estradiol may predispose a woman to cancer.  What does do you feel is appropriate or too high?

CN:
It depends on the person and how her liver is functioning. It is interesting that David Zava referred to estrdiol as the angel of life and the angel of death. It’s both together because the nuclear receptors on estrogen-sensitive cells are set up to stereoscopically accept 17-B estradiol, so it is a growth hormone for the nucleus of estrogen-dependent cells in the uterus and in the breasts.  On the other hand, we know that it is estrogen being bound to that some nucleus of the cell, that is there is too much there and if the genetics leading to programmed cell death are somehow screwed up, then you are not going to get the programmed cell death, call apoptosis, which occurs when you get enough progesterone on board.  With to much estrogen in the cells and not enough progesterone, you get a setup for a genetic situation in which the cells overgrow and become undifferentiated and that is the problem with estradiol. If it is balanced, then you should be okay.  So, again, I think our whole key here has to be balance.

IJPC: What role does progesterone play in hormone replacement?

CN:
I would say progesterone has been extremely undervalued.  Let me just give you a brief overview of how it works.  If estrogen is growth factors for cells and binds to the nuclear receptors of estrogen-sensitive cells, think of it as creating the trunk and branches of a tree.  If we are talking about breasts, for instance, it helps form and create the duct cell proliferation.  When progesterone comes around, progesterone actually favors differentiation 
want.  This puts the responsibility on the pharmacist to does the patient, which is very scary.  Pharmacists need information, and doctors need it worse than pharmacists.  Do you have any suggestions to allay the fear of pharmacists who are being asked to dose patients without any help from a physician?

CN:
Five years from now we will look back and laugh because this will have become so mainstream. I am sure of it.  I would say t hat we are all kind of learning this together.  At its very worst, here is the thing that I can tell all of your pharmacists.  You can’t do any more harm to women that has already been done by just giving them the “one size fits all.” How bad can it get?  So you ask them how they’re feeling and if they are feeling and if they are feeling like they got a little too much estrogen, then just cut it in half, go with the natural thing and I figure you can never go wrong with the least amount of estradiol that takes care of the symptoms balanced with estriol.  You have to get a kind of intuitive feeling for where the patient is coming from; and, if breast cancer is the major concern, I just go right with progesterone and estriol, period.

IJPC: What is progesterone’s role in bone growth?

CN: Jerilyn Prior, MD, endocrinologist at the University of British Columbia in Vancouver, B.C., had found, in studies with Provera, that it is a bone trophic factor, so that it actually increases osteoblastic activity; where as an estrogen prevents the breakdown of bone with osteoclasts.  But, interestingly, osteoblast activity is building new bone.  In all the clinical studies by John Lee, MD, (family physician and clinical researcher), he found that women who were exercising and eating well were on 2% progesterone cream at physiological levels just did not break any bones, except for one lady who fell skiing and another lady who dropped a television on her foot, and that could happen to 20-year-old.

IJPC: Would you describe the need for testosterone replacement in women?

CN:
Where the need for that is enormous is in women who have had a hysterectomy with ovarian removal; removing the uterus can change the blood supply to the ovaries and decrease their ability to produce androgens.  In fact, one study has shown that, after tubal ligation, the progesterone falls very significantly.  No one knows about that, but that study is very well done. The ovaries seem to partially recover, but no one has studied it beyond a year.  If tubal ligation is changing progesterone levels, you know that the chance for its affecting testosterone levels is also there.  Clearly, oophorectomy removes overnight one of woman’s main sources of androgens.  If you couple that with the fact that women are on adrenal stress overload in this culture from lack of the nutrients that keep the adrenal glands healthy, constant fight-or flight reaction, not living in time with the natural seasons (any shiftworker is at risk if adrenal overload), then 

they are supposed to be elated with this new little bundle of joy who is basically making them suicidal because their hormones have bottomed out.  So of all the people I can thing of, if someone has a family history, had had a depressive episode in the family, has had postpartum depression before, then there is a good reason for using progesterone. Now, back to PMS, I have generally used 100 to 400 mg of micronized oral progesterone a day or two before ovulation through the onset of the period, and they have to know that their period may be delayed by the progesterone.  You could do it with a 10% cream; but, after about three months on adequate progesterone, something seems to change in the hypothalamic pituitary axis and they don’t need as much progesterone anymore.  What happens is that women start to feel better and the stop taking it and then they have a crash, so they need to take enough and they need to take it long enough.


The other thing you could do if you were trying to figure out whether to do the micronized oral or the transdermal route is to give them the capsule in oil and tell them to rub it one their skin.  When the progesterone oral is really a bad idea is with anyone with candidiasis; it could make them a lot worse.  So, for anyone with digestive problems, I would definitely go with the transdermal route.

