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			Roy Vagelos Attacks River Blindness

			“The drug was needed only by people who couldn’t afford it.”

			


			ONE DAY IN NOVEMBER 1988, a chief and fourteen elders — all male, mostly in their fifties and sixties — welcomed a visitor to the village of Sikoroni in Mali, West Africa. Several were led to the gathering, held under a veranda, by young boys pulling the ends of their walking sticks. Of the fourteen, twelve arrived with lifeless eyes, victims of one of the world’s most dread diseases, river blindness. Among the 20 million people afflicted worldwide, a third of a million are completely blind. In some regions of Africa, villagers assume that growing old means becoming blind. But many never reach that state: river blindness can cut life expectancy by a third or more.

			The disease is spread by tiny, humpbacked blackflies that breed in fast-moving streams. In much the same way that mosquitoes transmit malaria, the flies pick up the larvae of a parasite known as Onchocerca when they bite those already suffering from river blindness. Later, when they bite the uninfected, the flies leave some of the larvae behind. The baby parasites rapidly multiply and spread through the recipient’s body, lengthening to as much as two feet and living for as long as fourteen years. Their prodigious offspring — as many as 200 million microworms inhabit some victims — spread through the skin, causing severe itching, and into the eye, where the result is progressive blindness. The chief of Sikoroni village has some vision remaining, but the mottled skin on his legs indicates that blindness is only a matter of time. “Before you have white hair,” he says, “it is normal to become blind.”

			[image: image]

			The banks of the West African rivers on which the carriers breed should provide ideal farmlands in an otherwise water-deprived region between the Sahara Desert to the north and the rain forests to the south. Instead, they are regions of human devastation, the African equivalent of American ghost towns. Entire communities have migrated to drier lands, abandoning their ancient villages and fertile valleys. River blindness is a scourge not only of human health but also of economic development.

			Until the late 1970s, public officials combatted the disease by targeting the insects’ breeding grounds with pesticides, but the grounds were too numerous and too unpredictable for complete control. Exotic drug treatments were available, but they required medical supervision and could not be massively applied. River blindness persisted worldwide.

			And then, in 1978, a potential solution emerged unexpectedly — not in West Africa but in a New Jersey laboratory. William C. Campbell, a research scientist at Merck & Company, one of the nation’s leading pharmaceutical firms, specialized in drug treatments for parasitic worms in livestock. His team was developing what would later be marketed as ivermectin, a potent agent with virtually no side effects, when Campbell realized that it might also be effective against a strain of horse worms that are biological cousins of the human parasites that cause river blindness.

			Appreciating the human potential for the animal treatment, Campbell asked P. Roy Vagelos, his laboratory director, for approval to develop a form of the drug for human use. Such an undertaking would require several years of costly research in Merck’s labs followed by extensive testing in African villages. In all, the price tag for development was likely to run into the millions of dollars; and even if Campbell was correct in his conjectures, there was virtually no prospect of paying customers on the horizon: most river blindness victims were without the means to acquire any drug.

			Dr. Vagelos, former chair of the department of biological chemistry at the School of Medicine of Washington University, is a physician and biochemist who joined Merck in 1975 as senior vice president of research. His investigation of the link between cholesterol and heart disease had led to the development of a major cholesterol-lowering drug, Mevacor, that had been credited with lowering heart attack rates by 40 percent. But Vagelos was also an executive of the company, responsible for judicious use of its investors’ equity, and now he was being faced with a corporate conundrum of the most difficult sort: if he approved Campbell’s request, he might be committing Merck and its shareholders to underwriting a product of no commercial value; if he denied Campbell’s request, he might short-circuit a drug that could lift a plague from the lives of millions of poor people.
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River Blindness

			RIVER BLINDNESS WAS first medically identified in 1893, but its association with the species of flies that flourish in fast-moving water — Simulium damnosum — was not understood until 1926. Later, as the British and French West African colonies were winning independence in the 1960s and their populations were burgeoning, the devastating effects of the disease emerged as one of the region’s premier curses. By the 1970s, according to the World Health Organization (WHO), 85 million people were at risk in thirty-five developing countries, mainly in Africa — from Ethiopia to Nigeria and Angola to Malawi — but also in Latin America, including Brazil, Guatemala, and Mexico. Eighteen million people already carried the parasites, and more than a million had suffered visual impairment. In endemic areas, half of the residents would be expected to become blind before death. Two drugs — diethylcarbamazine and suramin — could be used to treat those infected, but their administration was arduous and their side effects were sometimes lethal.

