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Dr. Hyman: Hey everyone, it's Dr. Mark Hyman. I'm here with my close friend 
and colleague, Dr. David Perlmutter, who I've known for over 20 years. And 
he's honestly been one of my mentors and teachers, who I've studied and 
learned from. 
 
I remember his first book, "BrainRecovery.com." I devoured it; I used it with 
my patients, saw extraordinary results. And then he wrote "The Better Brain 
Book," which is a fantastic book that I also devoured. And "Grain Brain," 
you've all heard of, it's the number one New York Times best seller, been on the 
list for over a year. And his new book, "Brain Maker," is an astounding look at 
the brain and the gut and there's so much we can talk about that. 
 
And he's just an amazing man who's got a brilliant mind, a great heart, and has 
really explored the edges of science and the brain and how those two things in-
tersect, to give us a story about why we get sick and how we get better, in ways 
that we never imagined. And I think there's no person on the planet today that 
has more of a breadth of understanding of the brain, it’s functioning, in terms of 
aging, Alzheimer's, Parkinson's, cognitive function, and how it relates to our 
diet, environment, and this wonderful world of fat, which we're talking about on 
the Fat Summit that you're all joining us on today. 
 
So Dr. Perlmutter, I know you've also been on the Dr. Oz show many times, 
and I think we've played on there together a few times. So I think it's really 
great to have you, I'm a huge fan, and I really appreciate you joining us. So I 
wanted to start right out by . . . you want to say something? 
 
Dr. Perlmutter: I was going to say hi, Mark . . . 
 
Dr. Hyman: Hi. 
 
Dr. Perlmutter: . . . and I'm glad I'm here, and I did say that, there you go. 
 
Dr. Hyman: Yeah. So Dave and I have known each other forever. In fact, when 
I was sick with chronic fatigue syndrome, I called David and asked for his help, 
and he was so generous and kind. And it's just been amazing to be on this jour-
ney together, pushing functional medicine forward in the world. 
 
So I want to just start off by saying that I recently read the "Grain Brain," and 
as I was researching for my book, "Eat Fat, Get Thin," I was very curious about 
how you frame the story of the brain and fat. Because I learned from you many 
years ago that 60% of our brain is made up of fat, and most of its omega-3 fats 
that, if we don't have fat, our brains can't work better. And that all our cells are 
made of fat, that our nerve sheaths are made of fat, and that it's really a critical 
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area to be focused on, in terms of the fat we eat and the fat in our bodies and 
how it all connects. 
 
But what really struck me in part of the "Grain Brain" was that you were advo-
cating a very high-fat diet for the brain. And I'd love for you to share the story 
of how you came to this, how you learned this, and what the science is behind 
it, in fact, what kind of results you've seen with your patients around it. 
 
Dr. Perlmutter: Well, it's a big challenge. 
 
Dr. Hyman: Yes, but we have an hour. 
 
Dr. Perlmutter: Let me start by saying how did I really arrive at the notion that 
fat was good for the body. And one of your statistics, earlier, about 60% to 70% 
of the brain being made of fat, that was an eye-opening experience for me, es-
pecially when you qualify that afterwards and said and that fat comes from the 
food that we eat. When I realized that, I started to wonder . . . this was many 
years ago . . . about the real substance behind the notion that we should all be 
on a low-fat or no-fat diet, which as many of the viewers of this interview I'm 
sure recall, that was the party line for many, many years. You'd walk down the 
grocery store aisle, and it was littered with low-fat and no-fat, high-carbohy-
drate cookies, cakes, you name it. And these were the years when the Dr. Or-
nish diet was very popular for ostensibly being good for the heart and even re-
versing heart disease. And by extension, if it was good for the heart, it was 
thought to be good for the rest of the body. 
 
And when you take a step back and you recognize, first of all, that humans have 
always consumed fat. Fat is a very dense source of vital calories, and the fact 
that we've always had access to fatty foods throughout our two million-plus 
years on this planet has really allowed us to survive. Now, when we put this in 
the context of the fact that our food is more than protein, carbohydrates, and fat 
in terms of the macronutrients . . . and the micronutrients being minerals and 
vitamins . . . in terms of just the raw substances of the food, that's all interesting 
and we'll certainly talk about that. But as you and I learned many years ago, un-
der the tutelage of Dr. Jeffrey Bland, food is information. Food is actually inter-
acting with our genome, with our 23,000 genes that we've been so gratified to 
understand in recent years, and been able to sequence. So food, the very food 
that we eat, interacts with our genome. 
 
When you look at it in that context, you recognize that our genes, our code of 
life, has evolved to work in concert with these signals that it's getting from 
food. And that said, we've had a lot of good fat in our diets until just a few mo-
ments ago, when researchers like Dr. Ancel Keys made their way to influence 
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policy in Washington, and suddenly it was decided that fat, which had been part 
of the human diet since we've walked this planet, was a bad thing, and in place 
of fat . . . 
 
Dr. Hyman: It's actually what the indigenous populations prefer, right? They 
would break the bone marrow open and suck out the bone marrow when they 
killed an animal . . . 
 
Dr. Perlmutter: Absolutely. 
 
Dr. Hyman: . . . and eat the organs, where all the fat was, right? 
 
Dr. Perlmutter: And we all basically crave fat. And we love that unctuous 
sense of fat. The Veda texts talk about that as being so soothing, and the anti-
inflammatory, I might add. But that said it was looked upon as being something 
that the United States Department of Agriculture could get involved in. They 
jumped on the bandwagon. And right away, the doctrine was that to be healthy, 
you had to be on a low-fat, no-fat diet. And in its place, by default, what did we 
do? We increased . . . 
 
Dr. Hyman: Ate sugar, 
 
Dr. Perlmutter: . . . our consumption of carbs, sugar and carbohydrates. And I 
don't think there's a reasonable researcher or scientist around today who would 
argue the fact that this influx of carbohydrates . . . and particularly the simple 
monosaccharides, or sugars . . . into our diet, has been our undoing. There are 
strong correlative studies with respect to sugar consumption and higher carbo-
hydrate diets raising blood sugar, and the relationships of higher blood sugar to 
virtually every bad thing you don't want to get, whether it's heart disease, can-
cer, my interest being Alzheimer's, etc. . . 
 
Dr. Hyman: I mean, don't they call Alzheimer's now type 3 diabetes, right, Da-
vid? 
 
Dr. Perlmutter: Exactly. We recognize a very distinct relationship between 
even subtle elevations of blood sugar and risk for dementia, as was so elo-
quently published in September of 2013 in the "New England Journal of Medi-
cine," in which they took several thousand, up to 6,000 individuals without de-
mentia. They performed one laboratory study on these individuals. They simply 
measured their blood sugar. That's it. Then they followed them for about 6.7 
years, and they asked the question, who got dementia and who didn't? And lo 
and behold, there was a linear increased risk of dementia that correlated very 
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nicely with blood sugar. And the scary but empowering part of the data demon-
strated significant increased risk of becoming a demented person with an origi-
nal blood sugar of 105 and 110. 
 
Dr. Hyman: Yeah, not even diabetes, right. 
 
Dr. Perlmutter: No, not even diabetes. 
 
Dr. Hyman: Well, isn't it true that if you're diabetic, you have four times the 
risk of Alzheimer's? 
 
Dr. Perlmutter: It is now . . . in my books, I would say doubled, but a recent 
study that came out in the journal "Archives of Neurology" actually puts that 
figure closer to fourfold increased risk for a disease for which there is no treat-
ment. So it is absolutely . . . 
 
Dr. Hyman: I want to talk to you about that, because I think is it true that there 
is no treatment? And I had a patient recently, who had early dementia, and us-
ing functional medicine, we helped improve her cognitive function dramati-
cally, and then after about five years, she slipped a little bit. And I put her on an 
extremely high-fat diet, like 70% fat, because I'd read about it in your work and 
I read about it in other journals. And I was like, well, there's nothing to lose by 
doing this. And it was remarkable. It's like she woke up, like Rip van Winkle. 
And I've also seen this on the other end of the spectrum, with autistic kids, who 
are . . . 
 
Dr. Perlmutter: Yes. 
 
Dr. Hyman: . . . who are violent and struggling and cognitive-impaired. And 
we put them on extremely low glycemic, very high-fat diets, and they kind of 
wake up. It's pretty amazing. So how does that happen? And can we both pre-
vent and reverse this by changing the kinds of fat we eat? And what should we 
be eating? 
 
