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PROLOGUE

Gavin Awerbuch had a long commute, but often he arrived at work before dawn. After an hour and a half’s drive, his headlights would swing into the parking lot, illuminating a one-story beige brick building that resembled a shopping plaza, divided into storefronts.

It was Saginaw, Michigan. In the winters it was frigid. Awerbuch would get out of his Chevrolet HHR, and when he was the first one there, he would unlock the door. He worked in the unit farthest to the right, where his name was stenciled in white letters on the glass door.

Awerbuch was too busy to pay much attention to his appearance. His graying hair sprouted in every direction, and he was often unshaven. At the office, he wore casual clothes— a sweatshirt and jeans, perhaps. He was disheveled enough that people wondered if he had slept in his outfit. His lab coat looked as if it could use a wash. He would shrug it on over his street clothes after he arrived at the office. Then the people would come, in a constant flow.

Awerbuch was a doctor. He was educated at Michigan State, the University of Arizona, and Wayne State University in Detroit. In 1989, he completed the specialized training to become a neurologist, treating conditions of the nervous system. In the early years, his practice evolved from focusing on disorders such as stroke and multiple sclerosis into managing pain in a broader set of patients. People came to him suffering from migraines, neck pain, back pain.

By 2012, Awerbuch’s clinic was a major medical destination in the area, about ninety miles northwest of Detroit, not far from Flint. Awerbuch had around five thousand active patients, pouring into the small office suite at a rate of perhaps fifty a day. Some of them drove for hours to see him, from as far away as Michigan’s Upper Peninsula. The wait was long once they got there.

Awerbuch had opened his clinic in the area in order to cater to an underserved population. The city core of Saginaw is predominantly black, but Awerbuch’s clinic was located on the outskirts, where the city gives way quickly to farmland with a majority-white, blue-collar population. In the wake of the global financial collapse, jobs were in short supply. With the near collapse of the Big Three carmakers, a top local employer, an auto-parts manufacturer, had become a shell of its former self, shedding workers and entering bankruptcy before being purchased by Chinese interests.

A lot of Awerbuch’s patients wore work jackets or camouflage. Many were retired or on disability. More than half were on Medicaid or Medicare. Walkers, braces, and wheelchairs were a common sight at the clinic.

To patients, Dr. Awerbuch appeared to be a man of great decency, ministering one at a time to their deeply personal needs, with the unpretentious air of a social worker. He was a small man and never intimidating or confrontational. He wasn’t one of those doctors who let you know that he had power over you. He cared for his patients, many of them said. He took their pain seriously.

By this time the medical community was grappling with the fact that the prolonged boom in opioid prescribing that had begun in the late 1990s had helped to create a nationwide health crisis. Now, heightened scrutiny and changing medical opinion were altering the landscape of pain management. Many physicians were beginning to turn away from prescribing opioids over the long term or at high doses. Instead, doctors were referring patients struggling with chronic pain to specialists such as Awerbuch. This was not simply a matter of deferring to the experts; it was also a way of dumping a difficult problem on someone else. Treating pain is demanding and sensitive, and liability comes with the territory. Awerbuch became, for many patients, a port of last resort, a man who would give them the potent medications they depended on when other doctors would not.

In January 2013, a regular patient made the trip to the clinic in Saginaw. He told Dr. Awerbuch that his back pain was manageable, ranging from a 3 to a 4 on a scale of 1 to 10. He had been riding motorcycles lately, he added, making conversation. The patient said the Vicodin that Awerbuch had put him on seemed okay, but he asked for a prescription of the painkiller OxyContin. Awerbuch told him that he ought to try a new medication instead, and showed it to him.

The doctor held in his hand a small plastic bottle with a spout that extended from the top like a periscope. The medication was a liquid spray, and Awerbuch explained that you shoot it under your tongue. The drug had only just been approved the previous year. It was called Subsys. It is an opioid many times more powerful than OxyContin.

What Awerbuch didn’t know was that the patient at this appointment was an undercover agent. The whole encounter was covertly recorded on video. At least three agents had been seeing Awerbuch for many months, posing as patients and concocting fake medical complaints.

At the outset of their investigation, the authorities were looking into the doctor’s prolific billing for certain diagnostic tests, which measure electrical activity in nerves and muscles. Their suspicions turned out to be well founded. Over and over in their undercover visits, Awerbuch used needles and probes that may have looked right to patients, but the exams were bogus— a brief pantomime performed for show. Sometimes the needles and probes weren’t even connected to a machine.

Agents at the U.S. Department of Health and Human Services Office of Inspector General, or HHS– OIG, see a lot of insurance fraud like this. It’s a major drain on federal programs. Some doctors look at the checks that come back from Medicare or Medicaid when they invoice for testing and they get ideas: Who would know if the tests they administered were even real? They might rationalize their cheating with the thought that the patients aren’t getting hurt.

But prescribing Subsys for moderate back pain— that was something different. Awerbuch’s permissiveness with opioids had already raised flags, but the HHS– OIG special agent on the case, Marc Heggemeyer, straightened up and took notice when Subsys appeared unprompted in that undercover visit. “That was where we first started really drilling into it, the amount he was prescribing,” he recalled. “Because once you did the research on that drug, it was like, ‘Whoa, this is serious stuff.’ ”

The liquid in the Subsys spray bottle that Awerbuch held in his hand was fentanyl. For decades after it was first synthesized in 1960, fentanyl had been approved only for patients under medical supervision, in hospital settings. Subsys doses are measured in micrograms— one-millionth of a gram— because fentanyl is up to a hundred times as powerful as morphine, and roughly fifty times as potent as heroin. At the time of the investigation, illicitly manufactured fentanyl, often pressed into counterfeit pills or spiked into heroin, was starting to become the leading culprit in the opioid crisis, the deadliest drug epidemic in American history. By 2017, fentanyl and its analogs would be implicated in more than half of all opioid fatalities.

