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For Jacob, who was born and grew along with this book.


Foreword

I suspect all of us have some (and most of us have abundant) reason to appreciate the remarkable prowess of modern medicine. I routinely ask members of my audiences to raise their hands if a loved one has been touched by heart disease, cancer, stroke, or diabetes—just several of the most prevalent chronic diseases and leading proximal causes of premature death in industrialized societies around the world. By the time I complete that short list, every person in every auditorium with very rare exceptions has a hand in the air.

Those hands, representing people we love, are all the reason most of us need to respect ongoing advances in biomedical science. We are beneficiaries of new drugs and new technologies that can, and do, save lives. Heart attacks can now be aborted as they occur, rather than observed with passive dismay as they were only decades ago. The same is sometimes true of strokes; they, too, can be aborted before doing permanent damage. Type 2 diabetes is treated ever more effectively with ever safer drugs. Cancer mortality rates are declining steadily with advances in chemotherapy.

My family is certainly among the innumerable beneficiaries of modern medical technology and pharmacotherapy; as am I, personally. When I contracted anaplasmosis (a potentially lethal tick-borne illness), I was very grateful for the infusion of antibiotics that produced a full and fairly prompt recovery. When I tore my ACL (and sometime later, my other ACL …), I was grateful for the skill of my orthopedic surgeon, the technological advances that led to arthroscopy (joint surgery performed with a fiber-optic viewing device), and the modern anesthesia that let me sleep blissfully until it was all over. (Waking up to the pain afterward was not much fun!)

And finally, as an internist who has cared for patients for most of the past twenty-five years, I have made routine use of diverse medications and know for sure in many cases—and hope in many others—to have done much good and provided genuinely needed help as a result.

But Jennifer Jacobs is quite right that overuse of medication in our culture is a serious problem. She is quite right that the benefits of medication may be the tip of a proverbial iceberg, made highly visible and positioned in the most favorable light through the efforts of Big Pharma and their Madison Avenue representatives. The bulk of the story may well lie below the waterline. In this book, Dr. Jacobs shines a light where it is most needed, where the shadows tend to be densest. She is quite right to ask you to ask: do you really need that pill? As our nation struggles to confront an opioid addiction epidemic that is among the great crises of modern public health, this book could scarcely be more timely.

I have long shared this concern with Dr. Jacobs. As a specialist in lifestyle medicine, disease prevention, and health promotion, I am among those concerned with the divide between the “health” care system of which we speak, and the “disease” care system we actually have. We tend to wait for disease we know how to prevent routinely with healthy lifestyle practices to develop, and then treat it with drugs. The situation is one step more ominous than that: our culture generates corporate profits by marketing willfully addictive junk food that makes people sick, and then more corporate profits by marketing the drugs to treat the rampant chronic disease we didn’t need to get in the first place.

By and large, we have a disease care system, and since all systems have a vested interest in propagating and perpetuating themselves, this one has a vested and pernicious interest in prevalent disease. There is no shortage of actual disease, alas, but the system takes no chances. At times, as Dr. Jacobs notes, disease is invented to justify the use of a drug. At times, what was once a variant of normal behavior is redefined as pathology.

I have grappled personally with that last one. My one son is the youngest of my five children. While all of his sisters were very active kids, my son—now eighteen—was hyperkinetic at a whole different level. My wife and I were well aware that his rambunctiousness—and that’s really what it was—was apt to earn him a diagnosis of ADHD, and a Ritalin prescription. We wanted none of that. My son inspired one of my signature rants: the proper remedy for rambunctiousness in a child is recess, not Ritalin! Since I work in public health, we were able to do more than rant, and actually developed, and studied, a program of brief, intermittent activity bursts for application in schools, called A-B-C (Activity Bursts in the Classroom) for Fitness. We made the program freely available, and it’s now in hundreds if not thousands of schools throughout the United States and the world. And by the way, my son is a perfectly healthy young man, headed off to college—and no, he never took Ritalin.

As Dr. Jacobs describes in detail, the problem is poignant in children, but more prevalent and often even more urgent in older adults. Most disease care is concentrated in our later years, and much of the prevailing pharmacotherapy is concentrated there as well. Combine a culture prone to overmedicalize, with genuinely prevalent chronic disease, plus a system in which specialists may tend to treat a condition or body part rather than the whole person, and you have a perfect formula for polypharmacy-induced mayhem.

This book provides expert guidance on navigating past just that peril.

There are, at times, kinder, gentler, safer, and very effective alternatives to medications. At times, there are not. There is a sentiment in the modern world that “natural” is synonymous with safe, but that is misguided. Rattlesnake venom and botulinum toxin are natural. So, too, the smallpox virus, and the polio virus. The vaccines that have eradicated smallpox and nearly eradicated polio are, of course, science; as is the germ theory that enabled us to understand the underlying cause and effect in the first place.

Do you really need that pill? The answer may be yes, or no. What you certainly do need is expert guidance and balanced judgment to answer this critical question reliably. Find them here.

David L. Katz, MD, MPH, FACPM, FACP, FACLM, earned his BA degree from Dartmouth College; his MD from the Albert Einstein College of Medicine; and his MPH from the Yale University School of Public Health. He is the founding director of Yale University’s Yale-Griffin Prevention Research Center, immediate past president of the American College of Lifestyle Medicine, and founder/president of the True Health Initiative.