Dr. Perlmutter: Answer to the first question is absolutely. We can do lots of 
great things to prevent senile dementia of the Alzheimer's type. And when I 
stated earlier there is no treatment for Alzheimer's, what I mean by that is there 
is no prescription pad, mono-drug therapy that has any effectiveness whatso-
ever, despite the fact that these cholinesterase inhibiting drugs are over a $1 bil-
lion expenditure in terms of treating Alzheimer's patients. Think about that. 
And the drugs do not work. 
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Dr. Hyman: Yeah. David, I heard recently there's like we've spent $2 billion 
over the last couple of decades and with 243 studies, and all of them have failed 
except for 1, which extended people's time before they went into the nursing 
home by 3 months or something. It was just . . . 
 
Dr. Perlmutter: Yeah, and a mess. 
 
Dr. Hyman: It's a massive failure. 
 
Dr. Perlmutter: But we can't prevent it. It's been published in "The Lancet" by 
Dr. Deborah Barnes, University of California San Francisco. And let me just 
talk to you for a moment about treatment. And again, when I say there's no 
treatment, there's no one single approach. Here we are, in medicine, in Western 
cultures, and we are really very used to treating a single disease with a single, 
what we call a monotherapy, one drug, one disease. You have high blood pres-
sure, here's your drug, go home. 
 
That's not going to work in Alzheimer's, because Alzheimer's is the culmination 
of multiple factors that ultimately conspire and lead brain cells to basically 
commit suicide. So we have dropout of cells in the memory center of the brain 
and the frontal areas of the brain, and that leads to the classic symptomatology 
that we see in Alzheimer's. Lately I've been working with a Dr. Dale Bredesen, 
who runs the Alzheimer's research department at UCLA, but is also the presi-
dent and CEO of what's called The Buck Institute, which is just about 40 miles 
north of San Francisco. And I visited him several months ago, and we did an 
evening presentation and reviewed what does the future of Alzheimer's treat-
ment look like, recognizing that in September of 2014 in the journal "Aging," 
Dr. Bredesen published his first 10 cases in which he reversed Alzheimer's dis-
ease in 9 of 10. 
 
Now, no one's going to write home about 9 out of 10 patients, making a big 
deal about it, but I sure as heck am, because it's the first time there's been pub-
lished research in a peer-reviewed journal demonstrating people getting back to 
their lives and going back to work. And what Dr. Bredesen did was he em-
ployed a changing 36 different interventions, 36 different parameters were 
modified. Normalizing homocysteine, regaining aerobic exercise, getting on a 
diet that's higher in fat and much lower in carbohydrate, working with hor-
mones, the importance of the aerobic exercise to increase the growth of new 
brain cells, multiple dietary approaches to reduce inflammation. Thirty-six 
points of intervention, that's what it's going to take, and he was hugely success-
ful. And interestingly enough, if you read online about it, people are so critical, 
saying oh, he threw the kitchen sink at people, and that's how he made it hap-
pen. I don't care. Count me in. 
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Dr. Hyman: No, no, he told me actually how he kind of came up with all this, 
because he had this patient who came to him, he was a researcher, not really a 
clinician. 
 
Dr. Perlmutter: Exactly. 
 
Dr. Hyman: And his wife was into functional medicine, and she read my book, 
"UltraMind Solution," and this patient came to him with early dementia at 60, 
not remembering where she was going, couldn't function at work anymore. And 
he said well, gee, try this approach, because it seems like it makes sense. So a 
year later she comes back, completely better. Cognitively better, neurocognitive 
testing better, gone, symptoms. So he was like what's going on here? And he re-
alized that it's a multi-factorial, multidimensional problem . . . 
 
Dr. Perlmutter: Exactly, multiple event. 
 
Dr. Hyman: It has multiple processes, it needs multiple interventions. And 
what he told me was fascinating. He said, "You know, Mark, I tried to fund a 
research program on this, and the donor was giving me $2 million, but the re-
searcher review board said, 'Well, if you have people sleep better and eat well 
and exercise and take supplements and do all the right things, how do we know 
what worked? So we're not going to actually approve the study.'" So it's the op-
posite of what we need to be doing . . . 
 
Dr. Perlmutter: It is. 
 
Dr. Hyman: . . . which is thinking about systems approaches. And actually, I'm 
. . . 
 
Dr. Perlmutter: We are locked into that mentality, unfortunately, in America, 
and in Western culture, is that we need one magic pill to fix a disease, be it Alz-
heimer's or cardiovascular issues; we need a single magic pill. Because that can 
be monetized. It's proprietary and you can market it to doctors and patients 
alike, and that's how it works. And here Dr. Bredesen, doing the best he can get 
funding, has reversed Alzheimer's in 90%, although it's a small number of indi-
viduals. 
 
Dr. Hyman: Yeah. We're working on collaborating with the folks out here. 
 
Dr. Perlmutter: I will tell you that the fundamentals, from a dietary perspec-
tive, of what he's talking about, are exactly what you and I are now talking 
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about, being a low carbohydrate diet and a higher fat, gluten free-we'll get there 
in a bit . . . gluten-free approach. Now why higher fat? 
 
Dr. Hyman: Yeah, let's dig into that, because that's what this is about. This is 
the Fat Summit, so tell me about fat. 
 
Dr. Perlmutter: Absolutely. People just freak out. You're giving people fat, fat 
will make your kids born naked or some horrible thing happen. So again, the 
brain . . . 
 
Dr. Hyman: I think that's what's supposed to happen, actually, David. They're 
supposed to be born naked. 
 
Dr. Perlmutter: Oh, really. I didn't know. So . . . 
 
Dr. Hyman: Did yours come in with clothes on? 
 
Dr. Perlmutter: We all were told that the brain has to have glucose, that's why 
we've got to eat sugar and carbs, we've got to fuel the brain. That is bunk. 
 
Dr. Hyman: Yeah. Yeah, that's what I learned in medical school, that the only 
fuel the brain can use is glucose. 
 
Dr. Perlmutter: That's right. And then along comes researchers like Mark 
Mattson, who demonstrate that the brain is very, very keto-adaptable, meaning 
it's very able to use ketones, a form of fat as a fuel. And not only just able to, 
but when the brain is burning fat as opposed to carbs for fuel, it does so far 
more efficiently, creates far more of what's called ATP, or energy molecules, 
and does so without creating as many what are called free radicals, damaging 
exhaust, if you will, from what would normally have been present if you're 
burning sugar. That's what the brain loves to burn. And you can achieve that by 
cutting out your carbs and by reintroducing wonderful, good, healthful fats. 
We'll talk about that a little bit later. 
 
Now, let me tell you how far this has come. A company has actually created a 
product that they market now to treat Alzheimer's, to augment the treatment of 
Alzheimer's. It's basically making them more ketotic, more fat-burning, and 
they're able to sell this product. Which, I tell my patients, look; all you got to do 
is cut your carbs and take a couple tablespoons of coconut oil every day. You're 
going to give yourself the raw material to make those ketones that your brain 
will thank you for, and that's how you see improvements in people. 
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You normalize their Vitamin Ds. You drive their homocysteine levels down. 
You make sure that they're exercising. These are thing that we've talked about, 
in my lectures, in my past couple of books. My public television programs have 
been all about this, and how exciting it is that the peer-reviewed, well-respected 
research is validating the underpinnings of exactly what we're doing. 
 
Dr. Hyman: It takes so long, right, so for doctors and medical system to 
change . . . 
 
Dr. Perlmutter: That's all right. 
 
Dr. Hyman: . . . we're still so stuck on the low-fat message. Cardiologists are 
still recommending low-fat diets, the American Diabetic Association. But 
what's really striking, I don't know if you saw the U.S. Dietary Guidelines 
Committee, which is the committee that makes our food policy in America. 
They recommend to the government what we should be doing and the govern-
ment usually listens. And this advisory group, for the first time in 40 years, said 
hey guys, we don't need to worry about fat any more. 
 
We shouldn't restrict the amount of fat, we shouldn't worry about it in terms of 
heart disease, and we shouldn't worry about it in terms of weight. And even 
more striking, they said by the way, cholesterol, you know, that thing we're all 
supposed to avoid and eat egg white omelets that are gross and tasteless? Guess 
what? You can eat them again, because cholesterol "is not a nutrient of con-
cern." Right? And that's . . . 
 
Dr. Perlmutter: That's right. 
 
Dr. Hyman: And I'm like whoa, not a nutrient of concern. Like that's such an 
unceremonious death for this horrible thing that we've all been afraid of. 
 
Dr. Perlmutter: Really. How late did it take these guys to jump on the band-
wagon? But understand, this was a governmental advisory committee, but they 
really had to go against the grain, pun absolutely intended on that one, when 
they issued this 700-page document indicating that what's killing Americans is 
the sugar and carbs, it's not the fat. But I certainly don't want to leave the view-
ers of this summit with the notion that you and I are saying hey, bring on all 
fats, they're all good. Because obviously, we've got to be real specific in terms 
of the types of fat that people are going to walk out of this seminar thinking 
they should be eating. And I think we really want to remember to do that. 
 
