
		
			[image: Book cover for “Finally Hopeful: The Personalized, Whole-Body Plan to Find and Fix the Root Causes of Your Depression” by James Greenblatt, MD, with Bill Gottlieb, CPHC. An abstract, stylized multicolored figure is moving with outstretched arms and legs behind the bold title text on a cream background, with the subtitle at the top and the authors’ names and the note “Authors of Finally Focused” at the bottom.]
		

	
		
			
			
				[image: Book Title, Finally Hopeful: The Personalized, Whole-Body Plan to Find and Fix the Root Causes of Your Depression, Author, James Greenblatt, MD, with Bill Gottlieb, CPHC, Imprint, Rodale Books]
			

		

	
		
			Rodale Books

			An imprint of Random House

			A division of Penguin Random House LLC

			1745 Broadway, New York, NY 10019

			rodalebooks.com | randomhousebooks.com

			penguinrandomhouse.com

			Copyright © 2026 by James Greenblatt, MD

			Penguin Random House values and supports copyright. Copyright fuels creativity, encourages diverse voices, promotes free speech, and creates a vibrant culture. Thank you for buying an authorized edition of this book and for complying with copyright laws by not reproducing, scanning, or distributing any part of it in any form without permission. You are supporting writers and allowing Penguin Random House to continue to publish books for every reader. Please note that no part of this book may be used or reproduced in any manner for the purpose of training artificial intelligence technologies or systems.

			Rodale & Plant with colophon is a registered trademark of Penguin Random House LLC.

			Library of Congress Cataloging-in-Publication Data

			Names: Greenblatt, James author | Gottlieb, Bill author

			Title: Finally hopeful / James Greenblatt, MD with Bill Gottlieb, CPHC.

			Description: First edition. | New York, NY: Rodale, [2026] | Includes bibliographical references and index. | Identifiers: LCCN 2025030924 (print) | LCCN 2025030925 (ebook) | ISBN 9780593980163 hardcover | ISBN 9780593980170 ebook

			Subjects: LCSH: Depression, Mental—Alternative treatment | Mind and body | Depression, Mental—Nutritional aspects

			Classification: LCC RC537 .G725 2026 (print) | LCC RC537 (ebook)

			LC record available at https://lccn.loc.gov/2025030924

			LC ebook record available at https://lccn.loc.gov/2025030925

			Book Team: Production editor: Andy Lefkowitz • Managing editor: Allison Fox • Production manager: Jennifer Backe • Copy editor: Dan Goff • Proofreaders: Megha Jain, Rebecca Maines, Barbara Stussy, and Caryl Weintraub

			Cover design: Black Kat Design

			Cover art: p51d/iStock/Getty Images Plus

			The authorized representative in the EU for product safety and compliance is Penguin Random House Ireland, Morrison Chambers, 32 Nassau Street, Dublin D02 YH68, Ireland. https://eu-contact.penguin.ie

			ep_prh_7.3a_155938414_c0_r1

		

	
		
			
				Contents

				Dedication

				Introduction

				Part One

				Psychiatry Redefined

				 1. Understanding Depression

				 2. Psychiatry Redefined 
The Future of Mental Healing Is Now

				 3. First Test, Then Treat

				Part Two

				Nutritional Healing

				 4. Amino Acids 
The Spark Plugs of Neurotransmission

				 5. Vitamin D 
D Is for Depression-Fighter

				 6. B Vitamins 
Building Blocks of a Better Brain

				 7. Minerals 
Key Elements of Mental Well-Being

				 8. Low-Dose Nutritional Lithium 
Lowering the Risk of Suicide, Worldwide

				 9. Essential Fats, Essential Healing

				 10. Polyphenols 
Powerful Phytochemicals in Plants and Foods

				Part Three

				Medical Care, Behavioral Care, and Self-Care

				 11. Repairing the Gut-Brain Network

				 12. The Care and Feeding of Your Hormones

				 13. Inner Strengths, Outer Connections

				 14. Lifestyle Healing

				Part Four

				A New Approach to Antidepressants

				 15. The Integrative Approach to Antidepressants 
More Benefit, Less Risk

				 16. Understanding Antidepressant Deprescribing

				 17. The Antidepressant Deprescribing Plan

				Conclusion: The Future of Happiness

				Appendix: More Resources

				Acknowledgments

				Notes

				Index

				About the Authors

			

		

	_155938414_

	
		
			The information contained in this book is for informational purposes only. It is not intended as a substitute for the advice and care of your physician, and you should use proper discretion, in consultation with your physician, in utilizing the information presented. The author and publisher expressly disclaim responsibility for any adverse effects that may result from the use or application of the information contained in the book. Dr. Greenblatt is an educational consultant for Pure Encapsulations, whose products are recommended in this book. He receives royalties on supplements that he developed for Pure Synapse.

		

	
		
			This book is dedicated to the millions of individuals and families enshrouded in the hopelessness of depression who can now find a path to sustainable recovery through Functional Psychiatry.

		

	
		
			Introduction

			The current medical model for the psychiatric treatment of depression is nowhere near good enough. Yes, new treatments are being researched, like faster-acting antidepressants and safer brain stimulation. But many depressed patients are still suffering. And psychiatry continues to blame patients for its own failures.

			You can see this in the terminology that psychiatrists frequently use, like saying that a depressed patient has “failed treatment” or is “treatment resistant.” But if a patient is taking a medication prescribed by their doctor and the patient doesn’t recover—who has failed? I’d say it’s the current model of care.

			Psychiatry can do better. Much better. But only if clinicians and their patients take advantage of decades of largely ignored research and clinical results that show depression is not “all in your head.” The research and results show that many of the root causes of depression are in your body. In your digestive system. In your hormone-producing endocrine system. In your immune system. And, most importantly, in your brain—and its connection to all those other systems.