Subsys had been approved by the Food and Drug Administration solely to treat a relatively small group of people in dire circumstances: cancer patients who are already taking an around-the-clock regimen of opioids but still suffering from so-called breakthrough cancer pain. The term refers to spikes of pain that pierce through the protection of a longer-acting painkiller such as OxyContin. Drugs in Subsys’s class are valuable for this use because they’re fast. They can combat pain so severe that the patient might otherwise go to the emergency room. They can give comfort to a person near the end of life.

The narrow profile of this powerful drug was not stopping Dr. Awerbuch from handing out an extraordinary number of Subsys prescriptions.

Heggemeyer and a special agent at the Federal Bureau of Investigation, Travis Lloyd, set out together to interview some of Awerbuch’s Subsys patients. They were disturbed by what they found.

They visited a young mother named Kendra. She was a tall woman in her early twenties, with a narrow face, light-colored hair, and a wispy voice. It took her some time to answer the door. She seemed worried that she was in trouble. In the family room of her small house, the two agents sat on one wing of an L-shaped couch while she sat on the other. Little natural light penetrated the room.

Awerbuch had treated Kendra’s mother, who was glad to find him after she had been passed around by other providers. Kendra had gone to the doctor complaining of back and neck problems stemming from a car crash, among other chronic conditions. She had never had cancer, nor did she know that Subsys was only approved to treat cancer pain, she said. She gazed at the agents with glassy eyes, they recalled. It was as if she were looking through them. They asked for her driver’s license. “The young woman in the photo was not the person we saw sitting before us,” Lloyd recalled. “It looked like the life had been drawn from her face.” Across the room, a young girl played at a toy kitchen. They worried for the child.

Heggemeyer sensed that Kendra was initially hesitant to implicate Awerbuch. They wondered if she didn’t want the prescriptions to stop coming. This became a recurring issue in their interviews; patients were protective of Awerbuch, for a range of reasons. They seemed loyal to the doctor they thought they knew.

When the agents went to see another woman Awerbuch had put on Subsys, however, her husband had no problem condemning the doctor. He was furious. Awerbuch had kept feeding his wife opioids, he said, until finally she had to go into an inpatient facility in Pontiac for eight days and then into rehab. She had only just come back. She was around fifty and had been seeing Awerbuch for years, complaining of a litany of medical issues and a pain that never seemed to improve. It wasn’t clear what the core problem was; she didn’t have cancer. The Subsys was too much for her, her husband said. It made her incoherent, unable to function. The woman herself didn’t say much at all, though she later acknowledged that she had passed out twice in the linen closet, facedown. It was the dog who found her there.

When authorities see suspicious prescribing of opioids, it typically involves high volumes of widely known drugs, usually containing oxycodone (branded as OxyContin, Roxicodone, Percocet) or hydrocodone (Vicodin, Lortab). These products are household names, and patients ask for them. Awerbuch often prescribed the drugs that patients requested, which can be a way of keeping people coming back for more appointments and lucrative procedures. But no one was asking for Subsys. Almost no one had even heard of it at the time.

Subsys is not only more powerful than most painkillers; it is also far rarer, and much more expensive. A typical prescription in 2013 ranged from approximately $3,000 to $17,000 a month, depending on the dosage. Medicare paid over $70,000 for one Awerbuch patient’s Subsys supply over a ten-month period.

Persuading insurance companies to cover Subsys was an elaborate process. With such a potent and costly drug, most insurers required prior authorization before they would pay for it. For staff at a clinic, the paperwork could be a time-consuming hassle. Yet Awerbuch was opting to go through with it time and again.

Authorities were gathering that Awerbuch was working a number of different financial angles, that the fraudulent tests were only a piece of the puzzle. But the Subsys bit was hard to figure out at first. Why run this kind of risk?

But Awerbuch’s motives weren’t the most urgent matter. Investigators were worried about “how deadly that drug can be,” Heggemeyer said, and who was getting it from him. “We had to do something.”

On May 6, 2014, not long after the clinic in Saginaw opened in the morning, law-enforcement vehicles swarmed the parking lot. More than a dozen agents came through the doors. They began clearing people out of the waiting room and boxing up medical charts for removal.

Heggemeyer and Lloyd confronted Awerbuch to tell him they had a search warrant and that he was under arrest. He was accused of health-care fraud and of prescribing Subsys without a legitimate medical purpose.

Awerbuch was quiet and defeated, apparently not shocked by this development. “As soon as he saw us, he knew,” Heggemeyer said.

By this point, Awerbuch was well aware that he was being watched. The two agents and their colleagues had already executed a search warrant on Awerbuch’s house and clinic early in their probe, before Subsys was even on the market. During that search, the investigators found that the man who came to the office in rumpled clothes led a different life at home. He lived in a six-thousand-square-foot lakefront house on a cul-de-sac in West Bloomfield, a prosperous Detroit suburb a world away from Saginaw. The doctor drove his modest Chevy to work, but stored in his garage was a 2005 Lotus Elise, a rare British sports car so low to the road that it looks like a go-kart. Awerbuch also owned an extensive collection of rare coins, stamps, and sports cards, stashed all around the house and in safe-deposit boxes. When agents were searching his clinic, they signed for a FedEx package of collectible coins and medals sent from overseas that happened to arrive for the doctor.

When the two lead agents arrested him that day in 2014, they led him away from his patients, into his personal office, so as not to embarrass him. They didn’t want to alienate him; they wanted to bring him around. They asked Awerbuch if he would be willing to talk to another set of investigators who were waiting for him down in Detroit. For the Department of Justice, there was an endgame here that was bigger than just one doctor.