Introduction

As a family physician, I have become increasingly alarmed at the number of medications that people take, especially ones that are not really needed. And with my training in public health, I am concerned that this troubling epidemic of overmedication is not being recognized or reported by the health-care community. It is an epidemic that hits older adults especially hard, but people of all ages and from all walks of life are often victims of this increasingly common problem. Some drugs are essential—like insulin for people with diabetes, antibiotics for various infections, and drugs for high blood pressure and other heart problems, to name a few. However, many others are optional, unnecessary, or have side effects that are more dangerous than the condition they are treating.

I came face-to-face with this problem when my husband and I spent ten days taking care of his eighty-eight-year-old mother after she was discharged from the hospital. Two weeks earlier, she had gone to the emergency department with severe diarrhea. As is typical in busy EDs these days, the doctors did no diagnostic tests to find out why she had diarrhea. Instead, she was treated by a standardized protocol that postpones testing unless the problem doesn’t go away.

Her problem—a severe fecal impaction—did not go away. Rock-hard stool was lodged in her colon, which paradoxically caused diarrhea, as her body tried to move waste material past the blockage. If the ED physician had done an adequate medical history, he would have found out that Arlyn had been taking large doses of morphine—an opioid drug notorious for causing constipation—as well as stool softeners and laxatives for many months.

He would have noticed that she was taking Lasix, a powerful diuretic that causes loss of fluids from the body and can lead to dehydration. But instead of receiving a thorough investigation of her illness, she was sent home with a routine antibiotic prescription.

The diarrhea continued until a grandson stopped by one morning and found her incoherent and confused. He took her back to the hospital where she was found to be severely dehydrated and in acute kidney failure. She was hospitalized and treated with intravenous fluids. Her condition improved after a few days, after which she was sent home.

Arlyn’s discharge diagnosis from the hospital was polypharmacy, a term I had not heard before. But by looking at the list of prescriptions from her last visit to her primary care doctor, I could see there was a big problem. She was on thirteen different drugs, including three for high blood pressure, three painkillers (including two different strengths of morphine), an antidepressant, two laxatives, and a potassium supplement to counteract the effects of the blood pressure medicine.

In addition, she had been given two inhalers for chronic lung disease and was told to take low-dose aspirin to prevent blood clots and nitroglycerin for chest pain. Why the morphine? As I later learned, this strong, addictive opiate was often prescribed to elderly patients. It is relatively inexpensive and provides excellent pain relief. However, it is metabolized in the kidneys, causing problems in older patients who have reduced kidney function.

After reading through the list, I was shaken. Polypharmacy indeed! It was a wonder that she was still alive. If I, thirty years her junior, took all of these medications every day, I do not think I could function. In the first place, no one really understands how all of these drugs interact with one another. And it would take a computerized spreadsheet to keep up with the schedule of pills—three times daily, three tabs at bedtime, every morning, twice daily after meals, every four to six hours, as directed. How could she cope? No wonder she ended up in the hospital with kidney failure. It’s amazing she didn’t have a nervous breakdown as well.

HOW COMMON IS OVERMEDICATION?

Arlyn’s experience stimulated me to investigate the problem of overmedication. Taking multiple drugs is not necessarily overmedication. But the more drugs you take, the more likely you are to be taking ones that you don’t need or ones that are causing you more harm than good. I was shocked to learn that 40 percent of people over age sixty-five regularly take five or more prescription drugs, a number that has tripled in the past twenty years. Sixty-five percent take at least three, while as many as 12 percent take ten or more daily drugs. A study of recently hospitalized patients aged sixty-five or older reported that 23 percent of them were taking sixteen or more drugs as they left the hospital. This is particularly troubling in the light of research showing that one in five prescriptions for people in this age group is inappropriate.

While more common in seniors, the use of multiple medications is prevalent throughout the entire US population. In one survey, 21.8 percent of adults took three or more prescription drugs in the previous month. The use of five or more drugs nearly doubled in the time period between 1999–2000 and 2011–2012, from an estimated 8.2 percent to 15 percent. Fifteen percent of the total adult population involves millions and millions of people—clearly the risk of overmedication is growing. Even in children, prescription drug use is relatively common—the same survey reported that one in four children had taken at least one in the previous month.

THE DANGERS OF OVERMEDICATION

Taking multiple medications increases your risk of side effects, drug-drug interactions, medication errors, and accidental overdoses. All of these can lead to serious medical injuries and even deaths, as well as significant costs to the health-care system.

In 2017, the US Food and Drug Administration reported that almost four hundred and fifty people in the United States die each day from the side effects of drugs. Can you imagine the headlines and panic if four hundred and fifty people died each day in terrorist attacks or airplane crashes? Yet we hear very little about this in the media. A national survey found that those who took five or more drugs have nearly twice the risk of having a side effect, and that there are more than four million outpatient visits each year for side effects, or adverse drug reactions (ADRs). The more drugs you take, the more likely this is to occur.

In addition to adverse reactions, the National Academy of Medicine estimates that 1.5 million people in the United States are harmed each year from drug-related errors. In US hospitals alone, the cost of these errors has been estimated to result in $3.5 billion in extra costs to the health-care system. Another problem is unintended drug overdoses, which first exceeded traffic accidents as the leading cause of accidental death in the United States in 2008, with an estimated 15,000 deaths from pain medications that year. In 2014, there were more than 47,000 deaths from accidental drug overdoses and by 2016, the number of drug overdose deaths reached 64,000.