Dr. Hyman: Well, it’s a couple things I want to address. One is the carb issue 
that you mentioned, and two is what fats are good, what fats are bad, and are 
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there problems we should be worried about with eating too much fat? So the 
carb issue, I always say all plants are carbs, right, so lettuce is a carb. Spinach is 
a carb. Broccoli is a carb. But so is pasta or bread. 
 
So we have to think about the different quality of the carb we're eating, because 
we probably want actually most of our volume of food to be carbs, right, plant 
foods, vegetables, right? But by calories, probably more like 50% to 60% fat. 
So it's sort of a way of flipping like on your plate, the size of the amount of veg-
etables you want is mostly vegetables, protein . . . not too much, because that 
turns into sugar, right . . . and then fat. 
 
Dr. Perlmutter: Exactly. And not to get too technical with your viewers, but 
understand that gram per gram, there's more than twice as much calories in fats 
in comparison to carbohydrates. So therefore, just in terms of if you had equal 
amounts of calories; you would have twice as much food on your plate in terms 
of mass of those carbohydrates. And you make a good point. That those vegeta-
bles, and to a lesser extent, fruit, that we want people to eat, are, in fact, carbo-
hydrate, and we have to qualify that. So we tell people 60 to 80 grams of total 
carbs a day is not unreasonable. That's not draconian. 
 
But these are exactly the carbohydrates that you're talking about. They are fi-
ber-rich, nutrient-dense vegetables that act as . . . we'll get there . . . as prebiotic 
fiber to nurture the good gut bacteria. So we want people to load their plates. 
Most of the plate should really be colorful, nutrient-dense vegetables. Now if 
you are a non-vegetarian, then you can have some protein, animal-based pro-
tein, if you so choose. 
 
But I think you've got to be real specific about that. If you're eating grain-fed 
beef, then you are eating a lot of stuff that may surprise you. You're eating the 
wrong kind of fat. You're eating the pro-inflammatory omega-6. You're also 
dousing your body with antibiotics and likely hormones as well from food that's 
been fed genetically modified types of feed. 
 
Dr. Hyman: So it's not only what you eat, it's what you are eating just ate. 
 
Dr. Perlmutter: Exactly. 
 
Dr. Hyman: Right. 
 
Dr. Perlmutter: But the real issue is to make people comfortable in terms of 
dousing their foods with extra-virgin organic olive oil. It's pure fat. Eating co-
conut oil, that's more than 90%, dreaded saturated fat. 
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Dr. Hyman: Oh my God, we have to talk about that in a minute. 
 
Dr. Perlmutter: Yes. When do you want to talk about it? 
 
Dr. Hyman: Well, saturated fat and coconut oil, and these are things that we 
were all told were horrible, right? So now we're saying eat olive oil, eat coconut 
oil, and eat grass-fed butter. Like what's up? Because if saturated fat was the 
boogeyman, and you brought this up in your book that I read, "Better Brain 
Book," that we should be watching cholesterol in our diet, that we should be 
lowering saturated fat, having good fats, but watching the bad fats, and trans fat 
are bad fats and saturated fats are bad fats. 
 
And I recommend the same thing. If you look back at my book, "UltraMetabo-
lism," that I wrote 10 years ago, that was a story that we all believed. And 
somehow most of us in this space have changed our thinking. And maybe you 
could share some of the research and thinking that's really guided your flip-flop 
from saturated fats bad to saturated fats good. 
 
Dr. Perlmutter: Well, let's just say flip, because I haven't flopped back.  
 
Dr. Hyman: Okay, your flip. 
 
David: No, the argument in favor of us now, in terms of the position that we've 
taken, is really that we're now in line with the entire history of humans. And I 
think that's very powerful. When you get back to my original comment about 
honoring this relationship between our food and our genetic expression. That 
when we start to load up with carbohydrates and sugars, we actually change our 
gene expression. We're altering the expression of our life plan, and that's scary 
business. So we finally, I think, have gotten it right. 
 
And recently on the Internet, a fellow was criticizing me, saying well; Dr. Perl-
mutter told us 11 years ago that we shouldn't eat foods high in cholesterol and 
saturated fat. I did say that, I'm the first to admit it. And I haven't flip-flopped. I 
am doing the very best I can to stay on top of the most aggressive, leading-edge 
research in this area. And I think what you and I are now seeing is this incredi-
ble convergence from all spheres, coming in on the notion that fat is really 
where it's at, that we need more fat. The United States Dietary Advisory Com-
mittee, as you mentioned earlier, they're not exactly avant-garde, and they're 
telling us hey, go for it, we need fat. 
 
And as you mentioned earlier, every cell in your body is desperate for fat. It 
comes from the food that we eat. So having said that, we were told that you've 
got to avoid saturated fat or the roof is going to cave in or some horrible thing 
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will happen. And now we recognize that in fact saturated fat has wonderful 
qualities indeed. The fact that it is as highly saturated as it is . . . for example, 
coconut oil . . . by definition means that it is highly resistant to being damaged 
by free radicals. It's very difficult to oxidize, or rust, if you will. And when you 
recognize that 50% . . . 
 
Dr. Hyman: Sort of like corn oil will go rancid, whereas butter might not go 
rancid as fast, right? 
 
Dr. Perlmutter: Exactly right. And 50% of all the fat that's found in human 
breast milk is saturated fat. So all these years of castigating . . . 
 
Dr. Hyman: Imagine that, right? 
 
Dr. Perlmutter: I know. Castigation of saturated fat means that either Mother 
Nature got it wrong or God got it wrong, however you want to respond to that, 
and I tend to think otherwise. The brain especially has significant requirements 
for saturated fat in various parts of its construction. So when the . . . 
 
Dr. Hyman: So there's a lot of saturated fat in the brain, and that's a good 
thing? 
 
Dr. Perlmutter: Yes, it's a very good thing. Again, resistant to being damaged 
by free radicals. The "Annals of Internal Medicine," as you will know, in the 
spring of last year published an extensive meta-analysis demonstrating . . . and 
this is a review of over 500,000 individuals . . . no increased risk of coronary ar-
tery events in those individuals eating the highest level of the dreaded saturated 
fat. 
 
Dr. Hyman: So how do you then kind of correlate that with the observation 
that gee, that people seem to have higher cholesterol have higher heart disease 
and saturated fat increases your cholesterol? How do you kind of reconcile that 
in your mind? 
 
Dr. Perlmutter: Well, I think that what does seem to make sense is that when 
you look at the correlative studies that demonstrate particularly the correlation 
of higher levels of LDL or so-called bad cholesterol . . . I hate the name, be-
cause there's nothing bad about it . . . and heart disease, I think those studies in-
dicate the correlation, because the more LDL that you have, the more likely you 
are to oxidize your LDL, and that means damage it with free radicals. And it's 
the oxidized LDL that is the troublemaker, which leads to the collection of the 
atheroma, that which narrows the inflammatory response, which narrows the ar-
teries and leads to problems. 
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So let's just take that apart a little bit. So it's the oxidized LDL that is the trou-
blemaker, which would obviously correlate with higher levels of raw LDL as 
well. So... We know that there's a very strong, almost direct correlation between 
levels of oxidized LDL and levels of what's called glycated LDL. That means 
LDL, which is a protein, bound to sugar. So we correlate . . . 
 
Dr. Hyman: So it's like when the sugars and the proteins get together, it's like 
crème brûlée, right, that little crispy stuff on top or a crispy dark skin… 
 
Dr. Perlmutter: Exactly right and basically finds it. So we see this great corre-
lation, then, between the dreaded oxidized LDL . . . which laboratories are now 
able to measure for patients, which I think is very valuable . . . a correlation be-
tween oxidized LDL and glycated LDL. Now . . . 
 
Dr. Hyman: I saw that recently, David, on a LabCorp result that I had not seen 
before, that now they're actually measuring oxidized LDL. 
 
Dr. Perlmutter: As they should. But here's an even easier way of looking at 
that, and it's a bit of an inference. But there's a very direct correlation between 
levels of glycated LDL and hemoglobin A1C, which is a lab test that a lot of 
people get, or at least should, even if you're not diabetic. 
 
Dr. Hyman: Well, see that, that's a good point, David. Most doctors will not 
test your hemoglobin A1C, which is a measure of your average blood sugar 
over six weeks, unless you've already been diagnosed with diabetes. 
 
Dr. Perlmutter: Oh, I know.  
 