			“When I was born, my sight was normal,” recalled a seventy-one-year-old man in the village of Bayong in western Cameroon, southeast of Nigeria and just above the equator. “It all started one day when my eyes became watery and sticky. Then I began seeing faintly. Eventually I could not see at all. I was eight.” Near the Nkam River, four out of five people were infected. Grotesque nodules of worms bulging through the skin and patchy loss of pigmentation — “leopard” skin — were common sights. More than a million of Cameroon’s 6.5 million people were estimated to carry the parasite, and 3 million more were at risk.

			The massive scale of the affliction called for an attack on the disease before it struck, and WHO took the offensive, establishing its Onchocerciasis Control Program in 1974 in Ouagadougou, the capital of what is today Burkina Faso, to combat the carriers across the region. Pesticides had long been used to decimate everything from malarial mosquitoes to fruit flies, and the program targeted the blackflies’ breeding grounds with toxic chemicals. Focusing on the more than twelve thousand miles of the Volta and Niger Rivers in Benin, Burkina Faso, Ghana, Ivory Coast, Mali, Niger, and Togo, the program used fleets of trucks, airplanes, and helicopters to spray. In 1986, the application was extended to the neighboring nations of Guinea, Guinea-Bissau, Senegal, and Sierra Leone.

			There was no prospect of eradicating the flies themselves — their niche in nature was too secure — but if their numbers could be reduced in the worst areas, what is known as an “inflection point” might be reached. With too few flies to carry sufficient larvae among villagers, active cases might subside, and, as they declined, the remaining flies would have fewer sources from which to draw and then redistribute the larvae. If the vicious circle of parasite transmission could be broken long enough, most fly bites should become harmless and the disease would ebb.

			Insect control, however, is a daunting task. Because of the region’s vastness, program managers had to pinpoint the areas where the flies were breeding most actively. Adult females deposit two hundred to eight hundred eggs at a time on water bodies, and eggs successfully adhering to rocks or sticks just below the surface will survive and hatch within two days — if they can draw ample oxygen from fast-flowing water. (The supply of oxygen is critical: river blindness was rare in Gambia, for example, where the main waterways become languid as they near the sea.) Once the eggs hatch, the fly larvae consume tiny nutrients in the water for five to eight days, and that is the time to strike: the larvae ingest not just the water but whatever toxins have been added to it.

			But the right microconditions for the egg hatching changed constantly with the rains and river flows, and a comprehensive control system would require hundreds of human “captures.” These “vector collectors,” or “fly boys,” position themselves on riverbanks and expose their legs as bait. When flies take the bait, they are scooped into test tubes and their parasitic cargoes assayed to determine whether the insecticide is working and where more is needed.

			Alternative methods of collecting the flies do not work well, placing a premium on the collectors, who run the risk of contracting the very disease they are working to prevent. The strategy itself also contains an Achilles’ heel: rapidly reproducing insects tend to build resistance to chemical sprays. Most die in the lethal mix, but a few survive, and their offspring, quick to reproduce in large numbers, enjoy the same protective genetics that spared their parents. Moreover, the insecticide often decimates the blackfly’s natural enemies, and in the absence of predators, the insect populations sometimes come back with a vengeance. Even worse, parasite-bearing flies can travel fifty miles a day or more with a good tailwind, and they sometimes suddenly reinfest a region that seemingly had been freed.

			Still, this labor-intensive method reduced the incidence of river blindness, and the United Nations and other donors invested millions of dollars to make it work. Their generous backing allowed WHO to attack breeding grounds across a region twice the size of France.