These problems are not confined to prescription drugs—people also can take unnecessary over-the-counter drugs, vitamins, minerals, and herbal supplements. All of these increase the risk of overmedication. Misuse of nonsteroidal anti-inflammatory drugs (NSAIDs), such as aspirin and ibuprofen, leads to more than 100,000 hospitalizations and 16,000 deaths per year. Taking multiple drugs also increases the risk of other medical problems. The risk of falling is twice as likely in those taking four or more drugs, while people over age sixty-five taking ten or more drugs are eight times more likely to suffer a hip fracture than those taking one or no drugs.

THE CAUSES OF OVERMEDICATION

Overmedication is a direct reflection of the growing sales of prescription drugs over the past decade, which totaled $380 billion in the United States in 2016 and is projected to reach $590 billion by 2020. Mayo Clinic researchers reported that over the course of one year, 21 percent of the population received a prescription from five or more drug groups, 17 percent took an antimicrobial agent, 13 percent took an antidepressant, 12 percent were prescribed at least one course of a narcotic painkiller, and 11 percent took a cholesterol-lowering drug. More than a quarter of all women ages fifty to sixty-five were taking an antidepressant, a shocking statistic. Specialists who don’t talk to each other, television ads by pharmaceutical companies, and increasing demands on doctors’ time are but a few of the reasons for the rise in drug prescriptions. More than $14 million per day were spent in 2015 for drug advertisements aimed directly at consumers. This tells me that something is wrong—as a fellow family doctor once told me, “If they have to advertise a drug to patients, it’s not really needed.”

Another cause of overmedication is the use of one drug to counteract the side effects of another. This creates a vicious cycle of prescribing a medication and then treating the side effects with a new drug, and then another for new side effects, until the patient and the health-care provider cannot remember where the cycle began. Or, a side effect of a drug is mistaken for a new diagnosis and then a second (or third) drug is prescribed.

UNDERSTANDING THE PROBLEM

The problem of overmedication continues to grow. Almost everyone has a story about a friend, coworker, or loved one who has suffered from unnecessary or excessive drugs. In this book, you will hear some of these stories, as I strive to answer the following questions:

• What are the dangers of taking too many drugs?

• Why are we having this epidemic of overmedication?

• Which drugs do you really need and which ones are doing you more harm than good?

• How do you broach the subject with your doctor about taking too many drugs?

• What are some alternatives to taking conventional drugs?

In Part One, I will talk about the dangers of overmedication, such as drug-drug interactions, adverse side effects, medication errors, and unnecessary prescriptions, as well as side effects masquerading as a new illness that requires more medications. I will also explore the causes of overmedication, including “made-up illnesses”—those invented by pharmaceutical companies to sell more drugs. In Part Two, I will cover the benefits and harms of common drugs for many chronic health problems, including high blood pressure, diabetes, high cholesterol, osteoporosis, acid reflux, depression, and chronic pain.

Finally, in Part Three I will show you how to talk to your health-care providers about the medications you’re taking and how to decrease them, when possible, through positive lifestyle changes and alternative healing methods.

It is my hope that after finishing this book, you will share your insights with others, beginning the conversation that is necessary to end this deadly epidemic. I am convinced that just as now we look back with horror at the use of leeches and bleeding two centuries ago, our descendants will regard our current overreliance on pharmaceutical drugs with equal dismay.


Part One

Defining the Problem


Chapter 1

The Dangers of Taking Too Many Pills

There are a host of dangers from taking too many medications—adverse side effects, drug-drug interactions, unnecessary and inappropriate drugs, mistakes, and accidental overdoses. It is important for you to be aware of these dangers, since your health-care provider may be too busy to thoroughly evaluate your medications.

ADVERSE SIDE EFFECTS

Most drugs have minor side effects, such as dry mouth, nausea, and headache—nuisances but not serious enough to stop taking something that you need. What many people don’t realize, however, is the magnitude of serious and life-threatening adverse effects of many common drugs.

I was shocked almost twenty years ago when I first heard about the study that reported that 106,000 people in the United States died annually in hospitals from side effects, or adverse drug reactions (ADRs). This made side effects of medication the fourth leading cause of death, after cancer, heart disease, and stroke. Even more disturbing, these deaths occurred in cases where the medications were taken as directed. That’s right—they were not drug errors or overdoses. They were deaths from medicines that were given and taken correctly, according to the recommended guidelines. This study, which stunned the medical community, also reported that there were 2.2 million dangerous adverse reactions every year in hospitals. Again, all of them were cases in which the medications were prescribed in recommended doses.

Things have not improved in the ensuing years. According to the US Food and Drug Administration (FDA), the number of reported deaths from ADRs reached more than 164,000 in 2017, a number that has more than tripled since 2006. Think about it for a minute. One hundred and sixty-four thousand deaths per year divided by 365 days means about 450 deaths each day from adverse drug reactions.

The FDA also reported that there were more than 900,000 serious ADRs in 2017—nearly 2500 each day—including hospitalizations and life-threatening or disabling reactions. The number of ADRs reported by the pharmaceutical industry tripled between 2006 and 2014 to more than 1.2 million per year. These statistics are likely the tip of the iceberg, since according to the Institute for Safe Medical Practices, the pharmaceutical companies submit incomplete reports in more than half of cases. These companies also delay the reporting of many serious events, including deaths, as reported in a 2015 medical journal.