After Awerbuch had his initial appearance in court that afternoon, in downtown Detroit, he crossed the street to the offices of the U.S. Attorney. Waiting for him in a conference room were three people who had flown in from Boston, including an FBI special agent named Paul Baumrind. The timing of the arrest had been coordinated so that they could be there to try to talk to Awerbuch. The Boston group had nothing to do with prosecuting the doctor, but his arrest represented a big moment for them. He was a potential asset to their own investigation, which had national implications. They were pursuing an entire drug company.

The agents wanted to know what Awerbuch had to say about a pharmaceutical manufacturer called Insys Therapeutics. Insys was a small but highly successful startup, led by an Indian-born visionary founder named John Kapoor. The Arizona-based firm had grown at an enormous rate in the preceding two years. After going public the previous May, Insys had become the best-performing initial public offering of 2013, on a gain of over 400 percent. Investors were thrilled with the skyrocketing sales numbers, which came almost entirely from one source: Subsys. It was the only branded product the company marketed. The CEO, Michael Babich, had held up that little plastic fentanyl spray bottle on CNBC a few months before, in an interview about the incredible run of Insys’s stock. Boston investigators knew that Awerbuch had a close relationship with the company, but they were looking for details. In secret, he began to provide them.

A few days later, Awerbuch called Baumrind and told him that something unexpected had happened. With the media reporting that the doctor had been criminally charged with overprescribing Insys’s flagship drug, the company was distancing itself from him in the public eye. But a top executive at Insys had just privately contacted him, Awerbuch told the FBI agent. The executive had said that he was going to be in the Detroit area, and he and some other Insys employees wanted to come see him and go out for a meal.

The executive was a man called Alec Burlakoff. Baumrind already knew the name well. It was coming up again and again in the Boston team’s investigation. There was John Kapoor, the founder; Mike Babich, the CEO; and Alec Burlakoff, the leader of the Subsys sales effort. This was the trio of men at the top of Insys.

Kapoor was a relentless boss but at heart a scientist, a tinkerer delighted by innovation; Babich was his protégé and like Kapoor the first in his family to come so far; Burlakoff was a salesman with the gift of gab, unmanageable but a genius of persuasion. Together they and their growing company were a model of American entrepreneurship, overcoming obstacles with nimble decision making and unmatched hustle— just what the system is designed to reward in a country that generates more new drugs than any other.

The investigative pursuit of these men and their company would lay bare how that system really works, revealing in extraordinary detail the inner workings of the prescription-opioid machine. The story of Insys would span the nation, unfolding inside pain clinics and high-end restaurants, boardrooms and call centers, gentlemen’s clubs and Wall Street office towers, before culminating in Boston’s federal courthouse. The investigation would become a landmark event in the government’s efforts to hold the pharmaceutical industry accountable for its role in the spread of potent and addictive painkillers.

While a flood of prescription opioids has driven a national health crisis, the drug companies responsible, showered in riches, have been able to operate largely in secrecy, paying to settle cases that might otherwise crack open their ways of doing business. This time the story would be different. The Insys saga would afford an unprecedented view into the marketing of painkillers in the midst of a deadly epidemic.

All of this would take years to unfold. When Awerbuch was arrested, it was still the early days. Burlakoff’s impending visit held out the prospect of a major break.

The FBI agent was amazed to hear that Insys’s sales chief was headed to see a doctor who had just been arrested. He told Awerbuch to accept the invitation. When the doctor showed up at the meal, Baumrind told him, he was going to be wearing a wire.




1 THE MENTOR AND THE PROTÉGÉ

It was a quiet day in the office, a holiday weekend in 2001, when the head of Mike Babich’s division asked him out to breakfast. Babich had been working at Northern Trust, a storied Chicago banking institution, for a few years by then, since graduating from college. He had started out in a two-year program, similar to a med-school rotation, cycling through various departments. But he was plucked out of the pool early and promoted.

Babich joined an elite team within the bank’s wealth management division. Serving so-called high-net-worth individuals, this unit had carved out an excellent reputation, competing with global players such as Merrill Lynch and Morgan Stanley. If you wanted them to manage your money, you had to maintain a balance of at least $10 million.

Babich was a Chicago native, but he had already come a considerable distance. He was born in 1976 to a large, close-knit Catholic family on the South Side. His father was an electrician who worked for the city, his mother a receptionist. All his grandparents lived within walking distance. After graduating from Catholic school, Babich became the first in his family to get a four-year degree, earning his bachelor’s at the University of Illinois in 1998.

Babich was very tall, with brown hair and a broad build and face. He had the look of a former All-American athlete who has put on a few pounds since his playing days. You could picture him as the president of a fraternity, the one who leads the rowdy rituals but also knows how to conduct himself when he meets with university administrators. Out of the office, he kept a messy apartment and liked talking about football and pro wrestling (the staged kind). At work, he spoke crisply and could find his way quickly to the heart of the matter in a business discussion. He showed a talent for picking apart investment opportunities. He was regarded as a young man on the rise.

So it was a surprise, at their breakfast, when the head of Babich’s division told him about a potential job that would mean leaving the bank. Northern Trust was a large bureaucracy, full of lifers. Babich would have a hard time leapfrogging those ahead of him in line for promotions, the boss said. There was another opportunity he might want to consider. An enormously wealthy man, a longtime client of Northern Trust’s, was drawing attention in the pharmaceutical business, and he was looking for help managing his finances. He was based in the biotech hotbed of Lake Forest, Illinois, an affluent suburb north of Chicago. The man’s name was John Kapoor.