			Nutritional deficiencies. Hormonal deviations. Neurotransmitter imbalances. These and many other biochemical factors play a major role in most cases of depression.

			Addressing these biochemical factors is therefore a must in the effective treatment of depression.

			And the field of Functional Psychiatry does just that.

			Functional Psychiatry bases each and every prescription and recommendation on objectively measured nutritional and metabolic factors. (Metabolism is how the body creates and uses energy.) The watchword of Functional Psychiatry: First test, then treat. And this test-and-treat approach to depression is based on biochemical individuality—the unique biochemistry of each person. Functional Psychiatry does not confine itself to a “one-size-fits-all” treatment, like medication. It personalizes treatment.

			Because it is based on objective testing; because it customizes treatment to the individual; and because it employs a wide variety of therapeutic methods—

			Functional Psychiatry is a uniquely powerful therapy, capable of delivering real hope and relief to people of all ages and walks of life who are suffering from depression.

			Thirty Years of Treatment Success

			I make this statement based on more than thirty years of experience as a Functional Psychiatrist, successfully testing and treating thousands of depressed people. During those thirty-plus years, I’ve learned this essential fact about depression:

			
				Depression is a multifactorial problem with many causes. Treatment often requires medication and therapy and lifestyle changes—and addressing biological causes, which must be detected and treated to achieve long-lasting relief.

			

			As a Functional Psychiatrist, I don’t limit myself to prescribing medications to control the symptoms of depression. I look for and detect the underlying causes of the disorder, and I address those causes using natural treatments first and medications only when necessary. And even if I do prescribe an antidepressant, I do so in conjunction with powerful natural treatments that can increase the efficacy of the medication and decrease its side effects.

			In other words, as a Functional Psychiatrist, I don’t take a one-size-fits-all approach to treatment—because such an approach doesn’t work!

			Every person with depression has a unique pattern of deficiencies and excesses that may contribute to imbalances in the brain. Correcting these deficiencies and excesses is what the Functional Psychiatry Treatment Plan is all about.

			But having successfully treated thousands of people with depression using Functional Psychiatry, I’m still frustrated that there are millions of people with depression who are still searching for answers.

			I wrote this book because I wanted to bring relief to as many of those people as possible.

			A Treatment Manual for the Depressed Brain

			Think of Finally Hopeful as a manual for the care and functioning of the depressed brain, teaching you how to repair the biochemical deficiencies and imbalances that can underlie depression.

			I know that for a manual to really work in your overwhelming world—a world that presents a barrage of daily difficulties, not the least of which are the motivational challenges and fatigue of depression—the instructions have to be easy, quick, and effective. Nothing I recommend will be hard to do or take a long time. I’ll walk you through a hierarchy of things to try that have been time-tested with thousands of my patients, and the thousands of patients of health professionals I’ve trained in Functional Psychiatry.

			Part I of Finally Hopeful—“Psychiatry Redefined”—tells you about the disease of depression and introduces you to Functional Psychiatry. It also includes Chapter 3 (“First Test, Then Treat”), which provides an overview of the laboratory tests that you and your doctor can consider to uncover what is behind your depression. (Many of these tests are available direct to consumers, without a doctor.)

			Part II—“Nutritional Healing”—includes seven chapters about the key nutrients I use to address nutritional deficiencies and imbalances, which are often the underlying causes of depression. All of these nutritional treatments—or what I call targeted nutritional supplementation—are simple and well documented. There’s nothing included in this section that does not have scientific support, and that has not proven its effectiveness over decades of treating patients with depression.

			Part III of Finally Hopeful presents the medical care, behavioral care, and self-care that you can engage in to overcome depression—from repairing the gut-brain network, to finding a therapist, to lifestyle healing with regular exercise and deep sleep.

			Part IV—“A New Approach to Antidepressants”—focuses on antidepressants: how to minimize their side effects and maximize their effectiveness. It also provides a complete plan for deprescribing—reducing the dose of your antidepressant medication, or stopping it altogether.

			If you want to end your dependence on antidepressants, you’ll find the answers here.

			New Treatments, New Hope

			Here are some of the most important points about the Functional Psychiatry Treatment Plan that is offered in this book.

			Depression is complex. Depression is a complex mental and physical condition, influenced by nutrient intake and absorption, body chemistry, metabolism, genetics, hormones, trauma, stressful life events, social support, and many other factors.

			In this book, I haven’t focused on the social and psychological factors that contribute to depression; they have been extensively written about elsewhere. But hardly anybody is talking about Functional Psychiatry—about the biological causes of depression, and how to find them and fix them. That’s my focus here.

			Biochemical individuality. Each person has a unique biochemistry. For example, levels of a nutrient that are considered “normal” may be too high or low for you, impeding function. For treatment to work—for depressive symptoms to clear up—the treatment has to be personalized for you.

			First test, then treat. The cornerstone of Functional Psychiatry is testing before treating. Use laboratory tests to reveal the biochemical factors that underlie depression. And no factor should be overlooked—because even a slight nutritional deficiency or hormonal imbalance can trigger the symptoms of depression, or prevent full recovery. I discuss these tests throughout the book—for example, when I talk about vitamin D deficiency, I discuss the test that can detect it. And in Chapter 3, I present an overview of the most important, revealing tests. Work with this book and your health professional to determine the tests that are best for you.

			Nutrition is key. Recognizing that nutrition is key to brain health is a fundamental premise of Functional Psychiatry. Identifying and correcting nutritional deficiencies often restores brain health, allowing you to live free of the symptoms of depression.

			Antidepressant medications are not “magic bullets.” Antidepressant medications are not a sure thing in the treatment of depression. Sometimes they work; sometimes they don’t. Antidepressants are tools in the range of therapeutic options. At best, they are only part of the successful approach to depression. In many cases, they may not be necessary—and nondrug treatments will be sufficient.