Dr. Hyman: And rarely do they do it as a screening test, and they certainly 
don't do it in people who are relatively healthy, because they don't think it mat-
ters. But as we know, if you have a level of over 5.5%, your risk starts to go up. 
So I think it's important, it's one of the most important screening tests that I do 
in my practice, and I've written a lot about it. 
 
Dr. Perlmutter: Exactly. And we should spend a little time on this, because I 
think it's really valuable information. So we've gone from oxidized LDL to gly-
cated LDL correlating with A1C. So  many of your patients have had their A1C 
levels, and as you well point out, they'll be told, oh, I've got a hemoglobin A1C 
level of 5.8, 5.9, they're not diabetic, they get a pat on the back and say hey, 
you're not diabetic, don't worry about it. From my perspective, when I see data 
that demonstrates that at a hemoglobin A1C level of 5.6, 5.7, 5.8, you are al-
ready in the range that predicts significant increased risk of brain shrinkage on 
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MRI scans on an annual basis, correlating quite well with elevation of your 
A1C that becomes really... 
 
Dr. Hyman: So how does that work, you have a big belly, small brain, right? 
 
Dr. Perlmutter: Big belly, small brain, and small other things, for your males, 
as well. So that said, the A1C test that you well pointed out is only done if 
you're already diabetic, which is pathetic, is a powerful marker indicating to 
you the rate at which your brain is degenerating. Now here's the take-home 
message. If you want to lower your A1C, eat more fat and less carbs. It's really 
that simple. 
 
Dr. Hyman: It really is. 
 
Dr. Perlmutter: The less carbs you ingest, the less sugar you ingest, the lower 
is your blood sugar, and the less you'll have that process of glycation, which 
changes your hemoglobin and glycates it, and the less your brain will shrink. 
 
Dr. Hyman: All these doctors recommending statins to lower cholesterol, and 
you wrote a lot about that in your book. And we're very concerned about it, be-
cause it affects the brain. And I have a neurosurgeon who I'm close with at 
Cleveland Clinic who said to me, "Mark, I'm scared of statins, because I'm a 
neurosurgeon, I know what the brain's made of, I know what nerves are made 
of, and they need cholesterol to construct the raw materials of those substances 
in our body. And what happens if we don't have it? I don't want to take a 
statin," he said. 
 
Dr. Perlmutter: Well, his intuition is absolutely dialed in. Just like the war on 
fat, the war on cholesterol is ridiculous. Humans have been consuming and 
manufacturing in their bodies cholesterol for as long as we've been here. The 
body makes lots of cholesterol. And does that mean it's making a terrible mis-
take? No, that's nonsense. We need cholesterol. Cholesterol is a . . . 
 
Dr. Hyman: So how does that sync up with the studies that show that there's an 
increased risk of heart disease? Because the cardiologists are all talking about 
it, and they talk about the risk reduction with statins, and they sort of have huge 
amounts of data, and it's billions of dollars they've spent researching it, and 
they're all pretty convinced. So we're going kind of against the grain here, so to 
speak, right? 
 
Dr. Perlmutter: Story of my life. Yes, we are, in fact. And I think the story is 
one that the relationships between raw values of total cholesterol and cardiac 
risk are fairly insignificant. When you look at bigger pictures like oxidized 
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LDL, glycated LDL, then look at total cholesterol, and try to stratify that data 
by taking the sugar markers, the glucose markers, out, you'll still see a correla-
tion. But in a simulation, it's important . . . 
 
Dr. Hyman: If you have normal sugar and no oxidized LDL, then the risk even 
is not there if they have a high LDL is what you're saying, so. 
 
Dr. Perlmutter: That's what I'm saying. That's why we call those stratified 
studies. And I think we have to look at these studies in light of the data that's 
peer reviewed, published in well-respected journals, that indicates a substantial 
increased risk of dementia in elderly people with the lowest cholesterol. In-
creased risk, dramatically increased risk of dementia, as well as depression, in 
those elderly individuals with the lowest cholesterol. So cholesterol is our 
friend. We must embrace cholesterol, we must love it. 
 
Cholesterol is what the body uses to make estrogen, progesterone, cortisol, Vit-
amin D, for crying out loud. It's a critical, fundamental building block of every 
cell membrane, including brain cells. And in the brain, it acts as an antioxidant. 
So the war on cholesterol is ill founded, as was well described by one of the 
original researchers from the Framingham study, where the data was harvested 
to make these ridiculous claims that tell everybody they should be taking statin 
drugs. Just to beat the dead horse here, we now talk about "statin brain," about 
people who take statins and . . . 
 
Dr. Hyman: What's the evidence for that? I think I've read conflicting reports 
saying oh, it's overblown, or other people say no, it's real. 
 
Dr. Perlmutter: Well, let me tell you how deep the evidence is. It's deep 
enough and real enough that the FDA has now required a warning label on 
statin drugs to indicate that these drugs can affect memory. That's how real the 
data is. 
 
Dr. Hyman: I see. So basically, you pick your organ. You want your heart or 
your brain, right? It seems like . . . I think why not pick both? 
 
Dr. Perlmutter: Well, I think it brings up a very good point, Mark, and that is 
what a preposterous notion it would be, or it is, in some people's minds, that 
there is a heart-smart diet that's different from a cancer-prevention diet that's 
different from a diabetes-prevention diet that's different from a weight-loss diet. 
That doesn't make any sense, like you're saying. You're going to pick your ill-
ness? Absolutely not. 
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Dr. Hyman: That's one of the things I heard you say, David, once that just was 
like a brilliant moment of yours, that I heard you on stage. You say well, it's 
crazy. There's one human diet that works, right? It works for everything. It's not 
just one diet for cancer and one diet for diabetes and one diet . . . and you're 
kind of screwed, if you picked the wrong diet, then you're going to get some-
thing else. It's like choose your poison. 
 
Dr. Perlmutter: We need a diet that is going to reduce inflammation, the cor-
nerstone of all body degenerative issues that caters to our microbiome that ca-
ters to our immune function. And that is a diet that is lower in carbs, lower in 
sugar, higher in fat, and very high in prebiotic fiber to nurture the gut bacteria. 
Those are the keys. 
 
Dr. Hyman: I want to sort of address one little, subtle point here, because I 
think, and I've been reading about studies that show that saturated fat causes in-
flammation, right? And I think that I saw one, for example, the other day where 
they looked at animals and they induced high saturated fats in their blood, and 
that led to tremendous amounts of inflammation. And what the researchers said 
but they were wrong, which is that saturated fat in your diet is what causes high 
saturated fat in your blood. It seems like its common sense, but the science is 
actually quite different. 
 
What drives high levels of saturated fat in your blood is actually sugar and 
carbs, and it's through this chemical process that happens in the liver, called li-
pogenesis, which means the genesis of new fats. You build new fats from carbs. 
When you eat saturated fat, it doesn't actually cause your blood levels of satu-
rated fat to go up. So this whole kind of notion of saturated fat inflammation is 
fascinating to me, and I think it hasn't been adequately answered. And one of 
the things that it seems to be interesting around this is that saturated fat in your 
diet can cause inflammation under two conditions. One is lots of sugar and re-
fined carbs . . . 
 
Dr. Perlmutter: Exactly right. 
 
Dr. Hyman: . . . and two is not enough omega-3 fats. Because if you don't have 
enough omega-3 fats . . . 
 
Dr. Perlmutter: And three is going to be when there is an imbalance of the gut 
bacteria. 
 
Dr. Hyman: Absolutely. Right. Yeah. 
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Dr. Perlmutter: Let me get back to one other point. I don't want to leave it 
hanging, a hanging chad, I'm in Florida. And that is, in our discussion of LDL, 
and I just want to emphasize that LDL is not bad anything. Without LDL you 
couldn't survive, so why call it bad? Whoever came up with that, whatever Don 
Draper developed the notion that LDL is bad cholesterol, A, it's not cholesterol, 
B, it's not bad. 
 
But understand that LDL is a carrier of protein, lipoprotein, and it actually in 
the brain has a critically fundamental role in terms of delivering nutrients across 
from the blood vessels into brain cells. When LDL is glycated, its ability to 
translate that activity, to provide fuel and nutrients to brain cells, is compro-
mised. So the notion of lowering the LDL to levels that are, lower is better, is 
so wrong . . . 
 
Dr. Hyman: It's frightening. It's frightening. 
 
Dr. Perlmutter: . . . it's bad for the brain; it's bad for the heart. We've got to . . . 
 
Dr. Hyman: There are these new drugs that were approved, David, that were 
being boasted about, that could drive LDL into the single digits. And my heart's 
skipping a beat. I'm like that is frightening. 
 