Babich decided to venture an hour north for an interview with Kapoor. The job represented an uncertain prospect. Based in the distant suburbs, Kapoor’s company, EJ Financial, had just eight or nine employees. It wasn’t a pharmaceutical firm per se. It was a “family office,” managing Kapoor’s substantial investments in an array of ventures, along with his personal wealth. The company was dominated by a single person, from an older generation— Babich was twenty-four years old, while Kapoor was fifty-seven— and Babich didn’t know a lot about him.

As Babich would come to learn, Kapoor in many respects fit the American archetype of the immigrant striver. He was born to a respected family in the Indian subcontinent. His grandfather was a highly placed judge in Lahore under British colonial rule. But when Kapoor was a young child, his Hindu family lived right along the fault line created when India was separated from Pakistan by partition in 1947, producing an enormous eruption of sectarian violence that he would remember all his life. Kapoor’s parents found themselves on the wrong side of the new border, and they lost their home and business amid the rioting.

As his family sought to build a new future in India, Kapoor excelled in school. He was identified as a great talent, a boy with the promise to lift the family’s fortunes single-handedly. He graduated from high school at thirteen. When his parents resettled in Bombay (now Mumbai), he lived with them in a two-bedroom household of eight or nine people while he attended the University of Bombay, eventually earning a pharmacy degree. He and a brother slept on the small, uncovered balcony. When it rained, they covered themselves with plastic or a spare mattress.

Looking to forge a career in pharmaceuticals, Kapoor felt constrained by what his home country could offer him. In India, he said, when you were training to be in the drug business, they taught you how to work in a factory. Onward to America then. Kapoor came to the United States with $5 in his pocket, he later said, to earn his graduate degree, on a fellowship, at the pharmacy school at the State University of New York at Buffalo, the biggest public university in the state.

By the time Babich met him, Kapoor was the largest shareholder in at least five companies. He had made a fortune as a biotech entrepreneur. For most of us, the words “pharmaceutical industry” call to mind giants such as Pfizer, AstraZeneca, and Eli Lilly, but the vast majority of drug ventures are obscure. It was in the lesser-known pockets of the industry that Kapoor had made his name.

Several of Kapoor’s companies were in the unglamorous business of generic medications. When a new branded drug comes to market— those products with familiar names such as Humira, Zoloft, and Viagra— the government grants years of patent protection and market exclusivity to the novel product, out of a recognition that no one would undertake the immensely difficult and expensive research-and-development process if competitors could immediately copy the results. It is only after that period of exclusivity lapses that generic versions are permitted to enter the fray, driving down prices. Patients pay no attention to the name of the manufacturer of a generic, printed in tiny letters on the prescription bottle, but there’s plenty of money to be made in the niche.

Kapoor’s first big break, the coup that had earned him the capital to seed everything that followed, provoked lasting controversy.

In his mid-thirties, after earning his PhD and working in operations at a small drug company near Buffalo, Kapoor saw potential at Lypho-Med in Chicago, a neglected generic-drug subsidiary of a manufacturer better known for making cardboard boxes. After he approached the parent company, Stone Container, the bosses there agreed to hire him as Lypho-Med general manager, but they warned him they planned to sell the money-losing drug unit. Kapoor asked for right of first refusal, and in 1981 he took Lypho-Med off their hands. Not yet wealthy, Kapoor borrowed from Northern Trust and recruited a group of investors for the leveraged buyout, limiting his own personal investment to around $50,000, a small fraction of the total price.

Kapoor took the reins and quickly turned the company (rebranded as Lyphomed) into a powerhouse in the generic drug business, selling hundreds of injectable medications for use in hospitals. The 1980s were a go-go decade in generics, with government incentives favoring cheaper alternatives to branded medications. The name of the game in generics is to be first out of the gate with a competitor once a branded product loses exclusivity. If you don’t win that race, or at least come in second, you’re just “hoping to get your pennies back,” as Babich later said. At Lyphomed, Kapoor was a consistent winner, bursting into the market at the earliest moment. “At midnight,” his Lyphomed business partner Brian Tambi later said, “we would start trucking.”

During the AIDS epidemic, Lyphomed had a de facto monopoly on an antibiotic that became a go-to treatment for a deadly pneumonia common to AIDS patients. The company attracted outrage from activists when it quadrupled the price. Protesters lay down en masse in front of its Chicago headquarters for a “die-in.”

Still, under Kapoor’s ownership, Lyphomed grew in less than a decade from fewer than twenty employees to about eight hundred, as total sales increased more than twenty-five-fold. Beginning in 1987, however, Lyphomed ran into major trouble with government regulators. The Food and Drug Administration flagged a host of “serious violations” related to patient health at Lyphomed facilities. Investigators in 1988 seized drugs from a Lyphomed plant. Shareholders sued the company for failing to promptly disclose the FDA troubles, resulting in a settlement. Later, the FDA found that the company had submitted false or misleading information for years in applications for new-product approvals, during Kapoor’s tenure.

The precise sequence of events is a matter of dispute, but it was during the time that this wrongdoing was being uncovered— but before the revelations could seriously damage the company—that Kapoor cashed out: in 1989, he agreed to sell Lyphomed to the Japanese firm Fujisawa at a valuation of nearly $1 billion. He personally reaped more than $130 million in the sale, nine years after investing no more than $50,000 of his own money.