			Bottom line: Functional Psychiatry is an integrative approach that expands the treatment for depression to include medications and targeted nutritional supplementation. It also includes other treatment modalities, like therapy and lifestyle changes.

			Improve the power and safety of your antidepressant. For the 40 million Americans who take an antidepressant medication, there is more good news: You can use a program of nutritional augmentation to increase the effectiveness of the drug, and the safety of the drug (helping prevent and resolve side effects). You can find this crucial information in Chapter 15. Quite honestly, it is one of my favorite chapters, because it provides so much hope and help to the many people using these medications.

			You’re in charge. I use words like prescriptions and instructions and guidelines to describe my advice. But the most accurate word is suggestions. I’m describing in every necessary detail what to do, but I’m not telling you what to do. You have to decide for yourself what to do. True change and lasting healing typically occur when the whole person is involved—body, intellect, feeling, and intention. Hopefully, you can appreciate how the core suggestions in this book are based on this commonsense fact: A deficiency of the nutrients required for optimal brain function will hinder healing and recovery from depression. Of course, I’ve been using this core principle and the resultant nutritional treatments to help patients for three decades. I hope you find principle and practice as compelling as I do.

			You can partner with a health professional. You can safely and effectively implement most of the treatments in the Functional Psychiatry Treatment Plan on your own: This is a book for people who want to take charge of and clear up the symptoms of depression. But it can be very helpful to work with a health professional when managing depression, particularly when it comes to ordering and interpreting tests, and implementing protocols.

			Be reassured by the science. All the treatments in the Functional Psychiatry Treatment Plan are backed by scientific evidence. In every chapter, I present a representative sampling of respected scientific studies to help give you the intellectual clarity and confidence to implement the Plan.

			I also want you to know that it’s not just me claiming that these methods work. It’s an entire worldwide community of researchers and clinicians. These engaged experts have delved deeply into the biochemistry, neurology, and genetics of depression—and they’ve understood the obvious but overlooked role of nutrients and other biochemical factors in the well-being of body and brain. They’ve studied thousands of patients with depression to objectively test their findings and theories. And they’ve inspired me to synthesize their effective results—results I’ve been implementing in my own practice for more than three decades—into the practical advice offered in Finally Hopeful.

			To help give your doctor confidence in the Functional Psychiatry Treatment Plan, each chapter provides plenty of scientific support for the treatments. If you or your doctor want to take a closer look at any of the studies I’ve summarized, please see the Notes at the back of the book for the study citations. You can find those same citations on my website, www.jamesgreenblattmd.com.

			Prevention is possible. If you have a family history of depression but you’re not currently depressed, don’t wait until depression develops. Find out if you have biochemical factors that predispose you to depression. And work with your doctor to correct them.

			Enjoy the results. With the Functional Psychiatry Treatment Plan, you’ll experience significant results.

			Your feelings of sadness and hopelessness, of irritation and discouragement, will start to dissipate, and your mood will brighten.

			Your fatigue will ease, and you’ll feel more energetic.

			Your motivation will return, along with your ability to take pleasure in daily activities.

			Your concentration and decision-making will improve.

			You won’t find yourself feeling worthless or guilty.

			And much more.

			I wish you well in this journey to happiness. As of now, we’re on this journey together.
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				Understanding Depression

			
			
				
					
						The first essential step in healing your depression is knowing the real causes.

					

				

			

			This book is about overcoming depression and feeling good again. You’ll learn how to create a personalized Functional Psychiatry Treatment Plan—an individualized plan of self-care and professional care. A plan that will address the unique, underlying, root causes of your depression. A plan that is much more than just trying to manage symptoms with a one-size-fits-all medication.

			This chapter is about understanding depression as it is clinically diagnosed—the many types, and their many causes, including biochemical imbalances. Understanding your condition and what really causes it is one of the first steps in overcoming depression.

			My patient Laura is a good example of what happens when you really understand the causes of your depression—and a good example of the effectiveness of the Functional Psychiatry Treatment Plan in addressing those causes.

			Depressed, Bingeing, and Fatigued

			Laura was a forty-one-year-old with a history of depression. She’d always struggled with binge eating, but after she was prescribed the antidepressant Paxil (paroxetine), she felt like she was in less control over resisting certain foods (particularly carbs). She had gained fifty-five pounds in the past three years. (Weight gain is a common side effect of the class of antidepressants called SSRIs, or selective serotonin reuptake inhibitors, affecting an estimated 25 percent of patients who take these drugs.) Her doctor added Wellbutrin (bupropion), an antidepressant that can help manage weight gain problems. But Laura still continued to struggle with episodes of bingeing—and continued to gain weight.

			Because Paxil was making Laura’s problems worse, she had been trying to wean herself off the antidepressant medication with the help of her doctor. But the effects of tapering her medication were severe, as they often are. She and her doctor had reduced the dose of Paxil from 30 milligrams (mg) to 10 mg a day. But even at 10 mg Laura was experiencing side effects—insomnia, increased anxiety, and occasional brain sensations much like electric shocks. At that point, she decided to see me.

			I listened as Laura described her concerns: her depression, her binge eating, and the side effects from deprescribing. (You can read more about deprescribing side effects—and how to stop them—in Chapters 16 and 17.) I explained to her my approach—first test, then treat—and we discussed a range of laboratory tests that I thought would be relevant to her situation. Laura requested them all.

			Revealing Results

			The laboratory testing revealed several biological imbalances that were probably contributing to both her depression and her binge eating.

			Vitamin B12. Laura had a very low level of B12, which in turn boosted her levels of homocysteine, a metabolic byproduct of the breakdown of the amino acid cysteine. High levels of homocysteine are neurotoxic—and high levels are commonly found in people with (you guessed it) depression and binge eating.

			Vitamin D. Laura also had a very low level of vitamin D, a precursor to serotonin, a neurotransmitter that plays a key role in mood, appetite, and sleep.