Not only has the incidence of adverse drug reactions increased with the growth of overmedication, but the risk of an ADR is much greater in those who take multiple drugs. Researchers from Harvard Medical School reported that the number of outpatient visits for adverse drug reactions in the United States nearly doubled from 2.7 million in 1995 to 5 million in 2005. Patients taking five or more different medications were twice as likely to suffer an ADR than those taking only one or two. The authors also reported that more than 100,000 hospital admissions each year were due to ADRs.

I first began to question whether drugs might cause more harm than good when Susan, a young woman in her late twenties, came to see me as a patient during my family practice residency many years ago. She complained of mild pain in her finger joints after spending the afternoon working in her garden. Following the accepted practices of the time, I prescribed an anti-inflammatory drug, Naprosyn.

The next time I saw Susan, the joint pain had disappeared, but she now complained of frequent stomachaches and fatigue. Her stomach was very tender when I touched it. Laboratory tests revealed that she was anemic and had blood in her stool. I realized that all of this was due to the side effects of her medication, which had caused bleeding of her stomach lining. I told her to stop the Naprosyn and prescribed an iron supplement for the anemia. She then became constipated from the iron. Susan finally decided that she could live with occasional joint pain and stopped taking all of the drugs.

Newly Approved Drugs

Taking newly approved drugs can be risky, since dangerous side effects are not always recognized right away.

Vera, a perky sixty-five-year-old real estate agent with osteoarthritis in one knee, came to see me several years ago for a routine exam. She told me that her knee pain was gone and that she was feeling twenty years younger after starting on a new drug, Vioxx, at the recommendation of her internist.

When I checked her blood pressure, however, it was dangerously high. I didn’t understand this, since she was taking the same dosage of medication that had kept it under control for many years. Since the Vioxx was the only change in what she was taking, I advised her to discontinue it. Her blood pressure came down immediately and stabilized with no further problems.

Other patients were not so lucky. Vioxx, a nonsteroidal anti-inflammatory drug (NSAID), was prescribed to more than 80 million people worldwide for five years before its toxicity was recognized and it was taken off the market. During that time, 88,000 to 138,000 Americans had heart attacks from taking Vioxx and 30 to 40 percent of them had died, according to an FDA official.

In general, I do not recommend that my patients take a newly approved drug until it has a safety record of several years. Research studies are usually carried out on a small number of relatively healthy adults before a drug is approved by the FDA. They often do not show the long-term side effects, especially in older people or in those who have other health problems. And drug companies do not always report side effects in a timely manner. As was the case with Vioxx, it can take the combined experience of millions of users before evidence of the drug’s toxicity becomes evident.

The FDA has an early warning system to help its doctors identify safety problems with newly approved drugs. It is based on the FDA Adverse Event Reporting System (FAERS), which collects reports of ADRs from drug manufacturers, physicians, pharmacists, and the general public to look for patterns of side effects from specific drugs. In 2015, the FDA fell so far behind in publishing these “watch lists” that it took a harsh report from another government agency, the Government Accountability Office (GAO), to motivate it to catch up. In the meantime, doctors and patients were not told about warnings of possible adverse events, including indications of an increased stroke risk from a new class of diabetes drugs, SGLT2 inhibitors.

Anticholinergic Drugs

Many common drugs—antidepressants, painkillers, and antihistamines, to name a few—are anticholinergic. These drugs inhibit acetylcholine—a chemical in the brain that helps transmit information from one brain cell to another—and have been linked to an increased risk of declining mental function, dementia, and even death. Half of all people over age sixty-five are taking at least one anticholinergic drug. Studies have shown that the ill effects are cumulative—the more of these drugs you take, the greater the chance of mental impairment.

In a ten-year study of more than 3,000 people aged sixty-five and older, those taking the highest cumulative doses of anticholinergics were found to have one and a half times the incidence of dementia and Alzheimer’s disease compared to nonusers. Magnetic resonance imaging (MRI) has shown increased shrinking (atrophy) of several areas of the brain in those taking these drugs. This was correlated with memory problems and other types of intellectual dysfunction. Taking only one anticholinergic drug for just two months can decrease mental functioning by 50 percent, while people taking three or more for at least three months have three times the risk of mental impairment. It is possible that the increasing number of people with dementia and Alzheimer’s disease is related to the use of these drugs. Common anticholinergic drugs include:

• Antihistamines—Actifed, Antivert, Atarax, Benadryl, Dimetapp, Dramamine

• Antidepressants—Norpramin, Paxil, Sinequan, Tofranil

• Antipsychotic drugs—Thorazine

• Urinary incontinence drugs—Detrol, Ditropan, Enablex, Urispas

• Antispasmodic drugs—Bentyl, Librax, scopolamine patch

• Antinausea drugs—Compazine, Phenergan

A complete list of anticholinergic drugs can be found at: http://www.agingbraincare.org/uploads/products/ACB_scale_-_legal_size.pdf

Side Effects from Nonpharmacologic Drugs

Adverse effects also occur from nonpharmacologic drugs. Data collected over a ten-year period estimated that approximately 23,000 visits to emergency departments and 2,000 hospitalizations each year were due to adverse reactions to dietary supplements. While these numbers are considerably lower than the five million annual visits reported for pharmaceutical drugs, it is important to be aware that these products are not without risk.

Side Effects Masquerading as a New Illness

Another risk of taking multiple medications is what is sometimes called a prescribing cascade. This occurs when the side effects of a drug are mistaken for symptoms of a new illness and a new drug is prescribed. Subsequent side effects of the new drug are then treated with yet another drug, creating a vicious cycle of more and more medications.