Fujisawa’s big acquisition signaled a confidence that Lyphomed had overcome its regulatory troubles and was on a promising path. Within a couple of years of Kapoor’s big deal, however, Lyphomed’s value and reputation were in pieces. In 1992, Fujisawa sued Kapoor, alleging that he had concealed devastating FDA problems during the sale. The buyer was accusing Kapoor of, essentially, selling a lemon. Kapoor countersued, and the fight persisted for years. In pretrial litigation, Kapoor scored some victories, but the argument that carried the day in his favor was not that his company was innocent. It was the opposite. Fujisawa had been a major shareholder for years while Kapoor was still in charge. Lyphomed was so rife with misconduct during that time, judges found, that if Fujisawa officials didn’t know about it or did not suspect Kapoor of deceit, they should have.

Kapoor has consistently described the suit as face-saving nonsense on the part of Fujisawa’s owners. He said the questionable data submissions to the FDA were merely a matter of “somebody not keeping good records.” When a congressional panel took up corruption in the generic-drug business and lambasted Lyphomed in a hearing, citing its “legendary” manufacturing problems, Kapoor invoked his Fifth Amendment right to remain silent.

He settled the Fujisawa matter out of court, for much less than Fujisawa was seeking. Fujisawa was left to recall Lyphomed drugs and withdraw new-product applications to the FDA. Ultimately, Fujisawa retired the name Lyphomed altogether.

Meanwhile, Kapoor moved on. On the strength of his Lyphomed profits, the boy who slept on a balcony had become an American business mogul.

With his newfound wealth, Kapoor immediately set about giving extensively to charitable causes, in both India and the United States, and he lent support to a vast network of relatives, not only with money, but with time and attention. He and his wife, Editha, adopted four children. Several of them had significant challenges or special needs. Three came from orphanages in India. Whenever Kapoor visited his native country, family would gather to greet and celebrate him.

Meanwhile, drawing on his Lyphomed proceeds, Kapoor continued to be a fierce and relentless businessman. He spread his bets widely, seeding dozens of startups as well as taking major positions in several larger ventures. When companies he played a central role in were dogged by dire financial troubles and litigation, which happened repeatedly, he tended to plunge in only deeper, taking on bigger roles, refusing to concede defeat. “If something happens,” he once said, “I just don’t run away.”

Now, in 2001, Kapoor was looking for a low-level employee to join the team of EJ Financial, managing his complex tangle of investments. Mike Babich would be interviewing for the position of portfolio analyst. Arriving in Lake Forest, he found that he towered over his would-be boss; Babich was well over six feet and Kapoor well under that. In his large glasses, Kapoor looked more like a distinguished professor than a business titan. His signature physical trait was a wavy mop of graying hair. Still, Kapoor was intimidating, with an air of intensity. While relatives and friends knew him for his generosity and heart, colleagues spoke of the need to “survive” him.

The meeting was not an instant match. Weeks passed afterward with no word, and Babich began to feel he had been quietly passed over for the job. A second interview was followed by another lengthy unexplained silence. When Babich finally got a job offer, it came in the form of a letter in the mail. He accepted.

For the first couple of years at EJ Financial, Babich barely got to know Kapoor any better than he had in those interviews. The office in Lake Forest was U-shaped, and the two worked at opposite ends. Babich was the young new guy, rarely in direct contact with the man in charge.

Kapoor was busy in this period, his business interests often under siege. As the largest shareholder in the generic drugmaker Akorn, he was steering it through dire regulatory and financial trouble, stepping in for a time as chief executive. Akorn was in lien default and the lender was foreclosing. Kapoor was also a director and the largest stakeholder in First Horizon, another drug company (later called Sciele Pharma); after its stock dropped 81 percent in one day in 2002, shareholders sued the firm and members of the board, including Kapoor, for manipulating and misrepresenting its true financial condition before the bottom fell out. (The suit later settled.) Another company Kapoor co-founded, Neopharm, was faltering, prompting him to later instigate a fierce battle for control. He publicly called for the ouster of the majority of his fellow board members, citing their “ ‘DO NOTHING’ style.”

Meanwhile, down the hall, in a room with three other cubicles, Babich read balance sheets, created spreadsheets, and prepared buy-and-sell recommendations. When Babich did communicate with his boss, it was from an arm’s length, almost comically so for such a small company. Typically Babich would send his investing ideas to Kapoor by email. But email didn’t come naturally to Kapoor, being of an older generation; his assistant Nellie Oquendo tried to teach him several times, but he lacked the patience to learn. So Oquendo would print out Babich’s memos, Kapoor would scribble his agreement or disagreement in the margin, and Oquendo would interpret his hand-writing and leave a note for Babich in his cubicle with Kapoor’s reply. That was Kapoor and Babich’s version of a dialogue for some time.

Even from a remove, Babich could glean certain things about his boss and his manner. Kapoor was serious and sometimes severe. His affable demeanor could vanish in an instant, some colleagues said. A number of people owed their careers to him, and they tended to stick by his side, while he in turn brought them from project to project. But he could turn cold on a partner or employee, especially for the mistake of being overly cautious and missing a business opportunity. When the coldness set in, that was the beginning of the end. Recovering Kapoor’s good opinion was almost impossible.

In his primary role, Babich managed a $100 million personal portfolio. Assessing it in those early years, he grew skeptical of Kapoor’s large investment in the giant health-care firm Health-South, which composed around a quarter of the portfolio. Studying its regulatory filings and management’s conference calls with investors, Babich detected some discrepancies in what HealthSouth was saying about its finances. This came on the heels of revelations of earlier misconduct at the company. Babich detected an odor. He recommended that Kapoor shed 80 percent of his stake— an enormous move— and Kapoor agreed.

“That turned out to be a great idea,” Babich said later. Health-South was committing fraud, which resulted in criminal charges. When the scheme was revealed, the company stock tanked. Babich had saved Kapoor millions of dollars. That was a language he understood.

Not long after the HealthSouth trade, according to Babich, Nellie Oquendo left an envelope with his name on it at his cubicle. It was a check for $5,000 from Kapoor’s personal checking account. Babich called his parents: “You’re not going to believe what just happened.”