			
Discovering a Cure

			DURING THE 1970S, Merck’s chief executive officer, Henry W. Gadsden, and his successor, John J. Horan, were worried about the firm’s unstable growth. Two prescription drugs — Indocin for rheumatoid arthritis and Aldomet for high blood pressure — had been blockbusters, but their seventeen-year patent protection was about to expire. To refill the pipeline, the company counted on its amply funded, well-staffed scientific enterprise, Merck Sharp & Dohme Research Laboratories. Under Roy Vagelos’s direction, the lab consumed almost a billion dollars between 1975 and 1978, much of it going to highly paid scientists who were encouraged to pursue their instincts, publish their results, and view their studies as a means of mitigating human suffering. The investment was working: Vagelos and his staff developed a powerful antibiotic and successful products to treat arthritis and glaucoma. Their achievements built on an honored tradition dating to the 1930s that included the synthesis of vitamin B12 and the creation of cortisone.

			Each success, though, was extraordinarily expensive in both cash and time. Just to bring a single drug to market required on average $200 million and twelve years. To cull the few most promising prospects for such an investment from among the thousands proposed, Vagelos conducted rigorous reviews and then presented the best to a committee of scientific advisers. The advisers determined which of the proposed products would be most likely to succeed in development and then in the marketplace. It was here that treatments for rare diseases often fell by the wayside: with few patients who would be willing to pay for a given treatment, the high cost of manufacturing it would make it uneconomical. Because of the risks attending such decisions, pharmaceutical companies rely on tough-minded research managers such as Vagelos to ensure that only winners are picked.

			Such rigor at the back end of product development was balanced by license at the front. To cultivate the biochemical candidates for development, creative talents such as William Campbell were given free rein at Merck. In that tradition, Campbell and his research team gathered bacteria from around the world, hoping that some naturally occurring microbe would prove effective against the parasitic worms afflicting their laboratory test mice. By 1975, their collection stood at about 100,000 varieties of bacteria. Some 40,000 of these microorganisms had already been tested for antiparasitic powers, but only one — retrieved from a golf course near the Japanese city of Ito — had yielded any results. But those results had been dramatic.

			The first evidence came from a single infected mouse fed a broth containing the bacterium: it ate little, but it was almost immediately worm-free. Other mice soon displayed the same remarkable recovery. “I remember the feeling of excitement in the group,” Campbell recalled. “Not only was a new product showing activity against the worms,” but it was effective “in extremely small amounts, and it was not harming the mice at all.” The research team discovered that it also served as a nerve poison against parasites in sheep, pigs, and dogs. Dogs are often infected with heartworms, and as Campbell examined those tested with the drug, the impact was “breathtaking.”

			The Merck group used its discovery to create a drug later named ivermectin, and in 1978 the U.S. Department of Agriculture approved its sale as Ivomec. The drug in its many applications — against ear mites in cats and heartworms in dogs, among others — would become the world’s leading health care product for animals in the 1980s and Merck’s second biggest moneymaker ever. By 1992, sales of ivermectin reached $500 million a year and continued growing by 15 percent annually. By 1997, revenue from the drug was near $1 billion. But all that is for later.

			In 1978, as Campbell conducted further studies of ivermectin’s clinical properties, he noticed that it was effective against an obscure horse parasite, Onchocerca cervicalis. While this worm does little damage to its hosts and was of scant clinical interest, Campbell recognized that it was biologically akin to Onchocerca volvulus, the parasitic cause of river blindness. He shared ivermectin with an Australian researcher, who soon reported the drug’s success in treating cattle. With this drug’s proven success in two distinct animal species, Campbell believed that, time and money permitting, he might be able to create a form for humans. He wrote his supervisor a memo on May 9, 1977, suggesting that human application might be possible. The memo was forwarded to Roy Vagelos, who sent a personal note to Campbell, urging him to continue his work and acquire all the data he could on human application. Having come from three levels up the hierarchy, Vagelos’s memo fortified Campbell’s focus on this compelling objective.