My ninety-four-year-old uncle was the victim of a prescribing cascade. My cousin Samantha called me one day, alarmed that her dad had gone downhill precipitously and could barely function. He had become severely confused, incontinent, and was now having symptoms his doctor said could be Parkinson’s disease.

She told me that when Uncle Eph had visited his internist for a routine checkup two months previously, the doctor had asked him to count backward from one hundred by sevens and then administered a word memory test. From these results, he concluded that my uncle was suffering from the early stages of Alzheimer’s disease. This struck me as odd, since thought my uncle was unusually sharp for his age when I had spoken to him by phone. The doctor prescribed a new drug, Aricept, which he said would slow down the progression of the disease.

Shortly afterward, Uncle Eph started having trouble holding his urine. He was given a medication for incontinence, Ditropan—an anticholinergic. Over the next few weeks, he became increasingly confused and forgetful as well as somewhat belligerent. Thinking that these symptoms were due to rapidly advancing Alzheimer’s disease, his internist then prescribed an antipsychotic drug. After that, my uncle started to have trouble walking and began making involuntary repetitive hand motions. When the internist suggested that this new problem might be Parkinson’s disease and prescribed something else, my cousin called me in a panic.

This was shortly after my experience with Arlyn taking too many drugs, so I reviewed Uncle Eph’s history and looked up the side effects of the medications he was taking. I found that the drug Aricept can cause incontinence and that Ditropan is associated with memory loss and confusion. Finally, I already knew that antipsychotic drugs can cause symptoms that mimic those of Parkinson’s disease.

I told Samantha to stop giving her dad all of these drugs and to wait two weeks. Sure enough, in a couple of weeks Uncle Eph was back to normal. He could hold his urine, was no longer confused, and had resumed his daily walks around the neighborhood. Perhaps he still was imperfect in subtracting sevens from one hundred, but that seemed a small price to pay for his improved health.

I found the whole episode to be incredibly ironic: the drug Ditropan, which my uncle took for a side effect of Aricept, caused him to have the very problems—memory loss and confusion—that the first drug, Aricept, was supposed to prevent. Luckily my uncle had a medical person in the family who could research his condition and sort out the problem. I wondered, though, about all the victims of this multiple medication disaster who don’t have an informed friend or family member to advise them.


HOW TO AVOID ADVERSE SIDE EFFECTS

• Read the package inserts of your medications and look them up on the Internet to find out the common side effects you might experience.

• Ask your pharmacist if there are any specific side effects to watch out for, and tell your doctor if you experience any of them.

• Be aware of the potential side effects of over-the-counter drugs (OTC) and supplements you are taking.

• Minimize or eliminate your use of anticholinergic drugs.

• Avoid taking medications that are newly approved.

• Be alert for any new symptoms that you have experienced since starting a drug, and tell your health-care provider about them.



DRUG-DRUG INTERACTIONS

Another problem to consider with overmedication is the risk of drug-drug interactions. The more different medications you take, the higher the probability you will have a drug-drug interaction. If you take two different medications each day, the potential for drug interactions is approximately 6 percent. The risk rises to 50 percent with five drugs per day and is as high as 100 percent with eight. Approximately 15 percent of older adults sixty-two to eighty-five years old were at risk for a drug-drug interaction in 2011, according to published research. This is nearly double the estimated 8.4 percent at risk reported for 2006. Many drug interactions involve nonprescription medications—OTC drugs, dietary supplements, and herbal products. During the same five years, the number of people over age sixty-two taking five or more medications, including nonprescription ones, increased from 53.4 percent to 67.1 percent.

Pharmacists are trained to alert people when there might be a dangerous interaction between the drugs they are taking, but this only can happen when someone regularly uses the same pharmacy. Seeing several health-care providers also contributes to the problem, since the cardiologist you see for heart problems might not know about the drugs your rheumatologist has prescribed for arthritis or vice versa. While there is considerable knowledge about the interaction of one drug with another, not much is known about the combination of three or four or more drugs taken together.

Warfarin

Some drugs carry more of a risk of interactions with other medications. The blood thinner warfarin (brand name Coumadin) is one of these. It is commonly given to prevent blood clots in people with heart irregularities, like atrial fibrillation, and to people who have recently had surgery. It has a very narrow range of safety since too much of it will cause brain hemorrhages and other types of excessive bleeding. Several drugs, including the anticholesterol drug simvastatin (Zocor), painkillers like aspirin and ibuprofen, and OTC garlic pills, vitamin E, and ginseng, greatly increase the risk of bleeding when taken with warfarin.

There is evidence that the use of warfarin along with the diabetes drugs glipizide (Glucotrol) or glimepiride (Amaryl) dramatically elevates the risk for severe hypoglycemia (low blood sugar) in older adults. In a study of emergency department (ED) visits, this combination of drugs was associated not only with hypoglycemia, but also with fall-related bone fractures and altered consciousness.

Serotonin Syndrome

Serotonin syndrome is a potentially life-threatening condition. It occurs from the interaction of two or more drugs that cause the body to produce or inhibit the breakdown of serotonin, a chemical manufactured by nerve cells.