Soon, Kapoor started dropping by Babich’s desk more often and soliciting his opinions. There was still little in the way of personal chatter, but a relationship of substance was taking hold, a give-and-take. Babich wanted to earn an MBA, and he broached the topic with Kapoor, who asked him what other firms did for their employees in this situation. Babich looked into it and presented a few possible scenarios. Kapoor elected to pay nearly the entire tuition for Babich’s degree. Babich didn’t leave EJ Financial to pursue the MBA; he earned it in an evening program at Northwestern’s prestigious Kellogg School of Management and stayed under Kapoor’s wing.

Babich was learning how to please his boss, and he was learning that it could bring rewards.




2 THE BIG BET

In 2002, not long after Babich arrived, John Kapoor summoned a young Indian-born man he knew in the industry, George Kottayil, to discuss some business ideas. Together they soon founded Insys Therapeutics. Kapoor would provide the funding for the fledgling drugmaker, beginning with a $1 million loan, and hold a 75 percent stake. Kottayil, as president, would be tasked with overseeing the day-to-day science of developing potential new drugs. The company was only one of the numerous Kapoor projects operated out of EJ Financial, and initially Babich was only peripherally involved in it. The entity that would eventually launch Subsys existed more on paper than in actuality. Its assets, early on, consisted of some equipment in a rented lab space in Mundelein, Illinois, not far from Kapoor’s home base in Lake Forest.

For any pharmaceutical startup, a central challenge is how to sustain the company financially for the years required to push drugs through the pipeline to regulatory approval. Until a prized letter from the FDA arrives, a drug doesn’t bring in the first dollar. With Insys, the initial plan was to win the race to market the first generic version of Marinol, a branded treatment for nausea and vomiting induced by chemotherapy, and for wasting caused by AIDS. The active ingredient is dronabinol, or synthetic THC (the compound found in marijuana that stimulates the appetite). Kapoor thought that his dronabinol medication would take perhaps two or three years and $5 million to develop— small numbers in the business. At that point, according to the plan, the drug would start bringing in substantial revenue, which could be used to fund the lengthy and more expensive development of other products that he and Kottayil were exploring.

One of those products was a fentanyl spray.

In the origin story that Kapoor has often told, it was the travails of his wife that drove him to develop Subsys. Kapoor had met Editha Hillock back when he was living in the Buffalo area, shortly after earning his PhD. Eight years younger than Kapoor, she had been raised and educated in Grand Island, New York, and had been a cheerleader at Niagara County Community College. They married in 1974, holding two traditional ceremonies, one Hindu and one Catholic. Editha took his last name. Kapoor was deeply devoted to her. The initials in EJ Financial stand for Editha and John.

Editha Kapoor battled breast cancer in the 1990s, prior to the founding of Insys, and then suffered a recurrence in 2004, when she was in her early fifties. Her health declined, and Kapoor spent a lot of time at her bedside. He consulted doctors nationwide. He tried everything. “I’ve never seen a husband fight the way he fought to save her life,” a relative of Editha’s said. Kapoor’s wife lost a lot of weight. She suffered terribly.

“I can tell you,” Kapoor later told Forbes, “pain is such a misunderstood thing for cancer patients. Nobody understands pain. They think pain is just pain. My wife went through it.” In her final days, family gathered in the Kapoor house could hear her wailing from the other room.

Editha Kapoor died at home in 2005, at fifty-four years old. Kapoor called out his nickname for Editha as he wept, saying the word “Bunny” over and over, like an incantation.

For many months, Kapoor withdrew almost completely from social and professional life. Nothing could hold his interest. Family wondered if he would ever recover.

His absence and sudden indifference to work created difficulties at EJ Financial; Kapoor was a central figure in a number of companies, private and public. In this period, Mike Babich often stepped up in Kapoor’s stead. Increasingly, he was at his boss’s right hand.

After his wife’s death, Kapoor invested more and more into pushing Subsys forward. The aim of the product, Kapoor said, was to help people like his wife— seriously ill people battling severe pain.

Unlike the generics that had largely been Kapoor’s stock-in-trade, Subsys was to be a branded drug. When applying for FDA approval, a drugmaker must specify a so-called indication, meaning a diagnosis the medication is meant to treat. For Subsys, the indication would be breakthrough cancer pain— sudden flares of pain that exceed the threshold of a long-acting painkiller the cancer patient would be taking simultaneously.

Subsys had the potential to ease the suffering of people in devastating pain, improving their lives immeasurably. It was also a great business idea.

Developing a brand-name drug that is truly novel can bring a pharmaceutical company a huge windfall, but it’s an inherently risky endeavor. After years of sunk costs, failure is far more common than success. Drugs that look promising in the early stages of testing frequently fail in late-stage clinical trials, dealing a massive financial blow to the companies behind them. Creating a generic product is a much safer play, but it comes with smaller rewards.

Subsys had the potential to occupy a sweet spot somewhere in between: a large payoff without the enormous commercial risk. It would cost tens of millions to bring to market, but many branded products cost far more than that to develop and need to traverse more pitfalls, because they’re based on a new chemical entity; in simple terms, they’re made from scratch. Subsys, by contrast, was a “reformulation” of a drug that already existed, a molecule with known effects on the body.

Fentanyl, the active ingredient in Subsys, dates back to 1960. In the decades after it was first synthesized, it came into widespread use in hospitals, as an intravenous anesthetic during surgery and in epidural injections for women in labor. By the time Subsys entered the picture, despite rising concerns about addiction and abuse, a few take-home fentanyl prescription drugs were also available or in the pipeline. The most widely used was a slow-release patch worn on the skin, branded as Duragesic, but other products on the landscape were even more similar to Subsys.