Dr. Perlmutter: Well, it is frightening, especially for the first time in history, 
when you recognize that these injectable forms of cholesterol-lowering drugs 
have never been demonstrated to have any clinical benefit, because the studies 
have not yet been completed. The clinical trials on the studies haven't even been 
completed, and yet the drug has been approved because it . . . 
 
Dr. Hyman: Lowers LDL. 
 
Dr. Perlmutter: . . . lowers cholesterol. And cholesterol is fat. 
 
Dr. Hyman: Right, right, right. So lowering LDL doesn't necessarily correlate 
to reducing a heart attack risk, right? 
 
Dr. Perlmutter: Wow, that's true. 
 
Dr. Hyman: It's a surrogate marker. It's like just, they haven't proved it. It's 
pretty scary, actually, and I think I encourage anybody who's really interested in 
this issue of statins, cholesterol, fat, you do a great job of explaining it in "Grain 
Brain," I thought it was brilliant. And you really broke it down for people. I 
went through some of the research that just sort of turns upside down our no-
tions of fat. 
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I want to now spend a few minutes talking about your new book, which is really 
stunning. And it's sort of a weird idea that a neurologist would be worried about 
poop. Right? Shouldn't you be a gastroenterologist if you're studying the gut, 
and what are you doing in this space? And I just want to tell you a little anec-
dote that you're going to find amazing, and I don't even know if you know this 
fact. But there's a researcher named Rudy Tanzi, who's at Harvard, who's a bril-
liant Alzheimer's researcher, he discovered some of the presenilin genes. He's 
just an amazing guy who's one of the leading thinkers in Alzheimer's today. 
 
And he was jumping up and down like a little boy, explaining to me how they 
discovered that the reason that you get these plaques and tangles in the brain, 
the plaques that cause Alzheimer's, is because there's something that triggers in-
flammation. And what they're discovering is that the seed that is actually start-
ing inflammation is what he calls the brain microbiome, that there's actually vi-
ruses and yeast and bacteria, and a lot of these things are connected to what's 
going on in the gut, and it's actually driving Alzheimer's. Which I think is so . . . 
 
Dr. Perlmutter: That's right. 
 
Dr. Hyman: . . . fascinating. And I remember I have a patient who had Alzhei-
mer's. He had high levels of mercury, for sure, but he also he had horrible gut 
issues forever. And we fixed his gut, changed his flora, and his brain woke up. 
It was just a fascinating case study. But I'd love you to comment on this, be-
cause it's just so interesting and the microbiome of the brain . . . 
 
Dr. Perlmutter: Well, you brought up a lot of points. And first of all, there are, 
and ongoing, and have been published studies looking at techniques, pharma-
ceutical ways of getting rid of the beta-amyloid plaque in the brain, in hopes of 
affecting the course of Alzheimer's disease. And these trials have all failed. 
They have made people worse. So you can't just keep going down that corridor 
and bumping your head on a closed door and saying it's going to open someday. 
No, you're wrong. 
 
And what Dr. Tanzi and others have talked about is looking at this amyloid not 
as the cause but as an effect, as something, as a response. And we've known for 
well over a decade that amyloid plaque is what is called an antimicrobial pep-
tide, or AMP. Meaning that it actually helps cleanse the brain and may actually 
be forming in the brain in response to something. There's a researcher in Eng-
land, Dr. Ruth Itzhaki. And what Dr. Ruth Itzhaki has noted is that there is a 
strong correlation in terms of risk for Alzheimer's correlating with antibodies to 
herpes simplex virus. And that this whole story then comes together, that when 
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the brain is populated by HSV, herpes simplex virus, the first thing that happens 
is the brain mounts its defense and forms antimicrobial peptides to get rid of . . . 
 
Dr. Hyman: It's like you're having a cold sore in the brain, right, basically? 
 
Dr. Perlmutter: Exactly right, same virus. And so that might well be what this 
amyloid plaque is all about. Now, researchers have developed imaging . . . 
 
Dr. Hyman: He was saying they found bacteria, they found yeast; they found 
all this crazy stuff. 
 
Dr. Perlmutter: Oh yeah. And also in the uterus. We've been thinking for 
years that, well, babies acquire their entire microbiome at the time they pass 
through the birth canal because the womb is sterile. The womb is anything but 
sterile. There are all kinds of organisms living within the womb that are inter-
acting with the fetus and affecting gene expression in the fetus even at that 
stage of the game. So it's time that we rewrite the books. Now why would I as a 
neurologist be interested in gut bacteria, in fecal bacteria? 
 
Dr. Hyman: Please do tell. 
 
Dr. Perlmutter: I must, because neurology is a very, or has been, for most neu-
rologists, I'd say, a very frustrating field where, for the most part, we've ended 
up empty-handed in our attempts to deal with such challenging issues as autism 
and Alzheimer's, Parkinson's, MS, you name it. Because we've been looking in 
the wrong place. We've been . . . Slick Willie Sutton said that . . . they asked 
him why do you rob banks. He said because that's where the money is. And by 
the same token, we've been looking in the brain for answers to these brain prob-
lems and we've come up empty handed. 
 
Turns out when you take a broader approach and step back and say well, the 
knee bones connected to the thigh bone, and the brain is connected to the gut. 
Maybe there's some information there that we can leverage. When you do that, 
which is what many researchers have been doing over the past decade or so, 
you recognize that this relationship between the gut and the brain, and the brain 
and the gut, is vast. They're in intimate communication with each other, with 
the gut influencing things like inflammation, immunity, even the production of 
the neurotransmitters like serotonin and dopamine and GABA, moment to mo-
ment, being dependent upon the levels of good versus bad bacteria, which we 
affect by our food choices, by our over-utilization of antibiotics. 
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Dr. Hyman: We've basically got this inner garden and it grows or doesn't, de-
pending on what you is eating. And it grows weeds or it grows good plants, ba-
sically bugs that help you if you eat the right things. 
 
Dr. Perlmutter: That's right. And you would ask why would not a gastroenter-
ologist, for example, be interested in that. And I don't want to go there, but I 
will tell you, some interesting work about Dr. Emeran Mayer at UCLA. He's a 
gastroenterologist. And what Dr. Mayer did was he took three groups of 
women, a total of 36 women, and one group received a probiotic-enriched yo-
gurt. Another group got a yogurt that didn't have probiotic organisms, bacteria, 
and the third group got a placebo. 
 
And after one month of eating one of three of these foods, he did a special func-
tional MRI scan of the brain while they were looking at a very threatening pic-
ture of a face. And what he found was really quite remarkable, published in the 
"Journal of Gastroenterology." What he found was that the responses of these 
women changed dramatically, that their response, their anxiety response, was 
very tempered, calmed down, when they were taking the probiotics. The brain 
response to the world, to their environment, changed, based upon levels of bac-
teria in the gut. That's pretty profound . . . 
 
Dr. Hyman: Well, it's pretty amazing. Well, you know, David, when we were 
in medical school, we used to learn about irritable bowel syndrome. And we 
learned that it was a sort of a psychosomatic disorder, that people who had it 
were neurotic and anxious and just wanted medication. And we sort of had a 
very negative view of these patients. And as I've sort of progressed in my un-
derstanding of the body and through the lens of functional medicine, I realized 
that their gut issues may explain why their brain isn't working. 
 
In fact, an irritable gut may be causing an irritable brain. And there's really 
good evidence of this, that the gut-brain connection through the neurological 
system and through the inflammatory processes that happen with the ultra-gut 
flora, all drive these brain dysfunctions. And the quality of your diet is really 
what determines that. And you keep talking about prebiotics, about fiber; you're 
really talking about a lot of plant foods and lots of fiber that help to feed the 
good bugs in the gut. Could you tell us more about how that . . . 
 
Dr. Perlmutter: Well, that's right. There was a great article . . . 
 
Dr. Hyman: Go ahead. 
 
Dr. Perlmutter: . . . that appeared in "The Journal of the American Medical 
Association" in 2010, called "Inflammation, Sanitation, and Consternation." 
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Actually, it was the specialty journal of "Archives of Psychiatry" put out by the 
JAMA. And in that . . . that's 2010, they were five years ago, the report by Dr. 
Charles Raison, R-A-I-S-O-N, which means "correct" or "reason" in French, I 
might add, from Emory . . . was that changes in gut bacteria, going from our old 
friends, bacteria and other organisms that have been with us for tens of thou-
sands of years, to a more sterile gut environment, may well be paving the way 
for mood issues. 
 
