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A short note before we start.

If you bought this book, you probably already know the basics. You have heard of Ozempic. You have heard the jokes. You have read the magazine pieces and the X threads and the morning-show segments and the celebrity weight-loss stories. Maybe you are on the medication now. Maybe you are about to start. Maybe you stopped six months ago and are quietly watching some of the weight come back. The point of this book is not to convince you of anything about the drug. The drug works. That much is settled. The point of this book is everything that happens around the drug — the muscle you are losing without knowing it, the side effects nobody warned you about in plain language, the plateau that arrives somewhere around month four and feels like the medication has stopped working, the way restaurants and holidays and travel days become small logistical problems, and the very large question of what happens when you eventually taper off.

I am not a physician. I am not a registered dietitian. I am a writer who spent fourteen months reading every paper, interviewing every expert who would talk to me, and assembling the playbook that the prescription should have come with — the one your doctor genuinely does not have time to give you in a twenty-minute appointment, and that the pharmaceutical inserts are legally too cautious to write. What you will find in this book is the synthesis of that work: what the evidence actually says, what the experienced clinicians actually do, and what the people who have stayed lean on and off the medication for two, three, four years have figured out the hard way.

The book is organized in three parts. Part One is the diagnosis — what the medication actually does inside your body, what it does not do, and the four trade-offs nobody mentioned on day one. Part Two is the protocol — protein math, resistance training, side-effect management, hydration, sleep, and how to eat in the world when your appetite has changed by an order of magnitude. Part Three is the long game — the plateau, the taper, the maintenance protocol, the rebound trap, and the identity work of becoming a person who does not need the drug to stay where you have arrived.

Each chapter ends with what I call a Protocol. Not a tip. Not a reminder. A specific, time-bounded, written-it-down thing you will do — usually in fifteen to forty-five minutes — that turns the chapter from information into a change in your week. You can read this book without doing the protocols and you will learn something. You will not change very much. The chapters are the framing; the protocols are where the body moves. If you do only one thing, do the protocols.

Two ground rules before we start. First, this is not medical advice. I will say that again in the legal language at the front and the back, but I want you to hear it now: every single thing in this book should be filtered through a conversation with your prescriber, your registered dietitian if you have access to one, and ideally a clinician who has actually treated dozens of GLP-1 patients. The medications interact with other prescriptions, the dosing is individualized, the side effects have a wide range, and a small subset of users have rare but serious risks that warrant immediate medical attention. Nothing in this book is a substitute for that medical relationship. It is a companion to it.

Second, this book is unsentimental about the medication. I am not here to celebrate it, and I am not here to scold anyone for taking it. The data on outcomes is genuinely impressive. The data on side effects is also genuinely real. The data on what happens when people stop is sobering. All three of those things are true at once, and you do not get to pick which ones to pay attention to. The goal here is to take the medication seriously as a tool — neither miracle nor menace — and to give you the technical knowledge to use it well, manage what it costs you, and walk away from it on your own terms when the time comes.

Everyone else: turn the page. The medication is doing the easy part. The work in this book is the harder part. It is also the part that determines whether the results last.
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The Honest Picture

What the Drug Does, What It Doesn't, and the Trade-Offs Nobody Mentioned

"No effect without a cost. The body keeps every receipt."

— Clinical aphorism, attributed variously

Part One is the diagnostic. Before any protocol, before any meal plan, before any discussion of what to do, there is the question of what is actually happening. The four chapters here cover the first week on the medication and what your body is doing while you sit through it; the differences between the drugs in the class and why two people on the same prescription can have wildly different outcomes; the four real trade-offs that the prescription insert mentions in fine print and most prescribers do not raise; and the single most under-discussed effect of GLP-1 treatment, which is the loss of muscle mass that begins on day one and continues for as long as you remain in a caloric deficit. Read this section as a clinician would read an intake form. The interventions come later. The honest picture comes first.
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CHAPTER ONE
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The First Week

"The first dose of any medicine is an experiment, not a treatment."

— William Osler, Aequanimitas (1904)

•   •   •
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The Forty-Eight Hour Ramp

The medication is not magic. It is a hormone. Specifically, it is a synthetic version of a hormone your gut already makes - glucagon-like peptide-1 - at a dose roughly two hundred times higher than what your body produces on its own. That is the entire trick. You are sending your brain a signal of satiety that is far louder than any natural signal it has ever received, and your brain, which was not designed for this volume of message, responds the way any nervous system responds to a klaxon: it stops asking for more food. The first dose is also the first time that signal has ever been sent at this volume. For the first twenty-four hours, you will likely feel almost nothing. The half-life of semaglutide is roughly one hundred and sixty-five hours, which means peak plasma concentration arrives somewhere between hour twenty-four and hour seventy-two after injection. The drug is loading. Your body has not registered the shift yet.

Then, somewhere on day two or day three, the second shoe drops. The satiety signal arrives in full. For most people this is when they first notice that the sandwich they ordered is now uneaten on the plate after three bites, that the smell of coffee that used to make them hungry now makes them faintly queasy, that the four o'clock snack reflex that has been running on autopilot for a decade simply does not fire. The fullness is not gradual. It arrives like a switch. Patients who do not understand the mechanism often interpret this as the drug 'finally working,' which is correct, but they also interpret it as license to skip meals entirely, which is the first mistake of the first week. The drug is suppressing hunger. It is not suppressing your need for protein, water, electrolytes, or sleep.