			By 1979, Campbell was convinced he had the necessary scientific evidence to continue, and he and his boss, Jerry Birnbaum, were whisked by company helicopter to the laboratory’s research management council — the preeminent decision-making forum on drug development, chaired by Roy Vagelos — to make their case. The council was known for its tough-mindedness, but Campbell and Birnbaum were convincing, and the group was persuaded even though the drug being proposed was an almost certain money loser.

			“We knew that it was going to be a borderline economically viable project at the start,” Vagelos recalls, and not just because the potential customer base was drawn from the world’s most impoverished people. Attempting to apply an antiparasitic drug to another species frequently fails. Worse, if the human application had unanticipated side effects, it could jeopardize sales of the animal product, as customers wondered whether toxic reactions in people might be experienced by animals as well. Those responsible for developing and marketing animal health care products with ivermectin told Vagelos it would be a mistake to continue.

			But not to proceed would dismay Campbell and his researchers, convinced as they were that they might be on the verge of a scientific breakthrough against a disease that was the curse of millions. For Vagelos to block them, even knowing the financial drain, would have contradicted the company axiom that health precedes wealth. A green light would also strengthen the firm’s premier position in parasitology.

			“Emotionally, you become very involved in what you can accomplish,” Vagelos explains, “so we could hardly wait to start these experiments.” With Vagelos’s go-ahead, Campbell built on the microbiology and chemical identification work of an entire Merck team that included Mohammed A. Aziz, a tropical disease expert and director of clinical research. In January 1980, Vagelos approved the drug’s first clinical trials in West Africa.

			The field testing itself would prove no easy task, since it would require tight administration of the drug and precise data from its users. For assistance, Merck turned to WHO, which was already spraying for river blindness but was ready for anything less burdensome. The director of the WHO program, Brian Duke, responded skeptically. “Initially, when Merck came to us and said it had this fancy new drug,” he recalled, “my reaction was ‘We’ve got several drugs, and they all incite violent reactions.’ ” Still, the prospect of an easily administered medication proved too alluring to pass up, and in February 1981 WHO donated scientists and facilities at the University of Dakar in Senegal to conduct the field tests.

			Merck’s Aziz and the university’s Michel LaRivière moved cautiously at first. They initially administered tiny doses, and LaRivière stayed with the patients through the night to monitor their reactions. Within a few weeks, skin snips from the patients’ hip areas revealed a remarkable clearing: virtually no parasites remained. By the end of the year — and many patients later — Aziz and LaRivière were more confident: the human guinea pigs had experienced few adverse effects, and a small dose was all they required to radically reduce their microworm count for months or more. The scientific community, however, was far from convinced by what seemed an almost magical cure. A former WHO official, André Rougemont, now a scientist at the University of Geneva, cautioned in late 1982 that Aziz and his colleagues were being “over-optimistic.” Rougemont’s letter to The Lancet, the leading British medical journal, warned that ivermectin “brings no really new or interesting feature to the treatment” of river blindness. A group of WHO officials visited Merck headquarters to review the data, and they suggested that the river blindness victims in the clinical test had had only mild cases. They also warned that dangerous toxicity was sure to be encountered when applied to larger populations, and even one fatality in 25,000 applications can be enough to doom a product.

			Stung by the skepticism, Aziz and his colleagues ran extensive new tests. In 1983–1984, they conducted trials in Ghana, Liberia, Mali, and Senegal, and in 1985–1986 they carried out even larger experiments with 1,200 patients in Ghana and Liberia. The tests confirmed the remarkable early findings and allowed a fine-tuning of the regimen required. The researchers discovered that, ingested as a pill, the drug killed most microworms, inhibited adult worms from producing offspring, and drove parasites from the skin, leaving few for biting flies to transmit. The effects were not always enduring or complete, but when taken as a single dose once a year — just one or two small pills annually — the medication inhibited both the spread of parasites and progressive blindness. It could not be used with pregnant women, the severely ill, or preschoolers, but it worked with most others, and adverse reactions included only a low-grade fever and lymph-node tenderness. What’s more, the immediate relief was tangible. For some, the skin infection had been akin to a lifelong case of poison ivy; with a single dose of Mectizan, they were free of severe itching for the first time in years. A study of the drug’s impact in Liberia in the late 1980s reported that “Ivermectin could have a revolutionary impact on the transmission of onchocerciasis.”1

			
Delivering a Product

			SO STRIKING WERE the human benefits and so modest the medical downsides that Roy Vagelos sought commercial approval in 1987. By now the company decision was entirely his to make. Though Vagelos says he “never had the yearning to run a large corporation,” in 1985 the Merck board had promoted him to chief executive officer.