			Food sensitivity. Laura had a food sensitivity to eggs, which she ate daily. Food sensitivities can disrupt the brain’s biochemical balance, impacting mood and potentially contributing to depression.

			Kryptopyrroles. She had high levels of this chemical, a condition called pyroluria. Kryptopyrroles can bind with vitamin B6 and zinc, forcing those key, brain-nourishing nutrients out of the body. In my clinical experience, patients with pyroluria struggle with more intense symptoms during antidepressant deprescribing.

			The Functional Psychiatry Treatment Plan

			At her second office visit, a few weeks later, I prescribed for Laura her individualized Functional Psychiatry Treatment Plan, based on her lab results. It included:

			Curcumin. I prescribed 300 mg of curcumin, two times per day, using the supplement CurcumaSorb Mind, from Pure Encapsulations, which delivers both curcumin and other therapeutic plant compounds. Curcumin is the active ingredient in the spice turmeric, and it can help control kryptopyrroles. Research also shows it can improve mood and help balance appetite in patients with binge eating.

			Zinc and B6. To counter the nutrient-stealing effects of kryptopyrroles, I also prescribed zinc (30 mg daily) and vitamin B6 (50 mg, twice daily).

			B12. To counter her low levels of vitamin B12 and high levels of homocysteine, I prescribed a highly absorbable, sublingual form of vitamin B12: Pure Melt B12 Folate from Pure Encapsulations. It also contains L-methylfolate (a form of folate that isn’t affected by a common genetic mutation that stops the absorption of folic acid), which helps drive down homocysteine.

			Vitamin D. To boost her low levels of vitamin D, I prescribed 5,000 IU daily of the nutrient.

			Magnesium glycinate. This mineral supports vitamin D in producing serotonin, and is known to help with depression.

			Eliminating eggs. This dietary change was intended to help stabilize her brain chemistry.

			Laura readily agreed to implement this protocol.

			Two months later: Remarkable improvement

			I saw Laura two months later—and her improvement was remarkable. Her mood was more upbeat. Her anxiety had decreased. But most importantly to her, the episodes of bingeing were mostly under control, and she had started to lose weight. Plus, the side effects from Paxil deprescribing had stopped, and she was ready to lower the dose even further, which we did, getting her off Paxil over the next few months.

			Without the Functional Psychiatry Treatment Plan—without first testing, and then treating—it’s likely Laura would still be struggling with depression, binge eating, and the side effects of deprescribing. With her personalized Functional Psychiatry Treatment Plan, she was well on the way to recovery.

			The same type of success can happen for you—and for any of the seventy million Americans who will experience depression during their lifetime. But what happened for Laura is not typically what happens when a person visits a traditional psychiatrist.

			The Limitations of Traditional Psychiatry

			What happens when a patient with depression visits a traditional psychiatrist?

			Imagine that patient is you, and you are stepping into the psychiatrist’s office. For whatever reason—because you feel depressed; because a family member has noticed how depressed you are and urged you to see a psychiatrist; because your primary care physician has referred you—you’ve made the decision to seek medical treatment.

			One of the first things you notice when you enter the psychiatrist’s office is that it’s not like most medical offices. There is no stethoscope hanging from a hook, or a blood pressure cuff on a side table, or other instruments that doctors typically use to take measurements of patients. Instead, there is the psychiatrist behind their desk, you in a chair in front of the desk—and a box of tissues on the desk. Clearly, this is not going to be a standard medical exam, despite the fact that psychiatrists are medical doctors who go to four years of medical school, followed by at least four years of special training in psychiatry.

			The doctor sits down, offers you a seat, and encourages you to describe your symptoms, and then interviews you to get the additional information needed to make a diagnosis.

			Maybe you start to wonder, “What is a psychiatric diagnosis?” Maybe you wonder how a psychiatrist can even make a diagnosis based only on a conversation, rather than from a physical exam or test results. But that’s the way it’s always been done, so you go along with the program.

			After your session, the psychiatrist may consult the DSM-5-TR, the big blue book that sits behind them on a bookshelf. The doctor is seeking to match the symptoms you described with one of the lists of symptoms in the book in order to arrive at an official diagnosis and to formulate an approach to your treatment.

			What didn’t happen at this office visit?

			The traditional psychiatrist probably didn’t ask you about your medical illnesses and physical symptoms, or those of your family. They didn’t give you a physical exam. They didn’t ask what you typically eat. They didn’t do any lab work to check your nutritional status or hormone levels. They didn’t ask what chemicals you might be exposed to at work or home, or measure toxins that may have built up in your body.

			In short, the traditional psychiatrist operated on the principle that the brain is the brain and the body is the body—and neither has much to do with the other. According to this traditional view, your problem is emotional. Your problem is behavioral. Your problem is not physical. And this separation of brain and body often prevents traditional psychiatrists from finding the real cause of depression, or treating it effectively.

			In fact, traditional psychiatrists often make treatment decisions for depression based on guesses, prescribing one medicine after another, hoping that one medication, or some combination of medications, will work. Many depressed patients take multiple psychiatric medications over time and may even be prescribed two or more antidepressants simultaneously—in addition to medications for sleep and anxiety. Research shows that nearly 60 percent of visits to psychiatrists result in two or more prescriptions for psychiatric medications. About one-third of visits result in three or more prescriptions. And if those prescriptions don’t solve the problem, new medications are offered. This approach—called polypharmacy—is the sad reality of traditional treatment for depression.

			Now, I am not against medication. The problem is not the medications themselves. It’s the way in which they are used. Antidepressants can help restore health when they are used as part of an overall treatment plan that uses every tool at a doctor’s and patient’s disposal. But as with Laura, a rational, effective treatment plan is based on discovering the real causes of a patient’s depression. Nothing else is likely to work long-term.

			What are those causes?

			Understanding Depression

			What is the cause of depression?

			Well, there are many possible answers to that question.

			There are psychological causes, like childhood trauma, persistent negative thinking, and low self-esteem.