The clinical name for what you are feeling is early satiety, and it is not the same thing as fullness. Fullness is the signal that arrives at the end of an adequate meal. Early satiety is the signal that arrives three bites in, before any meaningful nutrition has been ingested. The two feel similar from the inside. They are not similar from a metabolic standpoint. If you treat early satiety as true fullness and put the fork down, you have eaten roughly four hundred calories instead of the seven hundred your body required. Do this for seven days in a row and you have run a one-thousand-calorie weekly deficit that the drug did not create. You created it, by misreading a signal that was, by design, louder than reality.

The Nausea Window

Roughly forty-four percent of patients on semaglutide and approximately thirty-three percent on tirzepatide report nausea during the titration phase, per the STEP-1 and SURMOUNT-1 trial data. The nausea is dose-dependent and dose-timing dependent. It tends to cluster between hours thirty-six and seventy-two after injection, which is to say it tracks peak plasma concentration. It is worse on an empty stomach, worse with high-fat meals, worse with alcohol, and worse for people who try to maintain their old eating schedule on the new physiology. The drug slows gastric emptying by roughly thirty to seventy percent depending on dose, which means food sits in the stomach significantly longer than it used to. A meal that would have cleared in two hours now clears in four. If you eat at noon and again at three, you are layering food on top of food that has not yet moved. The mechanical sensation is real - the stomach is genuinely fuller than it was at the same hour pre-medication, because the previous meal is still partially there. Patients who shift to three smaller meals spaced four to five hours apart, with no snacking between, report less nausea than patients who graze.

The nausea window typically peaks at day three or four and resolves by day seven for most users. About fifteen percent will continue to experience meaningful nausea for the full two weeks before the next scheduled injection, and a smaller subset - perhaps four to seven percent - will have nausea severe enough to require dose adjustment or discontinuation. None of this is unusual. None of it indicates the drug 'isn't working' or 'is working too well.' It indicates that a high-magnitude pharmacological signal is encountering a digestive system that has not yet recalibrated. The recalibration takes one to three weeks. During that window, the meals that work are small, lean, low-fat, slowly eaten, and accompanied by water rather than high-sugar drinks. The meals that do not work are the ones you used to enjoy.

There is a specific failure mode worth naming. A patient I'll call Maya, fifty-two, started semaglutide at 0.25mg and felt fine on day one, mildly nauseous on day two, and frankly miserable from the afternoon of day three through the morning of day five. She interpreted this as a drug-tolerance problem and stopped eating almost entirely for forty-eight hours. By day six her electrolytes were low, her blood pressure had dropped, and she ended up in an urgent care clinic for fluids. The drug had not failed her. Her interpretation of the signal had failed her. Early satiety is not permission to fast. It is permission to eat less, and eat better, and eat earlier in the day. Those are different prescriptions.

The First Restaurant Meal

There is a near-universal moment in the first week, usually on day five or six, when the patient goes out to eat for the first time since starting the medication. This is the first real-world test and most people fail it the same way. The plate arrives. They take three or four bites. The food, which they ordered specifically because they love it, suddenly tastes neutral or faintly unappealing. The fullness signal fires. They put the fork down. Then, because the social context of a restaurant meal involves another forty to ninety minutes of sitting at the table, they pick the fork back up. They take two more bites. The fullness has now tipped into mild discomfort. They take three more bites anyway, because the food is in front of them and the social script says so. By the time the check arrives, they are genuinely nauseated, and the next three hours are unpleasant in a way they were not expecting.

The first restaurant meal teaches a lesson that no amount of reading can teach: the drug has changed the physical capacity of your stomach. Not the size, exactly, but the rate at which it tolerates additional volume. A meal that used to take forty minutes to eat now takes you twenty minutes to eat half of. The strategic response, once you have made this mistake once, is to order smaller, order first, and accept that leftovers are now a permanent feature of your life. Soup is a good first restaurant order. Grilled protein with a side of vegetables is a good first restaurant order. Anything fried, anything creamy, anything that arrives in a portion designed for two people is not.

There is a related phenomenon worth flagging. Many patients report that during the first week, alcohol tastes different. Wine becomes less appealing. Beer feels heavier. A single drink that used to be pleasant now feels like one and a half drinks too many. This is not a hallucination. GLP-1 agonists dampen the reward signal in the nucleus accumbens, which is the same brain region implicated in alcohol reward. A subset of patients - perhaps fifteen to twenty percent based on emerging observational data - stop drinking almost entirely within the first month, not by intention but by loss of interest. This is a feature, not a bug, for many. For others it represents a kind of pleasure loss that becomes a longer-term issue. We will return to this in Chapter Three.

The Baseline You Have Not Yet Taken

The single largest mistake of the first week is failing to take a real baseline. Patients arrive at their first injection without weighing themselves on a calibrated scale, without measuring their waist with a soft tape at the navel, without a photograph from three angles, and without any record of their current protein intake on a representative day. They then begin a year-long pharmacological intervention with no idea where they started, which means six months in, when the question 'is this working' becomes urgent, there is no answer that is not retrospective guesswork. Scale weight alone is not a baseline. Waist alone is not a baseline. A photo alone is not a baseline. The baseline is all of them, taken on the same morning, recorded in one place, and saved somewhere you can find it in October. The patient who skips this step is the patient who, twelve months in, cannot tell you whether they have lost more fat or more muscle, more waist or
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