			In deciding whether to manufacture a drug that will never sell and will likely cost more than $3 a tablet to produce and distribute, the fifty-eight-year-old Vagelos drew on a company history almost unique to American business. While Japanese keiretsu such as Sumitomo trace their roots back centuries, few U.S. firms can boast a history of more than decades. Merck, however, traces its lineage to 1668, when Friedrich Jacob Merck acquired an apothecary in the German town of Darmstadt. In 1891, what by then had become a thriving family company dispatched its eldest son, age twenty-four, to open a business in the United States. He and his son, George W. Merck, transformed the American branch into an independent drug developer and manufacturer. Merck and Company found great success during the 1940s in developing penicillin and streptomycin, and by 1978 the company was employing 28,000 around the world, selling more than $2 billion worth of products annually, and earning more than $300 million. Its success had long been guided by a culture that put patients and customers first, company and stockholders second.

			Ten years after Campbell first recognized ivermectin’s human potential, Merck requested regulatory approval from the French Directorate of Pharmacy and Drugs. France had a special interest in river blindness: some human carriers of the parasites reside in that country, having arrived with the illness from Chad and other former French colonies in Africa. The French Directorate was also the agency to which West Africa turned for guidance, and in October 1987 the directorate authorized commercial production.

			Merck labeled its creation “Mectizan,” but its jubilation over government approval was short-lived since the company now faced the daunting task of delivering the drug it had taken a decade to produce. Market research had already confirmed the obvious: the West African victims were too poor to pay for the drug and too isolated to reach easily. First-year costs alone were expected to be $2 million, and that was just to begin moving the product through the distribution pipeline. The annual cost could exceed $20 million before the disease was controlled.

			In anticipation of French government approval, Vagelos sought public underwriting of Mectizan’s production and distribution. He approached the U.S. Agency for International Development, which has a mandate to provide social and economic assistance to the developing world. “This is an opportunity to plant the U.S. flag in West Africa at almost no cost,” he pleaded. Administrator M. Peter McPherson responded with a line that Vagelos would hear repeatedly in the months ahead: “We don’t have any money.”

			Vagelos canvassed other potential donors, including international development agencies, private foundations, European governments, and African nations. Former U.S. Secretary of State Henry Kissinger, now a Merck consultant, opened doors for Vagelos around the world. “I was doing more for this than I’d done for any other drug,” Vagelos remembered, but all to no avail. The pharmaceutical industry refers to drugs with uneconomic markets as “orphans.” Nobody, it seemed, wanted this one.

			WHO’s Brian Duke publicly urged Merck simply to give away the drug. At first Vagelos was dismayed by Duke’s comments. “That’s not the way you do things in a commercial organization,” he said. “You don’t start out by thinking you’re going to give something away.” Inside the company, however, Mohammed Aziz was urging the same costly course of donation; doing so, he believed, was a matter of professional calling.

			Though Merck’s culture made health its first priority, simply giving away the drug — and even arranging for its distribution — would have been without precedent. Yet in the absence of other sponsors, Mectizan would remain a laboratory curiosity. “We could get no one else to buy it,” Vagelos recalled. “We faced the possibility that we had a miraculous drug that would sit on a shelf.”

			Finally, Vagelos decided to give away the drug to all who need it forever — and to ensure it was delivered before the microworms could take their devastating toll. “Sometimes in your life,” he says, “you’ve got to take a leadership position and make a decision.” At press conferences in Paris and Washing-ton on October 21, 1987, Vagelos and other Merck officers described a “unique situation in which the drug was needed only by people who couldn’t afford it.”