We now recognize that there is this wonderful direct relationship between lev-
els of markers of gut leakiness and major depression. We call that LPS, lipopol-
ysaccharide. It doesn't come from anything else but the gut. It's a covering for 
what are called the gram-negative organisms. So when you either measure LPS 
or, more commonly, you measure the body's production of antibodies against it, 
it's telling you two things. Number one, the gut is leaky, and then that chemicals 
getting out of the gut, challenging the immune system. And number two, that 
inflammation has been amped up. Because LPS powerfully induces inflamma-
tion. 
 
So we see strong elevations of LPS in major depression. We see it in autism, 
Alzheimer's. We even see it in ALS, in Lou Gehrig's disease. What I'm saying 
to you is that it's time that we take a step back from the nervous system and re-
alize that ALS, Lou Gehrig's disease, might well be a gut-related disorder. So 
although we  . . . 
 
Dr. Hyman: Amazing, David. This is stunning, coming from a neurologist 
who's spent his whole life studying the brain and these diseases . . . 
 
Dr. Perlmutter: You bet. 
 
Dr. Hyman: . . . and you're going down a different direction. 
 
Dr. Perlmutter: And I am feeling so empowered at this stage in my life with 
these revelations. Because neurology has classically been a specialty of diag-
nose and otiose. Meaning we . . . great. We could name Wohlfahrt-Kugelberg-
Welander syndrome, and you'd walk away saying what in the heck did he just 
say. But when we finally take a step back and . . . 
 
Dr. Hyman: Yeah, I don't even know that one; I've never even heard that one. 
 
Dr. Perlmutter: I had to pull that one out of a hat, because I was... 
 
Dr. Hyman: Yeah, I skipped that class in medical school. 
 



Copyright Hyman Digital, LLC 2016                   
22 

Dr. Perlmutter: But that said, when we take a step back, and dare I say use the 
term holistic, meaning to look at the body in a whole perspective, then we begin 
to get new answers. And the answers are located in the gut, of all places. When 
we recognize . . . it was all very exciting several years ago when Dr. Craig 
Venter and his team sequenced the human genome for the first time. You and I 
and the rest of the medical community, I think, were thrilled with the notion 
that this information was going to pave the way for some dramatic new inter-
ventions and cures for some of our most pernicious diseases. That didn't hap-
pen. What is . . . 
 
Dr. Hyman: No. In fact, I talked to Craig Venter about this. I said, "So what do 
you think of the Human Genome Project? Was it successful?" He said, "That 
depends what you mean. If it's decoding a human genome, yeah, it was success-
ful. If it was having an impact on human disease, than no, it was not success-
ful." 
 
Dr. Perlmutter: It was not. 
 
Dr. Hyman: And you're going to explain why now. 
 
Dr. Perlmutter: Yes. And so what is the Venter Institute looking at now? 
They're looking at the human microbiomes. Why? Because 99% of the DNA in 
Mark Hyman's body is bacterial. It isn't the 23,000 . . . 
 
Dr. Hyman: Are you saying I'm full of it? 
 
Dr. Perlmutter: Pardon me? 
 
Dr. Hyman: Are you saying I'm full of it? 
 
Dr. Perlmutter: You are full of it. Ninety-nine percent of your DNA is not the 
23,000 that you got from mom and dad, which is what the Human Genome Pro-
ject sequenced. And that's what Dr. Venter's looking at now. As a matter of 
fact, the president of the Craig Venter Institute is going to be doing a keynote at 
an upcoming microbiome conference, international conference that I'm chair-
ing. So she's going to be telling us what the Craig Venter Institute is looking at 
now, and it is the microbiome. That’s the future, it's so exciting. 
 
Dr. Hyman: That's right. You've got like 23,000 genes as a human, and there 
are over 2 million genes of bacteria in your gut, and they're all doing stuff that 
is interacting with your body every minute and determining the quality of your 
health. What you said just resonated with me, because I'm a doctor. I'm not a re-
searcher. I sit in my office, I see patients, and I use the principles of functional 
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medicine like you have for decades. And I see remarkable things, all the way 
from the spectrum of autism and mood disorders and ADD and Alzheimer's and 
depression and obsessive-compulsive disorder and all these strange brain disor-
ders get better when you treat the body. They're not brain issues; they're sys-
temic disorders that affect the brain. 
 
Dr. Perlmutter: Oh, that's true. 
 
Dr. Hyman: Right? And I had one little girl who was super violent, a sweet, 
pretty little girl, aggressive, would bite her sister, or just couldn't get home on 
the bus because she'd get kicked off the bus 10 times. It turned out she had terri-
ble overgrowth of bacteria and yeast in her gut, based on tests we did. I gave 
her antibiotics and antifungal and probiotics, some enzymes, some things to 
help her gut, and her mood completely changed. 
 
I had another woman who was OCD for decades, never could clean up anything 
in her house because she didn't want to take anything off the floor. And within a 
few days, she had recovery. And she had very high levels of ammonia in her 
blood, which is an indicator of bad gut bacteria. I had other patients who were 
autism and ADD and even Alzheimer's, where you start to change the gut expe-
rience and mood disorders and they get better. So this is something that's very 
true, David. This is the future. 
 
Dr. Perlmutter: It is, it's very, very exciting. And we're still very much outli-
ers, but I'm now really feeling good about... 
 
Dr. Hyman: I always, David, I always say I have ODD. You know what that 
is? 
 
Dr. Perlmutter: No. 
 
Dr. Hyman: I'm odd. 
 
Dr. Perlmutter: Odd. There you go. Well, I'm delighted to be hopefully in-
cluded in that club. 
 
Dr. Hyman: Definitely. 
 
Dr. Perlmutter: But we were outliers, but now I was told that what I am is a 
disrupter, and that actually was a compliment. Because it's really the disrupters 
who allow us to make progress. It's the disrupters, for example, who say we 
don't need bricks and mortar, this and that, that we'll be an online . . . Amazon, 
for example, changed the paradigm, and that's how we make these massive 
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shifts in how we can approach things. So for us to be having discussion about 
what is going on in the gut and leverage this information for treatment for these 
devastating brain conditions, that's happening and it's happening right now. 
 
So you mentioned autism, and I have one kid that I treated several months ago. 
Came in with very poor interactive skills, socially, couldn't speak, and he had 
challenged his gut . . . now, he didn't, but his gut was severely challenged, in 
that his mother was on antibiotics during the entire third trimester of her preg-
nancy with him. And then early in life, he was hospitalized twice with pneumo-
nia, getting intravenous antibiotics. Nice kid but very autistic. Could never have 
been on his own, moving forward. 
 
And we actually ultimately arranged for this kid to have what's called fecal 
transplantation. Fecal material from a healthy person was instilled in his colon, 
and his mother sent me video of this child. As I was getting ready to give a lec-
ture in Frankfurt, Germany, getting ready to walk up on the stage, I get an 
email, a text message from her with a video attached. And it's this child having 
a conversation with her. Now, this kid, since then . . . 
 
Dr. Hyman: I may have seen that video. It's stunning. 
 
Dr. Perlmutter: He's done a report on Benjamin Franklin for school that she 
recorded and sent to me. And now University of Arizona has just completed re-
cruiting a large number of children with autism to do fecal transplant, because 
we're very much aware of the research that demonstrates that yes, there is a sig-
nificant disturbance of the gut bacteria that characterizes autism, that leads to 
overgrowth of certain species that produce a particular short-chain fatty acid 
called propionic acid that is a brain toxin, basically, according to work that's 
been done up in Canada by a Dr. Derrick MacFabe, another of our speakers at 
our upcoming conference. So there's a lot to talk about, and I think . . . 
 
Dr. Hyman: That's great. I want to ask you something, David . . . I want to ask 
you one thing, because I think this is brilliant, this whole insight that the gut 
and the brain are connected and how we can use therapies such as diet and sup-
plements and probiotics and prebiotics and fecal transplants to actually change 
the function of the brain across the spectrum of brain diseases. But one of the 
challenges that I came up with in the research that I'd love to hear your perspec-
tive on is when an animal study, for example, or even in humans, when you 
have high-fat diets, it seems to do bad things to your gut flora and cause more 
inflammatory responses and more lipopolysaccharides. There was an article on 
metabolic endotoxemia where they actually showed that giving rats high-fat di-
ets led to more problems. And so let me just sort of get down in the details of 
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this, because the question is what fat? Is it omega-6, is it saturated, is it omega-
3, how does that all affect it? 
 
Dr. Perlmutter: Exactly, right. The fact that . . . so that your viewers are 
aware, when the article came out, and you asked me about that, you remember 
how I responded to you. It is exactly that, it's the type of fat. I was on a sympo-
sium panel with a researcher talking about this, about a high-fat diet that she 
used in rabbits and induced inflammatory changes. And in front of the 500 peo-
ple in San Diego, I asked her a simple question. I wasn't trying to be inflamma-
tory myself, but I said, "By the way, what was the fat that you used in your 
study?" That's a fair enough question. And she didn't know. So I think that it's 
really critical that we look at the type of fat. 
 