IJPC: Will natural hormones ever be used as means for birth control?


	rationale behind bioidentical hormones.  The physicians whose minds are open really want to learn; I get letters all the time.  Now, where this is going to come from and always has- and I think this is so important – is the patients themselves.  When I launched the Wisdom Hormone Program through my newsletter, the response was overwhelming.  I think that kinds of program that serves to get women connected with a compounding pharmacist and natural hormones (I don’t care whether they use my program or use a compounding pharmacy in their hometown) provides a model that people can follow that says, “Hey, this is what is possible.” I wanted to create what I have done for patients for years on a larger scale, for those women who do not know where to even turn in their own hometown or in their own stat. What this does is it says that thousands of women every month, “Look, there is a better way,” and it is always the tail that wags the dog.

   I learned obstetrics at a time when there was a huge hue and cry about home pregnancy tests: that women would not be able to interpret the tests.  Then we obviously went to over-the-counter testing.  By the same token, as I started my training, there were many places that did not allow fathers in the delivery room, because the obstetricians were sure the guys couldn’t handle it.  It was women themselves – and largely the women’s movement- that changed the way childbirth is practices in this country, and it will be these same women who have children who are going to change the way hormone prescriptions are prescribed. Even if it is only deleting 5% or 10% of well-educated women who know the difference, that makes a huge impact and trickles down to other people.  We could also make a case that it is the thing that makes the most sense. I mean, when I think about the difference between writing a prescription for Premarin (0.625 mg) with 5 to 10 mg of Provera for the last 12 days of the month or the first 12 days, which ever you want to do; and given the same prescription to every woman who walks in whether she weighs 110 pounds or 160 pounds, whether she is a smoker of not, whether she has a history of breast cancer or not, or hypertension, that is just poor medicine.  That is not what I call state-of-the-art, centered care. If I ruled the world, I would say, let’s get a baseline salivary level of hormones when a woman is in her midthirties or early forties, so that we would know later, depending on how she is doing, if she would ever need anything.  Then when she comes in you can begin actually replacing hormones in the same way you would if you were positive the thyroid is working well.  You don’t give the same dose of levothyroxine sodium (Synthroid®) to every woman who walks in; you actually measure a level. To me it is indicative of where we have placed the care of woman on the national priority scale, that we would just think that one size fits all.  It is just crazy.

matrix in the urine.  If you have someone you know is losing bone, then you can test them within two weeks after starting a hormone replacement regimen with calcium and vitamin D and so on and they will stop that process and you can measure it in the urine test.  We just want to get the parameters for which we are giving hormone replacement proved and stabilized: that includes the heart, bone, and vasomotor symptoms, vaginal dryness, sex drive, lifer energy and vitality, and any symptoms of depression.

     Now we know for sure the depression is not related to menopause per se, but it is definitely related to hormonal change.  You want to get those things cleaned up, and the main thing I want to know is that the person isn’t getting too much estrogen.  One thing that we have been finding with the salivary levels is that there are more women getting too much than we thought.

IJPC: How can we know in the short term if a woman is getting to much estrogen?

CN:
She will get a bitemporal headache and experience premenstrual (PMS)- like symptoms: weight gain; bloating; edema; sore breast; and, oftentimes, irritability. 


As a pharmacist, one of the biggest services you can perform is that you can be there in partnership with here.  It takes awhile for a pharmacist, as well as a physician and patient, to learn the skills of partnership medicine and partnership health care.  It is more of an art than a science because an individual woman’s body is so different from other women’s.


We know from research at the Institute of Heart Math, in Boulder Creek, CA, that women and men who learned how to be in a state of appreciation and gratitude five times a day for 20 seconds actually increased their DHEA levels, so the emotions do it.  In other words, there are more things changing hormone levels than simply exogenous and endogenous hormones and move the person towards a way of living that optimizes her own body’s ability to produce the hormonal balance most needed.  But given the rigors of modern life and the way people live in artificial light, with highstress lifestyles, and all of that, then to me part of what we do is help them over the hurdles, since we don’t all live in a tent somewhere with all natural light.

IJPC: What is your preferred replacement therapy – biestrogen, triestrogen, or estradiol alone?

CN:
It is estradiol alone for awhile, obviously with progesterone.  But looking at the data from Aaron Madison Pharmacy, we were finding the triestrogen was actually giving levels of estrogen that were higher.  I have usually gone with estradiol and a little estridol, but if it is somebody who is absolutely terrified of breast cancer because estriol alone.  Some women do beautifully on it; in Europe it is one of the major hormone replacements.  There are some data coming out now from Europe 

of those cells in the way that a tree branch produces leaves; and, once they have produced leaves, they do not go back and become tree branches.  They are well-differentiated leaves.  That is what progesterone does with breast tissue from everything that we have seen.