Kapoor’s intention with Subsys was not to forge a new market but to enter this small class of existing medications in the hopes of convincing doctors that his was the best in class. These products— Subsys’s future competitors— are sometimes called rapid-onset opioids. The more technical term is TIRF medications (pronounced “turf”), for transmucosal immediate-release fentanyl. Rather than being swallowed in pill form, the fentanyl in these products passes through the highly permeable mucous membrane lining the mouth or nose, providing fast and efficient absorption of the drug into the bloodstream. “Rapid onset” is meant to indicate that they are quicker than long-acting and short-acting opioids. Only intravenous injection is faster.

All the TIRFs on the market were FDA approved solely for breakthrough cancer pain. The first TIRF for out-of-hospital use, called Actiq, was approved in 1998. Actiq was acquired two years later by a drugmaker called Cephalon. In 2003, Cephalon bought out a potential future competitor too; it announced that it would acquire through a merger another TIRF that was in the pipeline. That product came to be called Fentora, and Cephalon launched it in 2006, just after Actiq lost U.S. patent protection (ensuring that the company kept a branded drug on the market, rather than ceding territory to generics). By that time, several other competitors, including Subsys, were on the way.

The only distinction among the TIRF products was how exactly the fentanyl was delivered into the body. Actiq is a lozenge on a stick— a lollipop, essentially— to be rubbed against the inside of the cheek. Fentora is an effervescent tablet that dissolves between the gum and the cheek.

Subsys was conceived as a spray that a patient would shoot under the tongue. This distinction in delivery method would be enough to make it a branded drug, not a generic. Assuming it cleared the bar of FDA approval, Kapoor could secure the brass ring of the pharma business: a period of patent protection and market exclusivity. No one else could sell a fentanyl spray for years. If Kapoor could show that delivering fentanyl in a spray was superior to the other formulations, he could potentially dominate a market that his competitors had already built, by applying a twist to their idea.

What’s more, this was a lucrative market. On the one hand, TIRFs were not widely used, in relative terms. In total prescriptions, they were dwarfed by household-name opioids such as OxyContin and Vicodin, which were indicated for a broader set of patients. However, TIRFs still produced tremendous revenue because they commanded a high price. A one-month prescription typically cost thousands of dollars, an order of magnitude more than the price of OxyContin, not to mention generic opioid pills available for less than $20. And TIRF prices were rising rapidly. In 2006, Actiq generated over half a billion dollars in sales for Cephalon, a number not far from the OxyContin stratosphere. That was the year that Insys first filed a patent application for a sublingual fentanyl spray.

Babich’s version of the Subsys origin story has a less altruistic cast to it than Kapoor’s. In Babich’s narrative, the clear business potential of the product figures more heavily than Editha Kapoor’s health history. Everything stemmed from Kapoor’s observation that spray delivery was not only scientifically promising but remunerative. When Kapoor was a director of First Horizon, that company had marketed a successful oral spray to treat angina attacks. According to Babich, Kapoor observed that sublingual sprays could be priced much higher than pills and compete with generics. He couldn’t see why more sprays weren’t being developed. As Kapoor has said himself, he was very familiar with Cephalon’s Actiq and thought fentanyl might work in a spray and compete with it. He tasked his scientists with simultaneously exploring spray delivery formulations of fentanyl and other molecules, intended to treat different conditions. Fentanyl won out.

Part of what made TIRF products so financially promising was that despite the FDA’s intentions the drugs were not, in actuality, restricted solely to patients with breakthrough cancer pain— not even close. More often than not, in fact, they were prescribed “off label”— for uses other than the FDA-approved indication. Pain management doctors, rather than oncologists, were the major players, and they were using TIRFs to treat all kinds of pain. A Cephalon internal study of 2004 data showed that Actiq was used most commonly to treat back pain. Only around one out of five patients taking Fentora actually suffered from breakthrough cancer pain, a 2008 FDA analysis found.

These doctors weren’t doing anything illegal. Health-care providers are permitted to prescribe off label, and they commonly do. Medications developed to treat seizures are used by psychiatrists to treat bipolar disorder. Drugs indicated for psychiatric disorders are prescribed for insomnia, for premature ejaculation, and to help patients quit smoking.

But regulators draw an important distinction between what is permitted for doctors and what is permitted for drug companies. While clinicians can prescribe off label, using their own judgment, it is generally forbidden for a pharmaceutical company to promote a product for off-label uses. The rationale is that in determining what is safe and appropriate for a patient, a highly trained doctor should be given leeway to depart from FDA guidance, but a drugmaker should be given no leeway at all, in view of its obvious bias. (Recent legal challenges have carved out exceptions and eroded enforcement, but the prohibition against off-label marketing remains in place.)

Even as drug manufacturers are barred from encouraging it, off-label prescribing nevertheless represents a major boon to the industry. The fact that a doctor can prescribe a drug for any reason naturally grows the potential market for it. With TIRF drugs in particular, off-label uses constituted the lion’s share of the business.

Was Kapoor in fact developing a drug for cancer patients, then? Yes and no.

On the years-long path to FDA approval that lay ahead, Insys would sponsor a lengthy series of clinical trials for Subsys. In the critical late-stage trials, the fentanyl spray would be tested only on cancer patients, because the sole indication Insys was applying for was breakthrough cancer pain. In the end, fully a quarter of the patients died during the period of the final trial— a jarring figure, but not a major setback for Subsys. The trial subjects were extremely ill to begin with. That was the kind of patient Subsys was ostensibly meant to reach: a person in dire health, a person for whom dependence and addiction are not the foremost concerns. Describing the use of TIRF products, Dr. Lewis Nelson, then of the New York University School of Medicine, told The New York Times, “If you’re waiting to die, you should die in comfort and dignity. . . . It’s very different than if you’re attempting to have a functional life, because these drugs are relatively incompatible with having a functional life.”