			There are social causes, like rocky relationships and losing your job.

			There are lifestyle causes, like poor sleep and lack of exercise.

			There are medical causes, like diabetes, heart disease, and drug side effects.

			And then there are the causes I emphasize in my medical practice and in this book—biological causes, like nutritional deficiencies, chronic infections, and genetic mutations (to name just a few).

			Biological causes are far more common—and far more important—than most doctors think. In fact, aside from lower levels of the neurotransmitter serotonin—a biological cause addressed by antidepressant medication—most doctors aren’t even aware that depression has biological causes.

			That’s because, as I’ve just explained, the conventional diagnosis of depression typically focuses on subjective factors—the patient’s self-reported symptoms. And conventional medicine then provides symptomatic relief with medications. The biological causes of depression—the objective factors—are never explored.

			But as you use Finally Hopeful and the Functional Psychiatry Treatment Plan to feel better, it’s important to know not only the causes of depression, but also more about your disorder. What is depression, exactly?

			Depression isn’t just feeling sad. Depression is a medical disorder, and a serious one at that. In America, depression is the leading cause of disability from adolescence through middle age.

			An estimated twenty-one million American adults experience a major depressive episode each year.[1]

			Seventy million Americans will experience major depression at some point in their lives—one in four women, and one in ten men.[2]

			Tragically, an estimated 15 percent of those individuals will complete suicide.[3] Suicide is the eleventh leading cause of death in America,[4] taking some fifty thousand lives every year.[5]

			Antidepressants are the go-to treatment for depression. Thirty-three million Americans take them, about one in eight of us.[6] They are the most commonly prescribed drug among Americans between the ages of twenty and fifty-nine, and the third most commonly prescribed drug overall.[7]

			But this common, destructive condition remains underdiagnosed and undertreated.

			Millions of depressed people never see a mental health professional.

			Forty to 70 percent of patients who see a mental health professional and get a prescription for antidepressants don’t respond to the drug, or respond only partially.[8]

			About half of patients who achieve full remission from major depression relapse within two years—despite being on antidepressants.[9]

			The Many Causes of Depression

			As I’ve said several times (and will continue saying throughout the book, because it’s so important to your recovery), depression is rarely due to a single cause. Rather, it’s usually caused by a combination of factors—biochemical, psychological, genetic, and many more. Let’s take a closer look.

			Imbalanced neurotransmitters

			Brain scans show that the brains of people with depression function differently than those without the disorder, particularly in the areas of the brain that regulate mood, behavior, appetite, sleep, and thinking. The likely cause: imbalances in levels of brain chemicals called neurotransmitters—specifically, serotonin, norepinephrine, and dopamine. These chemicals relay messages from one neuron to the next. When levels of neurotransmitters are imbalanced, the brain functions suboptimally, like a car stuck in first gear. The symptoms of depression—from low mood to lack of motivation to fatigue—are the result. It is this imbalance in neurotransmitters that is the main focus of this book.

			Many factors can cause imbalances in neurotransmitters. They include:

			
					
					chronic stress, a problem we’re all too familiar with;

				

					
					poor diet, like too little protein;

				

					
					nutritional deficiencies, like low blood levels of vitamin D;

				

					
					genetic mutations;

				

					
					medications, alcohol, and recreational drugs;

				

					
					too little sleep;

				

					
					chronic low-grade inflammation, causing neuroinflammation;

				

					
					neurodegenerative diseases, like Parkinson’s and Alzheimer’s;

				

					
					environmental toxins;

				

					
					an imbalance of gut bacteria (dysbiosis), weakening the gut-brain axis;

				

					
					chronic illness, like diabetes or autoimmune diseases; and

				

					
					aging.

				

			

			Because so many factors can cause biology-based brain imbalances, the mantra of the Functional Psychiatry Treatment Plan is first test, then treat. It’s crucial to have a range of tests to help you find the underlying biochemical causes of depression—so each cause can be fixed. That’s what worked for Laura, and it can work for you.

			Medical conditions

			Many different diseases can cause or complicate depression. For example, up to 30 percent of people with cancer; 45 percent of those with heart disease; 60 percent of people who have had a stroke; and 30 percent of those with chronic pain are likely to be depressed.[10] If you have a chronic disease and you’re depressed, it’s important to address both problems.

			Medications

			Depression can be a side effect of many medications, including corticosteroids, chemotherapeutic drugs for cancer, and even some psychiatric medications. If you’re depressed, ask your primary care physician if there are any medications you’re taking that might be causing or contributing to the problem.

			Hormonal imbalances

			The hormone-generating endocrine system sends messages throughout the body, regulating every function. Even a slight imbalance—low levels of thyroid hormones; imbalances of estrogen and progesterone; low testosterone—can trigger depression.

			Genetic factors

			In many cases, depression is an inherited disease. It’s estimated that 40 to 50 percent of the risk for major depressive disorder (MDD) is inherited, particularly for severe depression.

			Genetic mutations contribute to depression in many ways. A mutation can reduce the activity of neurotransmitters like serotonin; cut levels of brain-derived neurotrophic factor, which helps brain cells grow and thrive; disturb the circadian rhythms that regulate the sleep/wake cycle; block the absorption of folate, a B vitamin critical to maintaining positive mood; and more.

			There are also epigenetic influences: There are no mutations, but environmental factors like toxins activate genes that negatively affect mood and weaken the response to stress.

			Psychological and social factors

			Our lives are complex, and for some people psychological and social factors—from loneliness to low self-esteem—can increase the risk and severity of depression.

			Diagnosing Depression

			Depression isn’t one disorder. There are many different types of depression, as defined by the Diagnostic and Statistical Manual of Mental Disorders (DSM), which psychiatrists use to make psychiatric diagnoses. The current edition, DSM-5-TR (Text Revision), was published in 2022.