Dr. Hyman: Is it corn oil or soybean oil, all right. 
 
Dr. Perlmutter: Yeah. And by and large, what is used are these really shelf-
stable types of fat that they can put into the chow of laboratory animals. And I 
think that the same holds true with humans, that again the type of fat that we 
consume and the context in which it is consumed is also very important. When 
we eat . . . 
 
Dr. Hyman: Right. What else is in your diet? 
 
Dr. Perlmutter: Exactly, and what are you doing and how are you glycating 
your proteins, and therefore the other discussion we had about LDL and total 
cholesterol becomes more relevant. It has to be looked at in terms of the con-
text, the bigger picture. Not just that single variable, because I can assure you 
that many other things were happening. So again, my fallback position is we've 
always had fat and survived these two million years. But I want to just get back 
to an area that you and I were touched upon a moment ago. 
 
Dr. Hyman: But before you jump, I want to just say I did follow up and dig 
down in this because it was bothering me. And I'm like I'm writing a book 
about fat and telling people to eat fat, and I'm worried about their gut flora and 
it's confusing. So the conclusion I came to after looking at all the literature was 
that if you had high levels of fiber, resistant starch, you had prebiotics, you did-
n't have processed food and sugar, you had plenty of omega-3 fats, and you did-
n't eat a lot of the omega-6 refined oils, that if you had coconut oil and saturated 
fats and olive oil and fish oil, nuts and seeds, those didn't really adversely im-
pact the gut flora if you had them in a context and overall high plant-based fiber 
diet. And that sort of left me more comfortable with a lot of this research. Be-
cause it was concerning, and people do shout out about it. 
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Dr. Perlmutter: Well, let's just look at this for a moment. So here's how I 
would also respond. And that is if we think that diets that are high in fat are go-
ing to increase inflammation, then we would expect more inflammatory issues 
to be related to diets that have higher levels of fat. Let's look at an inflammatory 
disease called Alzheimer's. 
 
And a really interesting study that came out in February of last year that looked 
at the benefit of the Mediterranean diet. Now the Mediterranean diet, for your 
viewers, is exactly what you've just talked about. It's nutrient-dense, it's color-
ful, and it has lots of good fiber. It's a really terrific diet. It's been associated 
with lower risk of coronary artery disease and dementia, I might add, both in-
flammatory conditions. But what this study actually also did, it was an interven-
tional trial. 
 
Dr. Hyman: It's like the MEN study, right? This was like the MEN trial? Or 
was it something else? 
 
Dr. Perlmutter: It was. But this was in addition, what they then did to the co-
hort was they added more fat. So here's a human clinical interventional trial. 
They either had these people eat a lot of nuts or they drank a liter, each week, of 
extra-virgin olive oil. A liter weekly of extra-virgin olive oil. And what they 
found was . . . 
 
Dr. Hyman: A lot of olive oil. 
 
Dr. Perlmutter: Yes, the Mediterranean diet was associated with a reduced 
risk of developing dementia, but those people who had the nuts, and especially 
those people who took in even more fat, had even lower risk, 47% reduction 
risk of cognitive decline. 
 
Dr. Hyman: That's unbelievable. 
 
Dr. Perlmutter: So that is a human example that I think kind of justifies this 
notion that more fat is good in the context of the right diet to start off with, 
which in this case, you and I can debate it a bit, but the Mediterranean diet, I 
think, fulfills a lot of the things that you and I, think are important. 
 
Dr. Hyman: So if you're going to choose between the butter and the bagel, 
you'd choose the butter. 
 
Dr. Perlmutter: I'd choose the butter. In the old days, it was I'll just have the 
white bread, no butter, because we're on a low cholesterol diet. Now you're eat-
ing butter . . . 
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Dr. Hyman: But now it's grass-fed butter. 
 
Dr. Perlmutter: . . . and not bread. 
 
Dr. Hyman: Now that would be grass-fed butter. 
 
Dr. Perlmutter: Yes, exactly. 
 
Dr. Hyman: It matters, right? It matters, right? It's the quality of the fat. 
 
Dr. Perlmutter: Sure, and even if you want to clarify it and make ghee, which 
is really quite easy to do, it's probably even better, because a lot of the toxic 
stuff is what you filter out when you make clarified butter. But I think let's now 
look at diet, as we have been, and other modifiable lifestyle factors like exer-
cise, etc. I think in moving forward to our next conversation, who knows when 
that will be . . . hopefully we'll record it, maybe I'll interview you . . . and we'll 
talk about these things in terms of through the lens of the microbiome. Not just 
how diet affects various biomarkers, glycated hemoglobin, etc., but how does it 
change the microbiome? 
 
Dr. Hyman: How do you grow a good inner garden, right? 
 
Dr. Perlmutter: Pardon me? 
 
Dr. Hyman: How do you grow a good inner garden? 
 
Dr. Perlmutter: That's right. And you know it just in terms of information, one 
gram of fecal material, that's one fifth of a teaspoon, has about 100 terabytes of 
information. Think about that. 
 
Dr. Hyman: I don't even know what that is. 
 
Dr. Perlmutter: Well, a terabyte . . . 
 
Dr. Hyman: I'm a doctor, not a computer scientist. 
 
Dr. Perlmutter: . . . your backup for your computer, it's a terabyte, so that's a 
hundred gigabytes, right? 
 
Dr. Hyman: Oh yeah, right. A hundred gigabytes. 
 
Dr. Perlmutter: It's a thousand gigabytes. 
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Dr. Hyman: A thousand gigabytes wow. 
 
Dr. Perlmutter: It's a thousand gigabytes, its 100 million terabytes of infor-
mation in one gram of fecal material. So there is a vast array of information. I 
was just last week at University of California San Diego, meeting with Profes-
sor Larry Smarr, who's been working with NASA, probably I think for four 
decades, has been on multiple presidential and scientific advisory committees, 
and really is the go-to guy in terms of utilizing supercomputers for crunching 
data. 
 
And he's working with a guy named Rob Knight, who's arguably one of the top 
microbiome researchers in terms of harvesting this information, on the planet. 
And what is going on now in terms of collecting data and crunching this data is 
really it's nascent, it's primordial, but it's paving the way for an understanding, a 
database moving forward that I think we will be able to harvest from to really 
finally have answers, not just for brain disorders, but for there's so many issues 
that relate to human health and longevity. 
 
Dr. Hyman: You could have called your book "The Joint Maker" or "The Skin 
Maker" or the anything maker, because when you fix the gut, it fixes every-
thing. We've known that for decades. 
 
Dr. Perlmutter: I'm so glad you said that. This is how you get regular, main-
tain good body weight, and lose the weight you need to, regain your energy, 
and improve your immune system, which is good for reducing risk for cancer. 
 
Dr. Hyman: Okay, so let's get practical now. So we have a few minutes left, I 
want to get practical. So what do you eat for breakfast, lunch, and dinner? 
 
Dr. Perlmutter: Well, I oftentimes I don't eat breakfast, truth be known, be-
cause I do a lot of exercise in the morning and I find that if I eat breakfast, I 
don't do well when I'm on the elliptical machine or running or stationary bike. 
The weight lifting is fine, but I don't like a lot of aerobics when I have a full 
belly. So listen, it's never been written in stone that humans have to have three 
meals a day. I can assure you that's a recent invention in terms of human nutri-
tion. 
 
I can hardly imagine our hunter-gatherer forebears would suddenly stop be-
cause it's lunch time. "Oh, listen, let that gazelle go, I'm stopping for a break, 
and I’m going to have an energy bar." So oftentimes I don't, but when I do have 
breakfast, and I do that a couple times a week, I generally have an omelet with 
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either kale and/or spinach, mushrooms, and then I just cover everything with ol-
ive oil. I have coffee in the morning. I enjoy a cup of coffee in the morning. I 
take supplements in the morning. I take an aggressive probiotic. I add to that a 
prebiotic fiber. And I add also on the side of the omelet . . . 
 
Dr. Hyman: What's that, what's a prebiotic fiber? 
 
Dr. Perlmutter: Well, there's a fiber that I take, shouldn't talk brands, but I 
take a fiber that actually has in it some Acacia senegal, which I think is a really 
potent prebiotic, and others. But Acacia senegal is really one of the ones I look 
for. But also on the plate I add kimchi, and kimchi is a fermented vegetable 
mixture from the Korean . . . 
 
Dr. Hyman: Spicy Korean, spicy cabbage thing, right? 
 