Symptoms of serotonin syndrome include restlessness or agitation, nausea and vomiting, rapid heartbeat, diarrhea, loss of coordination, increased body temperature, and hallucinations. In the case of eighteen-year-old Libby Zion, who was admitted to a New York hospital in 1984 with a high fever and uncontrollable jerking, the combination of the painkiller Demerol with an antidepressant she recently had started taking led to her death from cardiac arrest within seven hours. Although more than 7,000 people develop serotonin syndrome each year, surveys have shown that 85 percent of physicians have never heard of it, nor do they know the drugs that can cause it. Some of the medications that can cause serotonin syndrome are:

• Antidepressants—Celexa, Cymbalta, Effexor, Paxil, Prozac, and Zoloft

• Antimigraine medicines—Amerge, Axert, Depakene, Imitrex, and Tegretol

• Pain medications—opiates, fentanyl (Duragesic), and meperidine (Demerol)

• OTC cough syrups containing dextromethorphan (Robitussin DM)

• Herbal products—ginseng and St. John’s wort

• Illicit drugs—amphetamines, cocaine, Ecstasy, LSD, and opiates

• Antibiotics—ciprofloxacin (Cipro) and fluconazole (Diflucan)

Other Common Drug Interactions

Other common interactions to watch out for are:

• Lisinopril (for blood pressure) with potassium supplements—dangerously elevated blood potassium level that can lead to heart attacks or even death

• Proton pump inhibitors (PPIs) (for acid reflux) or niacin (a B vitamin) with anticholesterol statin drugs—increased risk of muscle damage

• Antihistamines with blood pressure medicines—increased blood pressure and heart rate

• Ginkgo biloba with thiazide diuretics (for blood pressure)—increased blood pressure

• St. John’s wort with warfarin and many common drugs for asthma, depression, erectile dysfunction (ED), heart failure, and high cholesterol—decreases blood levels of the medicines

Arlyn’s Drug Interactions

By the time my mother-in-law was released from the hospital, her morphine had been reduced by half. But Arlyn had begun to suffer the symptoms of narcotic withdrawal—agitation, sleeplessness, and depression. The discharging doctor had prescribed a tranquilizer and an antidepressant to deal with these symptoms. The interaction of these two medications—both anticholinergics—caused Arlyn to become disoriented and severely confused. When my husband, Dean, and I arrived at her apartment the following morning, we found that she had tried to make hot chocolate during the night by putting an aluminum packet of Swiss Miss into the microwave and turning it on. The charred remains were all that were left.

After her weeklong stay in the hospital, she was still constipated. We encouraged her to eat fruits and vegetables and walk up and down the hall outside her apartment. She was unsteady on her feet and complained of dizziness. When Dean took her blood pressure, it was dangerously low. He called her family physician, who told us to taper off two of her blood pressure medications and the antianxiety pills, a combination that can lower blood pressure too far.

Alarmed at the adverse effects of the medications Arlyn was taking, we decided to see if there were any other drug-drug interactions. I found a website, www.drugs.com, that lets you enter all the drugs someone is taking and then gives an analysis of possible drug interactions.

After I entered the list of Arlyn’s medications, the website reported potential dangers from one major drug interaction, nine moderate drug interactions, and two minor ones. The most serious potential problem was stomach bleeding that could occur as a result of the interaction between the emphysema drug Atrovent and potassium chloride, which she took for the side effects of the diuretic Lasix.

The morphine that she took had potential interactions with five of her other drugs. Two of them, the drug gabapentin (Neurontin) for nerve pain and the antidepressant desipramine (Norpramin), carried a warning that said that, in combination with morphine and/or each other, they could cause dangerous respiratory and nervous system depression, especially in “elderly or debilitated patients.” Since Arlyn had chronic obstructive pulmonary disease (COPD), depression of the respiratory system especially concerned us.

The three drugs she was taking for blood pressure, amlodipine (Norvasc), prazosin (Minipress), and furosemide (Lasix), were dangerous to take along with morphine due to the possibility of hypotension, or low blood pressure. On the other hand, the low-dose aspirin, which she was taking as a preventative for heart attack or stroke, could decrease the effects of her hypertension medicines, leading to abnormally high blood pressure and stroke. We hoped that cutting out two of the hypertension drugs would prevent both of these potential problems.

Finally, we found a possible interaction that may have contributed directly to Arlyn’s kidney failure—the combination of the laxative (senna) with the diuretic (Lasix). Taking these two together, especially in the long term as Arlyn had done, depletes the body of fluids and essential salts, leading to dizziness, fatigue, dry mouth, muscle cramps, and ultimately kidney failure.


HOW TO AVOID DRUG-DRUG INTERACTIONS

• Be aware that the more drugs you take, the more likely you are to have a serious, even life-threatening interaction.

• Check your drugs on websites like www.drugs.com to see whether there are any potential drug interactions.

• Give your health providers a list of all of the medications you are currently taking and ask them to review this periodically.

• Be aware of any signs or symptoms you might have that indicate a drug interaction and talk to your health provider about your concerns.

• Know that antidepressants, antihistamines, and warfarin most often have interactions with other drugs.

• Discontinuing a drug or switching to a different one could save your life, but check with your doctor first.



MEDICATION ERRORS

Everyone makes mistakes, including patients, doctors, nurses, and pharmacists. And the more drugs that you are prescribed, the more likely it is for someone to make a mistake. Drug errors occur in all health-care settings—hospitals, nursing homes, assisted living facilities, doctor’s offices, and even at home.

A study published more than fifteen years ago reported that 7,000 Americans died each year from medication errors, accounting for one out of every 131 outpatient deaths and one out of every 854 hospital deaths. Another study found that 1.5 million people are harmed each year by medication errors, resulting in $3.5 billion in extra medical costs to the US health-care system.