			Let’s review some of the most common types of depression found in the DSM-5-TR.

			Major depressive disorder (MDD)

			The diagnostic criteria for MDD include the following symptoms:

			
					
					Feeling sad, empty, hopeless, irritable, or discouraged

				

					
					Noticeably reduced interest or pleasure in almost all activities once enjoyed

				

					
					Significant unintended weight change

				

					
					Difficulty sleeping or sleeping excessively

				

					
					Agitation/restlessness or slowed movements and speech

				

					
					Fatigue or loss of energy

				

					
					Feeling worthless or excessively guilty

				

					
					Difficulty thinking, concentrating, or making decisions

				

					
					Frequent thoughts of death

				

			

			To make a diagnosis, these symptoms must be present for most of the day, nearly every day, for at least two consecutive weeks. At least one of the first two symptoms on the above list, and at least five other symptoms, must be present. A diagnosis based on a single episode is possible, although most people have several episodes.

			Every year in the United States, an estimated twenty-one million adults and 4.1 million adolescents have at least one episode of MDD.

			Persistent depressive disorder (PDD)

			The main characteristic of PDD (formerly called dysthymia) is depressed mood for most of the day, for more days than not, for at least two years.

			In children and adolescents, mood can be irritable, and the duration must be at least one year.

			Episodes of major depression may occur before PDD, and major depressive episodes may occur during PDD; when these two disorders occur together, it’s called double depression.

			About 2 percent of Americans—seven million people—suffer from PDD.[11]

			Depression with seasonal pattern (seasonal affective disorder, or SAD)

			SAD is present when there is a link between the start of depressive episodes and a particular time of year, usually the winter. Symptoms of MDD that occur in a seasonal pattern include not only feelings of sadness and hopelessness, but also loss of energy, sleeping too much, overeating, weight gain, and a craving for carbohydrates.

			It’s likely that reduced daylight and sunlight exposure during the winter trigger underlying biological processes that in turn cause SAD. In America, SAD is more common in people living in northern latitudes—like Chicago or New York City—where light is particularly reduced during the winter months.

			
				The Three Faces of Major Depression

				Mild, Moderate, and Severe

				There are three types of major depression as defined by the DSM-5-TR: mild, moderate, and severe. A clinician determines the type using two basic criteria: the number of symptoms; and the degree to which the symptoms interfere with daily functioning, like work and relationships.

				Mild. There are few symptoms beyond the minimum required for diagnosis, and the symptoms are distressing but manageable, with minimal impairment in daily life. Example: You feel sadness and fatigue, but you can still perform daily activities.

				Moderate. There may be more symptoms, or their severity may be greater. Functional impairment is noticeable but not debilitating. Example: You struggle with work and relationships because your energy is low and you’re having difficulty concentrating.

				Severe. You have multiple symptoms, and they’re intense and debilitating, with major impairment in functioning. Example: You’re unable to get out of bed or interact socially.

				These criteria are useful for two reasons: If you realize you have mild or moderate major depression, you can use the Functional Psychiatry Treatment Plan to treat the problem before it becomes severe. If you have severe depression, it’s likely you’ll need the targeted nutritional supplementation of Functional Psychiatry, medication, and therapy to help you move forward to a more positive life.

			

			SAD may begin at any age, but the average age of onset is eighteen to thirty.

			Approximately thirteen million Americans experience SAD every year.[12]

			Depressive disorder with peripartum onset (postpartum depression, or PD)

			For many women, having a baby is emotionally stressful, with up to 70 percent of all new mothers experiencing the “baby blues.” This condition is short-term, lasting a few days to two weeks after birth, with symptoms of worry, unhappiness, and fatigue.

			At first, a woman with PD may seem to have the baby blues—but with PD, symptoms become worse and last longer. Women with PD may have the following symptoms during pregnancy or in the four weeks following pregnancy:

			
					
					Sluggishness and fatigue

				

					
					Feeling sad, hopeless, helpless, or worthless

				

					
					Anxiety

				

					
					Difficulty sleeping/sleeping too much

				

					
					Changes in appetite

				

					
					Difficulty concentrating/confusion

				

					
					Crying for no reason

				

					
					Lack of interest in the baby or in family and friends

				

					
					Fear of harming the baby or oneself

				

					
					Difficulty bonding with the baby

				

			

			There are many possible causes and contributing factors in PD, including the rapid changes in hormone levels after delivery, a lack of sleep, an insufficient support system, low blood levels of omega-3 fatty acids, and a family history of depression.

			An estimated 10 to 20 percent of new mothers experience PD.[13]

			Premenstrual dysphoric disorder (PDD)

			Many women experience emotional and physical changes around the time of their period. For some women, these changes disrupt their lives—and can even be disabling.

			To make the diagnosis of PDD, symptoms must be present in most menstrual cycles and in the week before the period, and they must start to improve a few days after the period begins and become minimal or absent in the week after. One or more of the following symptoms must be present:

			
					
					Emotional changes (mood swings, feeling suddenly sad or tearful, or increased sensitivity to rejection)

				

					
					Irritability, anger, or increased conflicts with others

				

					
					Depressed mood, feelings of hopelessness, or self-deprecating thoughts

				

					
					Anxiety, tension, or feeling on edge

				

			

			One or more of the following symptoms must also be present, and they must total at least five symptoms when combined with the symptoms listed above:

			
					
					Decreased interest in usual activities

				

					
					Difficulty concentrating

				

					
					Lack of energy

				

					
					Change in appetite, overeating, or specific food cravings

				

					
					Difficulty sleeping or sleeping too much

				

					
					Feeling overwhelmed or out of control

				

					
					Physical symptoms such as breast tenderness or swelling, joint or muscle pain, or bloating or weight gain

				

			

			These symptoms are linked to significant distress or interfere with work, school, usual social activities, or relationships. Many women report the symptoms worsen as they approach menopause.