			Distribution of the product presented its own set of dilemmas: without pharmacies, health care professionals, or even roads to reach the millions of villagers who need Mectizan, the free supplies would languish in storehouses. For Merck to become directly responsible for moving the drug into the bush, however, required capacities it did not possess. It would also require approval by government, which might find it awkward for a multinational corporation to be rendering humanitarian assistance. The solution: Merck formed the Mectizan Expert Committee, a group of public health experts, to formulate guidelines, select suitable parties for distribution, and compile medical records. Chaired by William H. Foege, executive director of the Carter Center and former director of the U.S. Centers for Disease Control, the committee moved the drug to more than a million people within two years. In 1991, the U.S. Agency for International Development, which had earlier denied Vagelos’s request for backing, provided $2.5 million for distribution assistance.

			As news of the drug’s miraculous qualities spread across the back country of West Africa, people walked through the night to villages where it was rumored that the drug would be dispensed. In 1989, William Campbell visited one such village in northern Togo. After a nine-hour auto trip, he arrived on a designated treatment day. He saw a line snaking past a record keeper, who noted whether each female recipient was the first, second, or later wife of the male head of household, and where the children fell in that order. The recipients were weighed, screened for pregnancy, and then handed the tablets and a bowl of water. The parents of many of the children were already blind, a fate their offspring would now escape. Some had risen in the middle of the night and walked for miles to reach the village in time.

			“This is great!” one village chief told Campbell. “Now go back and find the cause of death.” Another chief of several villages reported that he had been ousted from two of them because he had been unable to bring in the treatment. “We had begun with a smear in a bottle” a decade earlier, Campbell remembers, and now “to see these little white tablets given to people” and the great excitement they created was “an absolutely unforgettable moment of my professional life.”

			
Public Health or Investor Value?

			ROY VAGELOS UNDERSTOOD full well that Mectizan was less a commercial product than a philanthropic commitment of long standing. The drug kills the microworms but not the adults, and though it interrupts their reproduction, it does not totally control it. Ridding the body completely of onchocercae requires annual dosages for up to fourteen years, and given that 18 million people were hosts to the parasite and another 80 million were at risk, Vagelos was also under no illusion that it would somehow look cost-free to Merck shareholders. By 1997, a decade after his decision to go ahead, the lost income from the drug had reached $200 million or more — an investment that could have brought at least one commercially viable product to market.

			Vagelos also worried that free distribution of Mectizan could set a precedent for future donations of medicines for diseases such as malaria and guinea worms, which also affected millions of poor people in developing nations. (Guinea worm disease, carried by tiny fleas in drinking water, also produced human parasites that spread through the body, resulting in blistering of the skin and muscle damage similar to the crippling effects of polio.) If development agencies came to expect free distribution of Third World treatments, it could have the ironic effect of inhibiting research on them. He was concerned, too, about product liability: if even a few patients experienced debilitating reactions, even in the remotest corners of West Africa, trial lawyers could develop a lucrative business.

			Vagelos worked for directors who were elected by shareholders to represent their financial interests, and he was surely correct to assume that they wanted as much return as possible on their investment. The company’s top twenty-five investors in 1996, as shown in Table 1.1, picked Merck over thousands of other stocks for financial gain, not noblesse oblige. The more than 240,000 individuals and institutions who own Merck stock are financially poorer for Vagelos’s decision. Retirement account holders (including this writer) at the College Retirement Equities Fund — the eighth largest stockholder, with more than $875 million invested in Merck — will have a little less on which to live in their later years. Money managers at Fidelity Investments (FMR, the fifth largest stockholder) may be judged less well by their boss, Edward Johnson III, when he reviews their performance in presiding over their $1.3 billion Merck holding.
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			One strand of American business culture would certainly question how Vagelos could possibly take it upon himself to make such a decision. Milton Friedman, a Nobel Prize–winning economist, articulated the critique as cogently as any. For him, any diversion of company resources from profitable investment, especially in the name of social responsibility, amounts to executive irresponsibility. To spend stockholders’ money on anything but profitable returns is the same as imposing a tax and then deciding unilaterally how the proceeds will be spent. CEOs such as Vagelos are the appointed agents of the company’s investors, and such actions violate the fiduciary trust that has been placed in them, or so Friedman argued.2