It is clear that progesterone and estrogen at the time of ovulation both work together to create breast cell growth, but the continued presence of progesterone pushes the cell into this level of differentiation from which it cannot return, so there is not excessive uncontrolled cell division beyond what is healthy and balanced.  A gene know as BCL-2 functions by blocking cell death and a gene know as P-53 halts uncontrolled cell division by increasing programmed cell overgrowth and subsequent cancer associated with cell overgrowth.  The BCL-2 gene is known as a protooncogene because it promotes cancer if its expression goes unchecked, whereas P-53 is a tumorsuppression gene.  Interestingly enough, these genes are influenced by sex genes of estrdiol and progesterone. So estrogen in the form of estradiol and estrone increases the expression of the BCL-2 gene and thus promotes breast cell growth, which isn’t a bad thing necessarily.  Unabated expressions of the BCL-2 genes by excessive sensitive tissues such as breast, uterine, and ovarian.  Progesterone decreases the expression of the BCL-2 gene; but increases the expression of P-53, which leads to an increase in programmed cell death at the appropriate time.  So progesterone uprequlates P-53 and downregulates BCL-2 activity, and I believe that’s why we have a series of scientific papers that have associated adequate progesterone levels with a decreased risk for breast cancer.

IJPC: Being that progesterone is a precursor hormone, can it be used alone for hormone replacement?

CN:
There are some women who can and do, and it works beautifully.  What I should say about that is the following: if you wanted to start out with something and were not in extremis from symptoms of estrogen deficiency like severe hot flashes, vaginal atrophy, and that sort of thing, then start out with a 2% progesterone cream.  You could use a higher percentage, but 2% gives you a nice physiological level judged by salivary levels.  For vaginal dryness, in most women I have not found that progesterone works well; although other clinicians have had different experience.  I would use estriol vaginal cream, which is absolutely superior for vaginal dryness.  In fact, I would use estriol vaginal cream as my absolute number one choice for all vaginal symptoms and recurrent urinary tract symptoms.

IJPC: Pharmacists are struggling because there are so many doctors telling them to do whatever they want.  I can’t tell you the number of pharmacists I have talked to that give me the patient profile and say the doctor has told them to do whatever they 

the adrenal glands cannot take over for those ovaries so those women can just bottom out after oophorectomy.  Those women need testosterone, and it is one of the first things you will find gone.  When they come in, they say, “I just don’t have any energy, I completely lack energy, my sex life is totally gone.” They may also be losing their pubic hair, but that depends on 5-alphareductase levels in their hair follicles and is very complicated.


A simple measure is either a blood test or salivary hormone test.  It is my feeling that, if salivary hormone tests are available, why go sticking needles into people? I don’t like it and spitting into a cup is easy.  So you just do the testosterone level and you know they only need, generally, 1 mg; and I would do a transdermal approach of a small amount on the skin.  It works well as a vaginal cream because it also has a good effect on the vaginal mucosa.  One to two milligrams every other day is a good starting dose and then adjust it by how they are feeling.  They will notice a difference in three or four days.

IJPC: Susan Rako, MD, proclaimed the effects of methyltestosterone because of its decreased conversion to estradiol.  Is that valid?

CN:
I think it is, but, again, how much will be converted will depend totally on the patient.  If there are no other risk factors, I like to start with regular testosterone; but methyltestosterone is alright.  I certainly appreciate here work because she brought a much needed subject right out of the closet.

IJPC: In general, for dosage forms, do you prefer one route over the other – sublingual, oral or tropical? What is your preferred way to dose hormones?

CN:
My preferred way is transdermal because I believe that the absorption is very superior; however, there are many people who just feel more comfortable with a pill, given our society.

IJPC: Would you talk about how you use progesterone for PMS?

CN:
First of all, I think that progesterone is the first thing you should use with PMS because, if a woman is stressed out from PMS, she can almost always benefit from progesterone.  I would start with the 2% creams, which work beautifully with a moderate-to-mild PMS.  I found that they haven’t quite given me the dosage levels that I need in the people who really have severe PMS with trauma histories and that sort of thing.  They key is to start giving it before ovulation, before they start experiencing this complete bottoming out of their hormones.


The other thing is that anybody who is at risk for postpartum depression should be taking natural progesterone the minute that baby is born; 10% to 17% of women will have postpartum depression and 80% have baby blues, but that goes away in a week or two. But full-blown postpartum depression is completely underrecognized and undertreated. Women don’t talk about it because 
CN:
I don’t know enough about that.  I know Hargrove felt that melatonin would be the way to go on that one.  I don’t know enough about that; I would bet you that it would be a long time coming, and let me tell you why.  At this particular time in history 60% of pregnancies are unwanted or unplanned.  Given that and the wide choice of birth control now available and the fact that learning when ovulation occurs and understanding symptoms of ovulation exists is almost as effective as the pill.  Anyone who is interested in the natural stuff is probably already using natural methods such as diaphragms, condoms and that sort of thing.  Even though I talked about the bioidentical hormones with birth control, if you are doing birth control where you are putting these hormones in your body in ways that are never really intended by nature for long periods of time, there is something about using them that feels a little off.  I think we could do it, but I can’t imagine that we would come up with the long-term studies necessary to reassure people that this way is the way to go.  I am very interested in whatever study they were doing, I think it was in Denmark, with high levels of melatonin.  But at this point in time I don’t think women are working with their fertility in any entirely empowered way and we have got a way to go on that.