			About 3 to 8 percent of menstruating women in the United States have PDD.[14]

			

			—

			There are many more types of depressive disorders, like substance/medication-induced depression, psychotic depression, and atypical depression. (Bipolar disorder, which typically includes depression, is in its own category, and is not included with depressive disorders in the DSM-5-TR.) But the types I just described are among the most common.

			But whatever the type of depression, or the cause, the Functional Psychiatry Treatment Plan can help provide relief—because this plan is customized and personalized to address the causes that underlie your depression, rather than applying a one-size-fits-all solution. Now is the time for true healing to begin.

		

	
		
			
				Chapter 2

				Psychiatry Redefined

				The Future of Mental Healing Is Now

			
			
				
					
						Functional medicine—which combines medical science with nutritional and metabolic therapies—is the key to ending the epidemic of depression.

					

				

			

			The ideas and practical information in this book offer the possibility of real and sustained relief from depression—a way forward to a happier, healthier life.

			Now, I’m guessing you might feel a little bit (or very) skeptical about such a statement.

			If you’re anything like my depressed patients, you’ve probably allowed yourself to feel hopeful about the promise of relief from the newest drug or therapy. And then you’ve experienced the reality of the new treatment—and it’s been very disappointing. In fact, research shows that up to two-thirds of people with depression do not respond to their first antidepressant prescription. And it doesn’t get much better from there. An estimated 30 percent don’t respond to their second antidepressant. Or their third. Or their fourth.[1] Conventional medicine calls these patients “treatment resistant.” As I said earlier, that’s a term I really (really) dislike, because it blames the patient for their “resistance” to treatment. It’s the failure of the medication, not the person taking the medication!

			Well, I want you to know that I understand your dilemma—because for more than thirty years, I’ve been successfully treating depressed patients who came to me because they didn’t find relief with conventional medicine.

			Young children who told me they would rather die than live with being “so sad.” Teens who cut themselves to feel anything other than their depression. Adults who could no longer function at work, or whose relationships had been destroyed by the bleak atmosphere of depression. Depressed seniors, who felt like their lives were fading away.

			People for whom traditional treatment had failed, and who were seeking another, different way. People who saw their depression lift and their hope in life be restored—because I treated them with a new, effective protocol called Functional Psychiatry.

			What Is Functional Psychiatry?

			I am one of the champions of Functional Psychiatry. (In fact, I was the first psychiatrist to use the term.) I have trained thousands of other clinicians in Functional Psychiatry, through my educational platform, Psychiatry Redefined. So, what is Functional Psychiatry, exactly?

			It is not a particular drug or therapy.

			It is not a single treatment for the complex illness of depression.

			Functional Psychiatry recognizes that depression has many causes, often requiring a range of therapies, including medications if needed.

			Functional Psychiatry understands that biochemical deficiencies and imbalances deeply affect the brain, and are among the many underlying causes of depression. Those deficiencies and imbalances also hinder recovery with medications and therapy. What are these deficiencies and imbalances?

			Nutritional deficiencies. Hormonal imbalances. Chronic inflammation. Gut problems. Poor sleep. Food allergies. Chronic, undetected infections. Genetic mutations. Sedentary living. Toxins. And many more.

			To identify and address all these factors, the credo of Functional Psychiatry is: First test, then treat.

			Test, to find the deficiencies and imbalances.

			Treat, to fix them.

			Which leads us to another credo of Functional Psychiatry: biochemical individuality.

			
				What’s in a Name?

				Functional Psychiatry is only one of many terms for an approach to mental health that does not use a “one-size-fits-all” approach (like a medication), but emphasizes discovering and treating the underlying, root causes of mental disorders and illness. Here are some of the other names you might see being used to describe this type of approach. In a sense, these names describe subsets of Functional Psychiatry, which utilizes all of the following approaches:

				Integrative psychiatry. This is the use of research-supported, non-pharmaceutical treatments for mental health that are integrated or combined with conventional pharmaceuticals and psychotherapy. Common examples of integrative psychiatry include the therapeutic use of mindfulness-based stress reduction (MBSR), yoga, and lifestyle changes like regular exercise.

				A study published in the January 23, 2024, issue of BMC Public Health looked at sixty elderly people with depression, dividing them into two groups. One group attended weekly sessions of MBSR, and the other didn’t. After eight weeks, there was a “significant reduction in depressive symptoms,” wrote the researchers. The people practicing MBSR also improved in “emotional regulation” (less anger, more acceptance, and better problem-solving) and slept better.[2]

				Metabolic psychiatry. This approach focuses on treating mental illness by improving metabolism—how the body uses (or fails to use) energy. For example, a metabolic psychiatrist might treat depression by balancing blood sugar and reducing chronic inflammation through a ketogenic diet and lifestyle recommendations.

				Case history: A sixty-five-year-old woman had been struggling with depression and type 2 diabetes for twenty-six years. She was on both a diabetes medication and an antidepressant—but she still had uncontrolled diabetes, and she still struggled with depressive symptoms. Her metabolic psychiatrist recommended a ketogenic diet, an exercise program, and therapeutic counseling. Within three months of making these changes, the woman no longer qualified for a diagnosis of either diabetes or depression—her blood sugar levels had normalized, and testing showed that her depression score had dropped from 17 to zero. This case study appeared in the journal Diabetes & Metabolic Syndrome: Clinical Research & Reviews.[3]

				Nutritional psychiatry. This approach identifies and treats common nutritional deficiencies that cause or contribute to depressive symptoms. For example, deficiencies in vitamin D, vitamin B12, folate, magnesium, zinc, iron, and other nutrients can contribute to mental health symptoms—and are often overlooked. With proper testing and treatment, these issues can be identified and treated, improving or resolving a patient’s mental health concerns.