			Such actions, Friedman felt, also undermine democratic principles: social allocations should be decided through political process, not economic fiat. Corporate executives, he wrote, “are capable of being extremely far-sighted and clear-headed in matters that are internal to their businesses,” yet they “are incredibly short-sighted and muddle-headed in matters that are outside their businesses.” For them to make such decisions, then, is to shortchange private stockholders and misallocate public resources. “There is one and only one social responsibility of business,” Friedman contended, and it is “to use its resources and engage in activities designed to increase its profits.”

			The ever-increasing concentration of stockholding in the hands of a small number of professional money managers during the late 1980s and 1990s has reinforced Friedman’s message. Institutional investors increasingly demand the highest possible return on their holdings, and they have mastered political clout to match their economic might. The pressure for ever-greater shareholder returns was mounting just as Roy Vagelos did precisely what Friedman counseled against.

			Albert J. Dunlap, the chief executive officer who radically downsized Scott Paper Company in 1994-1996 before its sale to Kimberly-Clark and then restructured Sunbeam Corporation in 1996-1998 in much the same way, exemplifies Friedman’s principles. For Dunlap, there is only a single constituency worthy of management attention: the owners. The special interests of employees, communities, the public — often lumped together as corporate “stakeholders” — should influence no company decisions. “I don’t believe in the stakeholder concept one minute,” Dunlap asserts. “I believe in the fact that the shareholders take all the risks, the shareholders own the company.” Remember who is boss: “You work for the shareholders. They’re the constituency to whom you have to be responsive.”3

			Had he thought like a Milton Friedman or Albert Dunlap, there is little doubt where Vagelos’s reasoning would have taken him: Let the United Nations, West African governments, or relief organizations such as CARE underwrite the drug’s development and distribution. Their leaders are trained and authorized to make such decisions. It is they who should decide whether river blindness, leprosy, malaria, or AIDS deserves priority. If they have not found Mectizan worthy of their own support — and each in turn had rejected Vagelos’s appeal — their collective judgment should be heeded. WHO had even sent an early delegation to suggest to Vagelos that Merck back away from the drug’s development. When it comes to a choice between public health and investor value, Friedman’s principles point unequivocally in one direction. Fortunately for the many millions of victims of river blindness, Vagelos’s thinking was just as clear as Friedman’s, but it pointed unequivocally in the opposite direction.

			By implication: Clearheaded thinking about why you have been appointed to an office and what those who have placed you there expect of you is prerequisite to clear-minded, if not predictable, decision making.

			
Doing Well by Doing Good

			THE CALL FOR an unyielding focus on shareholder value is a powerful action principle. It is a first axiom of corporate governance, with strategic implications that are unambiguous, and it clearly guides management decisions. What is far more open to question, though, is how to create shareholder value most effectively. Are investors’ interests best served by focusing exclusively on the investors themselves, as Friedman and Dunlap argue? Or are they better served in the long run by focusing on customers and letting the customer focus create the value that shareholders have every right to expect? Among the business voices championing the latter course is that of George W. Merck, son of the company’s American founder and himself onetime chairman of Merck. “We try never to forget that medicine is for the people. It is not for the profits,” Merck says, but he is quick to stress that the objectives are the same: “The profits follow, and if we have remembered that, they have never failed to appear. The better we have remembered it, the larger they have been.” What might sound unbusinesslike is little more than advocacy of an alternative avenue for reaching the same ends.