Dr. Perlmutter: Very spicy, but I use that as a spice, but I love kimchi. And 
the reason I have the kimchi is it's teeming with good bacteria. So here's a way 
to jump start the good bacteria in your gut, getting lots of good nutrients, get-
ting some good, healthy cholesterol into my diet . . . that should raise eyebrows 
. . . and some good protein as well. And cover the whole thing with lots and lots 
of olive oil, as much fat as I can get. 
 
Dr. Hyman: And then lunch and dinner? 
 
Dr. Perlmutter: Well, I'm generally at two meals a day. So if I've had break-
fast, I won't have lunch, I'll have dinner. 
 
Dr. Hyman: And then what's for dinner? 
 
Dr. Perlmutter: And this is what works for me. And again, I think it's good to 
have significant time between meals. I like the fact that sometimes after dinner, 
I might not eat for 12 to 16 hours, so that's a period of relative fast that actually, 
number one, I feel better when I wake up, and I know why. But number two, 
what you're doing when you have that period of fast is you are putting your 
body in a slight state of stress that's actually positive. We call this hormesis. 
And you're actually activating some really good genes, and . . . 
 
Dr. Hyman: Repair mechanisms, right? 
 
Dr. Perlmutter: Pardon me? 
 
Dr. Hyman: Like your mitochondrial repair mechanisms, to help you … 
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Dr. Perlmutter: And you're turning on the body's production of a gene called 
BDNF, brain derived neurotropic factor, the genes that make BDNF, and that 
allows you to grow new brain cells. 
 
Dr. Hyman: It's like Miracle-Gro for the brain, right? That's what that is. 
 
Dr. Perlmutter: Exactly right. So when Mark Hyman wants to do a Skype in-
terview, you can have a couple of smart things to say. So that's why I do that. 
But truth be known, my father had Alzheimer's disease, and that puts me at risk 
and I don't want to go down that path. I've seen it happen professionally, I've 
seen it happen in terms of a family member, and I think it's an avoidable issue. 
 
And I think, again, here's a take-home message that I had mentioned earlier. 
And that is when you're treating your brain right; you're doing your heart good. 
You're doing your immune system good. You're treating your entire body the 
way it should be, reducing inflammation, quenching free radicals, amping im-
mune function. And so this all makes sense. It's not just a heart-smart diet or a 
brain-smart diet; it's the way to be. 
 
Dr. Hyman: It's so true, and I think I just want to reinforce what you just said 
about your own personal story, because here you are, in my mind one of the 
smartest doctors and researchers and thinkers that I know in medicine today. 
And I know you voluminously review the literature, you know what's going on, 
you talk to so many people, and you have a father who had Alzheimer's. 
 
And you don't want to do anything that's going to increase your risk of getting 
this horrible disease. You are trying to avoid it at all costs. And if someone like 
you is actually pouring olive oil all over their eggs and eating grass-fed beef 
and having coconut oil and ghee and actually including these things in their 
diet, and getting rid of the sugar and the refined carbs and the processed foods, 
then gee, I'm paying attention. Because I know you don't want to hurt yourself, 
you want to do the right thing. 
 
Dr. Perlmutter: Yep. And it's truly, and what I've dedicated my life to for not 
just professional but personal reasons as well. I was at his bedside. I know what 
it's like. Countless patients have come through my office and family member 
say gee, doc, I don't want to end up like Mom or Dad or whatever it is, what can 
I do? And that's when I sit them down and I say look, you were never told this. 
You're not going to see this on the evening news because there's nothing that 
you can advertise. There's nothing to buy here except maybe a pair of sneakers 
and change your diet. But other part . . . 
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Dr. Hyman: Look at your body, you're a fit, thin guy and you're 60 now, right? 
Am I allowed to say that? 
 
Dr. Perlmutter: I'm 60. Yeah, sure. I've got no secrets. 
 
Dr. Hyman: I'm 55, and I'm eating the same way, and I'm noticing that ghee, as 
I get older, I'm more alert, I'm more focused, I have more energy, I have less di-
gestive problems, I have more fitness in terms of my capacity to exercise 
harder, and my body fat has just melted away. It's just melted away. And I'm 
like how is this possible with all this fat 
 
Dr. Perlmutter: Yeah, I was in Weight Watchers when I was in the eighth 
grade. Eighth grade, I went to Weight Watchers, because I was eating what peo-
ple eat in those days. And it's even worse now. You just look around and you 
see what's going on. And it's really a sad commentary. You and I both travel a 
lot because of the various things that we're doing, and you see a great cross-sec-
tion at the airports, and what people look like, it is breath-taking and it's just 
crept up on everybody that this obesity and overweight thing is now the new 
norm. And there is hell to pay when you're carrying around that body mass in-
dex. That waste-to-hip ratio correlates perfectly with decrease in size of your 
brain's memory center. The bigger your belly . . . 
 
Dr. Hyman: Big belly, small brain. 
 
Dr. Perlmutter: . . . the smaller is your hippocampus. And the size of the hip-
pocampus relates to your memory function. So what are you waiting for? These 
are the answers. There's nothing proprietary here. I interviewed a couple weeks 
ago Gary Taubes, who wrote "Why We Get Fat: And What to Do About It." 
He's so dialed in. Here's a science writer, not a physician, but a science writer 
wrote this incredible book, took his hits left, right, and center from mainstream, 
and yet the science was rock solid sound. And he's out there, just giving this in-
formation for people's health. 
 
Dr. Hyman: It's great. 
 
Dr. Perlmutter: And it's time we listened to this. 
 
Dr. Hyman: No, I know Gary, he's very good. He wrote "Good Calories, Bad 
Calories." He's the guy who wrote that groundbreaking article on the cover of 
the "New York Times Magazine" that had the butter and steak on it that tried to 
flip our understanding upside down. He's got... 
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Dr. Perlmutter: And now he has a goal, his foundation has a goal, of reducing 
diabetes in America by 75% in the next couple of decades. 
 
Dr. Hyman: Now, we can do it. In fact, you know, David, now I'm working at 
the Cleveland Clinic and we're doing diabetes research where we're going to be 
putting people on 60% or 70% fat diets to reverse their diabetes, to get them off 
insulin. And it's all connected. This is just an amazing time to be in medicine, 
it's an amazing time to be focused on nutrition. I'm so happy to be on this jour-
ney with you. I can't thank you enough . . . 
 
Dr. Perlmutter: I appreciate it. 
 
Dr. Hyman: . . . for joining today on this Fat Summit and sharing the breadth 
of knowledge you have and taking us down the winding road of fats and choles-
terol and statins and the gut flora and inflammation and all the wonderful things 
that you've been such a pioneer in helping us understand. So thank you, David. 
I want to sort of invite everybody to kind of check out David's stuff. Tell us, 
David, where they can find you, how they can learn more about what you're do-
ing, and support... 
 
Dr. Perlmutter: Well, you can find me in Naples, Florida, if you really want 
to. Online, my website is drperlmutter.com, D-R-perlmutter.com. And my Fa-
cebook site is David Perlmutter M.D. My Twitter handle is DavidPerlmutter, 
oddly enough. And I put out a lot of video content, a lot of blog content, that 
just really to raise the level of understanding and information based upon what 
our most well-respected scientists are talking about and publishing. 
 
I think that at the end of the day and at the beginning of the day, it's really im-
portant for the level playing feel that you and I and others who are sort of the 
avant-garde in the group, to really relate with the peer-reviewed science, and let 
people know that this is what scientists are talking about. This is what research-
ers are telling us. And we've been told other things in the past, but now we've 
got to move forward, and we've got the information now and it's time to act 
upon it. 
 
Dr. Hyman: It's great. It's like I always say, David, you're kind of like the 
Wayne Gretzky of medicine. You go where the puck's going to be, not where it 
is, right? So . . . 
 
Dr. Perlmutter: Well, there was a great quote on the office door of a friend of 
mine, Dr. Amar Bose. You probably have his headphones. 
 
Dr. Hyman: Of course, yes, I know his son, Vanu, yeah. 
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Dr. Perlmutter: It's a quote from Maurice Maeterlinck, a Belgian Nobel laure-
ate. And it says that every crossway on the road that leads to the future, each 
progressive spirit is opposed by a thousand men appointed to defend the past. 
So that's okay, people can defend the status quo and not want to move. Ronald 
Reagan said the word "status quo" was Latin for "the mess we're in." And I 
think that . . . it's a joke, but it's really important that we issue challenges to the 
current paradigms, and that's how we move the ball down the field. And I in-
tend to stay with that. 
 
Dr. Hyman: Right, Dave, well, thank you for joining us today. Great to have 
you, and let's catch up some more soon. 
 
Dr. Perlmutter: Great, Mark, nice to talk to you. Thank you. 
 