I could not find any more recent statistics about drug errors. But we do know that the average number of prescriptions written for people over age sixty-five nearly doubled between the years 2000 and 2010—from 28.5 per person to 49 per person. We can only guess that as the number of drugs people take has increased, the number of deaths and injuries from drug errors has also grown.

The most common drugs that cause medical errors include insulin products, anticoagulants (blood thinners), antibiotics, and narcotic pain relievers (opiates). In hospitals, many of these errors occur from shift changes in staff, fatigue, distractions, and excessive workloads.

Outside of hospitals, data analyzed from poison control centers in the United States found that one medication error occurs every eight minutes in young children. One-quarter of these happened in children under age one. Half of the drug errors in children involved pain medications and cold and cough preparations. Confusion over directions for liquid dosages, which are sometimes written as teaspoons and other times as milliliters, has led the American Academy of Pediatrics to call for metric units to be used in all pediatric dosing.

Mistakes When the Medicine Is Prescribed

More than half of all drug errors occur when medicines are prescribed, such as:

• the doctor ordering the wrong drug or dose

• prescribing a medication for which there was a known interaction with another drug the patient is already taking

• failing to note a drug allergy

• not telling the patient enough about the medicine

Sometimes, especially in EDs and hospitals, medication is given to the wrong patient. This can happen as nurses are making their rounds of multiple patients or when doctors prescribe medicines for several patients at one sitting.

Poor handwriting, the use of abbreviations, and putting decimal points in the wrong places can also lead to medication errors. A common abbreviation used on a prescription is QID, which means four times a day. But this can be confused for QD (every day) or QOD (every other day), depending on the handwriting. A dose for .5 milligrams can be misread as 5 milligrams, or 5.0 milligrams might be read as 50 milligrams. An error that changes the dosage by a magnitude of ten can be extremely dangerous.

People thought that the use of electronic health records would help prevent prescribing errors but that is not always the case. Doctors now use drop-down menus, which can create errors when the mouse is clicked in haste above or below the desired drug or dosage selection. Doctors can be confused about which patient they are prescribing for when handling multiple patient charts at one time. Primary care physicians spend an average of sixty-six minutes a day responding to electronic health record notifications, making it more likely for them to skip over ones that might caution about a possible drug error.

Mistakes also are commonly made in monitoring the use of medications, such as inadequate laboratory testing of blood levels of a drug or a delayed response to symptoms of drug toxicity. Patients with impaired liver or kidney function metabolize drugs more slowly than other people and should have their blood levels checked frequently.

Mistakes When the Prescription Is Filled

Some drug errors are caused by confusion between similar drug names, again due to poor handwriting by doctors. Examples of confused names are Inderal, a cardiac drug, and Adderall, an amphetamine used to treat attention deficit hyperactivity disorder (ADHD). Can you imagine the problems that giving an amphetamine to someone with a heart condition could cause? Paxil, an antidepressant, is easily confused with Taxol, an anticancer drug. Up to 25 percent of all drug errors reported to the US government are due to confusion in drug names.

Colin, a twenty-two-month-old toddler, had a horrible cold. His nose was constantly running and he was sneezing and coughing so much that he couldn’t sleep. His doctor prescribed Zyrtec, an antihistamine, to dry up the secretions from his nose. Colin’s dad picked up the liquid pediatric syrup from the pharmacy, but after taking it for twenty-four hours, the boy was no better. His doctor was stumped—he couldn’t understand why the Zyrtec hadn’t helped. Further investigation revealed that Colin had received a bottle of Zantac, which is used for stomach problems, not Zyrtec. Since both medicines are sold to pharmacies in amber-colored pint bottles, and they were stored alphabetically next to each other on the pharmacy shelf, the pharmacist had pulled out the wrong one. Luckily Colin suffered no ill effects.

Mistakes When the Medicine Is Taken

Mistakes in taking medications cause another one-fifth of preventable drug errors. Patients take doses incorrectly or at the wrong times, forget to take doses, or stop medications too soon. It is easy to understand how this happens, especially with people over age sixty-five, who account for 34 percent of all prescriptions written in the United States. Many are prescribed multiple doses of more than five different drugs daily, each with its own dosage schedule.

At a time in life when memory is waning, adhering to complicated directions about time of day, relationship to food, and frequency of administration is more than many older people can handle. One medicine three times daily, another twice a day, a third four times daily, several at bedtime, and still more “as needed”—it is mind-boggling to imagine keeping up with that daily regimen.

A study of nearly 500 adults ages fifty-five to seventy-four looked at how well people followed dosing instructions. Participants were given a hypothetical seven-drug medication regimen and asked to demonstrate how and when they would take all of the medications in a twenty-four-hour period. Only 15 percent of them took the medicines correctly. Medicines that were labeled twice daily and those that said every 12 hours were not taken at the same time by 79 percent of the participants, even though these instructions mean the same thing.

The authors of the study pointed out that the more cumbersome and harder to remember a medication schedule becomes, the greater the likelihood that people will misunderstand instructions, skip doses, or abandon their drug regimen altogether. They suggested that a standardized four times a day dosage schedule be used to consolidate all of the drugs a person is taking.

Mistakes in taking medications also occur outside the home, perhaps even more frequently. In nursing homes and assisted living facilities, where drugs are often administered by non-nurses, drug error rates of up to 42 percent have been reported. The average number of prescriptions per patient in these settings is high, and there is often a shortage of personnel.