With Subsys, as with any drug candidate, the FDA’s job would be to study the trial results and conduct a careful risk-benefit analysis tailored to the indication. The agency was tasked with determining if the drug was safe and effective. But the FDA doesn’t use the word “safe” in quite the way the rest of us do, as its officials sometimes try to publicly explain. The agency determines whether a product is safe enough relative to the benefits, under a particular set of circumstances— if the risks, in other words, are worth it.

What is appropriate in medicine depends greatly, of course, on a patient’s condition. Prying open a person’s chest to grab and palpate the heart by hand may be the best course of action in a cardiac emergency; it is obviously not a wise thing to do in other cases. Likewise, a highly addictive opioid may be the right choice for a terminally ill person in terrible suffering but totally inappropriate as a treatment for, say, moderate lower back pain.

With FDA approval, however, Insys would have a “crowbar” to pry open a wider market, as a former Insys sales trainer put it. The track record of other TIRFs had already shown that doctors would prescribe Subsys to people who were nothing like the patients in the clinical trial, and the FDA would be unable to stop them. For Insys, that was a business opportunity too big to ignore. If the company marketed its drug only to cancer specialists, it could never compete with Cephalon.

When Kapoor dove headlong into developing Subsys, he was already in his sixties and wealthy enough to retire in luxury. He spent time at a second home in Phoenix, a large, desert-hillside property with an amoeba-shaped pool in a gated community on the southern edge of the Piestewa Peak hiking area, to the north of downtown. The city skyline looms in the distance, and helicopters can be heard overhead. The neighborhood overlooks the Arizona Biltmore, a mammoth resort hotel that opened in 1929 and has since drawn presidents and celebrities. Kapoor was deeply involved in charities, many of them related to cancer; donated to Republican political candidates; and was setting out to open a series of restaurants. The plentiful golf courses of metro Phoenix are full of entrepreneurs of Kapoor’s generation who no longer work and instead spend time perfecting their swings and renovating their kitchens.

But here was Kapoor, launching a major new startup. Despite his extensive tangle of investments and board seats and the demands on his time, he was obsessed with pushing Subsys toward approval and getting Insys off the ground. He leaned hard on his protégé Babich to help him fulfill his vision.

In banking on Subsys, Kapoor was stepping into risky territory. The danger was not just that the venture might fail. If Subsys were approved, Kapoor would be stepping straight into the middle of a public health emergency.

What separates the opioid crisis from all previous drug epidemics is that it has its roots in drugs that are perfectly legal to use— FDA-approved and highly regulated painkillers much like Subsys. In the 1990s and early in the following decade, new voices in the medical community advanced the idea that pain needed to be treated more forcefully, that fear of opioids was excessive and had to be overcome so that patients wouldn’t needlessly suffer. Medical students and doctors were widely taught that legitimate pain patients would not become addicted.

This idea never rested on a solid scientific foundation, and it simply wasn’t true. Pharmaceutical companies played a central role in fostering this misimpression, downplaying the risks as they aggressively marketed their painkillers. Drugmakers handed megaphones to physicians who celebrated the benefits of opioids and embraced more liberal prescribing of narcotics, anointing the doctors “key opinion leaders.” These physicians presented themselves in the manner of evangelists, giving talks designed to break down resistance to opioid therapy. In 1997, a North Carolina pain specialist named Alan Spanos said, “These drugs, which are— I repeat— our best, strongest pain medicines, should be used much more often than they are” and “do not have serious medical side effects.” The doctor made these remarks in a promotional video for OxyContin.

Local doctors, many of them in primary care and not pain specialists, fell under the sway of these voices. They looked at patients they had known all their lives and saw people who needed pain relief; they didn’t see potential addicts. Their intentions were usually good. The national outcome was catastrophic.

It would be wrong to suggest that everyone who was prescribed painkillers became addicted; most of them did not, and many of them were, and are, profoundly grateful for opioids. But even prominent early advocates of liberal practices now acknowledge that far too little care was taken in prescribing these drugs. People experience pain all over the globe, of course, but no foreign country consumes as many opioids as the United States.

As the years went on, and as liberal prescribing created a widespread dependence on opioids, illicit drugs stepped in to meet the excess demand. Heroin, also an opioid, targets the same receptor in the brain that prescription painkillers do. Heroin had been in decline since the 1970s and suddenly returned in full force. Regions that had been “tenderized,” in the journalist Sam Quinones’s description, by pharmaceutical sales reps selling painkillers fell prey to traffickers in heroin and, later, synthetic opioids such as fentanyl.

Fentanyl— the same substance found in Subsys— has become a prolific killer. Fentanyl and its analogs were implicated in about two-thirds of all opioid overdose deaths in 2018. In the vast majority of cases, the fentanyl that is causing overdose deaths is illicitly manufactured, not made by pharmaceutical companies. Fentanyl is a synthetic opioid, meaning it is not derived from the poppy flower, which for centuries has been harvested to create opium, morphine, and heroin. Fentanyl needs no fields and can be made in a clandestine lab. It is easily trafficked, often from China or Mexico; its potency means a small package can deliver a large payload.

Even as street drugs have overtaken prescription products as the leading culprits in the crisis, it has become only clearer that the opioid disaster began with government-regulated painkillers. As many as four out of five heroin users have reported that they started out by misusing prescription drugs. An enormous public health crisis began not with hand-to-hand transactions on darkened street corners or covert shipments over the border but under the sanitized fluorescent
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