				Recent study: In a study in Magnesium Research, a combination of magnesium and vitamin D supplementation reduced depressive symptoms in middle-aged people with long-COVID by 69 percent, compared to a 29 percent reduction in a control group not receiving the nutrients.[4]

			

			Biochemical individuality

			This core concept behind Functional Psychiatry was originally championed by biochemist Robert Williams, PhD, in his groundbreaking book You Are Extraordinary, first published in 1956, and republished in 1998 under the name Biochemical Individuality: The Key to Understanding What Shapes Your Health.

			This book has been an inspiration for me throughout my career—a revelatory source of scientific truth; and a call to practice a new and different kind of medicine that takes into account a central fact of health and healing that is largely overlooked by the “one-size-fits-all” philosophy of conventional medicine.

			I’ll never forget reading through the book and arriving at a page of startling black-and-white drawings. The drawings featured “A ‘Textbook’ Stomach,” with the classic J-curve, and twelve other stomachs that looked nothing like a stomach “should” look—but were the actual shapes of people’s stomachs! Dr. Williams wrote, “Here are pictures of twelve real stomachs in contrast to the ‘textbook’ stomach at the top of the page. These real stomachs neither look alike nor do they operate alike.”

			What does biochemical individuality tell us?

			Contrary to what conventional psychiatry affirms, there is no “textbook” depression—and no “textbook” way to treat it.

			Rather, there are (in Williams’s words) “real individuals” whose bodies and brains don’t “look alike” or “operate alike.”

			Which means that any truly effective treatment for depression has to take biochemical individuality—the real person—fully into account.

			This type of individualized medicine, which is becoming increasingly recognized in all fields of health, is also called “personalized medicine” or “precision medicine.”

			Functional Psychiatry is the psychiatric form of personalized, precision medicine.

			By first testing the individual to discover their unique combination of factors that trigger depression, we can provide much more than symptom relief. Rather, we treat the root causes of depression—which, in many cases, puts the disease into remission. In effect, the individual has been cured of their depression—because the root causes of their depression have been discovered and addressed.

			Stripes of the zebra

			One way I like to think about biochemical individuality is to think about zebras.

			Since childhood, I have been fascinated by these sensitive, powerful creatures. Zebras, I learned, have acute senses, to instantly alert them to nearby predators. To avoid those predators, they move in a zigzag pattern. And they have plenty of stamina to outlast the carnivores that pursue them.

			But the most interesting thing I learned about zebras—animals that seem to look pretty much alike at first glance—is that each one of them has a unique pattern of stripes, like a fingerprint.

			There are black zebras with white stripes, the standard issue. But some have brown stripes. Some have black stripes. Some have black and white stripes.

			Some stripes are narrow. Some are broad. Some cover the zebra’s legs, and some don’t. Some cover the belly, and some don’t. Some stripes are more vertical, some more horizontal. Some have sharp edges, some blurry.

			Bottom line (or maybe bottom stripe):

			In nature, individuality—not homogeneity—is the rule.

			And for effective treatment, taking individuality into account is a must.

			Yes, the symptoms of depression are similar enough from person to person that mental health professionals have created the well-defined diagnostic categories of depression, like “major depressive disorder” and “postpartum depression” and so on.

			But the causes of those symptoms are as diverse as the stripes of the zebra. Diverse enough to require personalized, precision medicine, one of the hallmarks of Functional Psychiatry.

			Which leads me to my next point.

			Treating causes, not symptoms

			I’ve said this many times already in this chapter, but it’s so important I’m going to say it again:

			Conventional psychiatric medicine treats symptoms.

			Functional Psychiatry discovers and treats root causes.

			Think of the difference between attending to symptoms and causes as something like this:

			If the oil light on the dashboard of your car goes on, you can shoot out the light—that is, get rid of the symptom.

			Or you can conduct diagnostic tests to figure out what’s causing the low oil light to go on. An oil leak. The need for an oil change. A failed oil pump. A failed oil pressure sensor. Engine damage. Etc. And once you’ve found the cause, you can actually correct the problem.

			Conventional medicine tends to shoot out the oil light.

			Functional Psychiatry finds and fixes the underlying problem.

			
				“The Tomato Effect”

				Why nutritional therapies are rejected by mainstream medicine

				Everybody knows that tomatoes are bad for you, right? In fact, they’re poisonous. Take one bite, and you’ll be sick in minutes. Eat an entire tomato, and you’ll probably be dead.

				Well, this seemingly absurd idea—that tomatoes are the botanical equivalent of cyanide—was commonly believed in America, from the 1600s to the early nineteenth century.

				It’s not that fear of the so-called “poison apple” (native to Peru; imported to Spain; and quickly spread in the sixteenth century to Italy and France) was wholly without basis. Tomatoes are nightshades, a family of plants that includes potatoes, eggplants, and bell peppers. It also includes very toxic plants, like belladonna, henbane, and mandrake.

				But while Americans were avoiding tomatoes like the plague, Europeans were happily consuming the plant—in pizza, sauces, soups, and other dishes. And here’s the strangest part of the story.

				New World Americans knew that their old-world brethren had been chowing down on tomatoes for centuries without any ill effects. But they refused to believe the vegetable was safe for human consumption!

				That situation changed in 1820, when a brave soul named Robert Gibbon Johnson—a historian and horticulturist—publicly ate a basket of tomatoes on the steps of the Old Salem County Courthouse in New Jersey. And lived to tell the tale.

				Over the next century, tomatoes were cultivated in more and more American farms and backyards—and became a standard of the American diet. (Americans now eat about thirty pounds per year, second only to potatoes.)

				Rejecting effective therapies

				I’m telling you this story because it perfectly illustrates a medical frame of mind that has been aptly dubbed “the tomato effect”—the rejection of highly effective therapies because they don’t fit with the prevailing belief system.

				In an editorial in the Journal of the American Medical Association titled “The Tomato Effect,” the husband-and-wife team of Dr. James Goodwin (internal medicine) and Dr. Jean Goodwin (psychiatry
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