Mistakes with Nonprescription Drugs

Medication errors are not confined to prescription drugs. Misuse of NSAIDs, such as ibuprofen (Motrin, Advil), taken by millions of Americans, leads to 103,000 hospitalizations and 16,000 deaths per year. Acetaminophen (Tylenol) is extremely toxic if too much is taken and accounts for more than 40 percent of acute liver failure cases in the United States.

Accidental Drug Overdoses

The most deadly types of medication errors are accidental drug overdoses, now reaching epidemic proportions. In 2009, drug overdoses surpassed traffic fatalities as the leading cause of accidental death in the United States, with nearly 38,000 deaths that year—one every 14 minutes. By 2014, fatal overdoses reached 47,000, of which 28,647 were caused by narcotic pain relievers alone. And the Centers for Disease Control and Prevention (CDC) reported that in 2016, more than 64,000 Americans died from drug overdoses.

A big part of the problem is the increased number of prescriptions that are written, especially for opioids, such as morphine, and antianxiety drugs. In 2013, 71 percent of the accidental prescription overdoses involved opioid pain medications while another 31 percent were due to antianxiety drugs. Often those who died were found to have a combination of these two types of medications in their blood.

The rate of opioid overdoses has more than tripled since 2000. During that time, doctors became more lenient about prescribing these narcotic drugs for chronic pain, thinking it was unethical to allow a patient to suffer needlessly. Fortunately, this is finally changing. Acetaminophen with codeine is the most commonly prescribed generic drug in the United States, far surpassing generic prescriptions for heart-related and other medications. The anxiety drug Xanax (alprazolam) is often prescribed for minor anxiety. All of these drugs are highly addictive. When taken in combination with each other or with alcohol, their effects are magnified. The US Centers for Disease Control and Prevention (CDC) has recently released a strong warning to doctors not to prescribe opioid pain relievers and benzodiazipines—used to treat anxiety, insomnia, and seizures—together.

Accidental drug overdoses can happen to people of all ages and lifestyles—they do not occur only in drug addicts. Elderly folks, like Dean’s mother, can become dependent on these medications and lose track of how many they have taken. Middle-aged people who are taking them for back pain or after surgery can develop tolerance, needing to take more and more of the drugs to get the same relief. Or someone can unintentionally drink too much alcohol while taking them, a dangerous combination.

Young people sometimes find drugs in the family medicine cabinet and take them for fun. Eighteen percent of twelfth graders reported abusing prescription drugs, such as Adderall, OxyContin, Ritalin, Valium, Vicodin, and Xanax, in 2016. There have been reports of teenagers ending up in the emergency department after attending a party where various drugs are thrown into a bowl and taken together. Many people have the misconception that since these drugs are approved by the FDA and sold by prescription, they are safe.

Mixing narcotics with antianxiety drugs is risky, since both can depress the central nervous system. Even some OTC drugs, such as antihistamines and sleeping aids, can be deadly when mixed with prescription pain relievers. The actor Heath Ledger is only one of several celebrities who have died from combining too many of these drugs.

My friend Arlene, a former runner and competitive skier, was recovering from knee replacement surgery when she had a run-in with opioid pain relievers. Her knee was healing nicely after ten days, and she was having no pain. Indeed, she felt little of anything—her appetite had diminished to almost nothing, and she couldn’t concentrate well enough to read a simple paragraph in a book. When she started having hallucinations, her husband decided enough was enough and took her to the ED. She had lost seventeen pounds since the surgery.

Luckily, the ED physician listened to Arlene’s husband and agreed that the combination of 40 milligrams of morphine, which she was taking twice daily for pain, along with the sedative she was given for sleep and the benzodiazepine tranquilizer to help her relax, was just too much for her 140-pound body to handle. She tapered off the drugs and was back to normal within a few days.

Accidental drug overdoses are a natural consequence of our society’s reliance on taking drugs—especially too many drugs. When children take stimulant drugs to keep them focused at school, it is easy to understand why they might become adults who think it’s okay to take a painkiller such as Vicodin for a sore back or Xanax when nervous before a job interview. Physicians in the United States prescribe ADHD drugs twenty-five times more often than European physicians. It follows that teenagers in the United States have twenty-five times more access to these drugs than their European counterparts.

The take-home message is that the more drugs you take, the more likely there is going to be a mistake—by your doctor in prescribing, by the pharmacist in dispensing, or by you, in taking them.


HOW TO AVOID MEDICATION ERRORS

• Confirm the name of your prescription when you receive it from your health-care provider and make sure that is what you receive from the pharmacy.

• Keep a list of all your medicines in your wallet or purse, and take it with you to your doctors’ visits.

• Ask your doctor to write the reason for each medicine on the prescription so that the pharmacist will write it on the label.

• Make sure you understand the directions on the label about when and how to take each medication.

• Avoid or limit the use of opioid pain medications and antianxiety drugs, especially in combination with each other or with alcohol.



UNNECESSARY AND INAPPROPRIATE DRUGS AND DOSAGES

In 2013, a study reported that the United States spends $200 billion each year—about 8 percent of the nation’s health-care expenditures—on medical care stemming from inappropriate or unnecessary use of prescription drugs. Nearly 60 percent of people over age sixty-five take at least one unnecessary drug, contributing greatly to the problem of overmedication.
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