			So deeply rooted is this alternative at Merck that it heads up the company’s charter: “The mission of Merck & Co., Inc., is to provide society with superior products and services,” it declares. The mission is also to render “investors with a superior rate of return,” but that will come only on realization of the first. “We are in the business of preserving and improving human life,” the statement continues. “All of our actions must be measured by our success in achieving this goal.” Financial results should then follow: “We expect profit,” the mission statement concludes, but it must come “from work that satisfies customer needs and that benefits humanity.” Pension funds and other institutional investors “couldn’t care less about any good things that we do,” Vagelos observes. They are “interested in the bottom line. But so are we.” Mectizan should not really dent the bottom line: “I don’t think we are cheating the stockholders.”4

			A skeptical voice may still question whether such formulas are more rhetoric than reality, but at Merck such high-flown thoughts are translated into action, and the actions themselves have ultimately served shareholders’ interests handsomely. Tuberculosis, for example, had surged in Japan in the years after World War II, and the war’s devastation left few in a position to pay for a powerful Merck product that worked wonders against it: streptomycin. The company finally decided to donate a large supply to the Japanese public. Coming at a moment of great hardship, Merck’s generosity has long been remembered. When the company sought access to Japan’s domestic market in 1983, Japanese authorities took the rare step of approving Merck’s $300 million purchase of 50.02 percent of Banyu Pharmaceutical, Japan’s tenth largest drug maker. At the time it was the largest direct investment by a foreign company in a notoriously closed market. “We received help from the Japanese government in making the first acquisition of this kind to be allowed,” remembers Vagelos, and it “should come as no surprise that Merck is the largest American pharmaceutical company in Japan today.”5

			“So you see,” Vagelos concludes from Merck’s experience with streptomycin in Japan, “doing the right thing can bring unexpected rewards later on.” Doing well by doing good can also bring immediate windfalls: the Mectizan program has helped Merck attract and retain the best research talent, and it has bolstered employees’ pride. Beyond doubt, repeated donations can undermine the earnings of, if not bankrupt, an enterprise. The challenge is to identify areas of mutual gain — ways in which the company and society benefit together rather than at the cost of each other.

			Merck tried to strike that balance in the 1980s, when it was approached by the Chinese government for help in combating an outbreak of hepatitis B, a leading source of liver cancer and mortality in the world’s most populous nation. China asked Merck to share its technology for the production of a vaccine, and Merck agreed, accepting a token payment of $7 million, a fraction of the actual cost.

			A study of a cross section of major firms — the five hundred corporations comprising the Standard & Poor’s 500 index — confirms that mutual-gain reasoning can prove superior to mutual-exclusion thinking. Two researchers examined the S&P 500 companies’ behavior in eight policy areas where the interests of shareholders and other groups are sometimes viewed as zero sum, including environmental protection, employee practices, and community relations. They found that companies performing better in one year (1989) were more socially generous the following year (1990) — but also that their generosity fostered even higher financial returns the year after that (1991). Just as it had done with Japan, Merck might have to wait years to see its giving repaid with new business opportunities in China or West Africa, but this research suggests that tangible paybacks can also come. Sometimes giving away money is a way of making it.6

			Among the paybacks realized by Merck is the ownership of a benchmark by which the behavior of other pharmaceuticals is judged. Comparing Britain’s largest pharmaceutical — Glaxo Wellcome — with Merck, one business writer concluded in 1992 that the first “is a hollow enterprise, lacking purpose and lacking soul,” while the second “builds around it a streak of idealism.” The reason: Merck’s Vagelos was a “light and airy genius.” The message apparently hit home at Glaxo: in 1993, the company announced that it was investing in a molecular biology research program to produce an antibiotic or vaccine for tuberculosis, which has become resurgent with AIDS and is responsible for 3 million deaths a year, mainly among the poor. Glaxo’s new chief executive, Richard Sykes, explained his £10-million, five-year investment with an implicit compliment to Merck: “We don’t start from the point of saying ‘Is there a market here for a drug? If not, it’s not important.’ That’s not right for the future. Today we have a responsibility.” In 1996, Glaxo unveiled an even larger program to donate a potent new product for malaria, one of the developing world’s great remaining scourges, affecting as many as 500 million people. Other pharmaceuticals have heeded the call, too: DuPont is now bequeathing nylon to filter guinea worms out of drinking water, and American Cyanamid is donating a larvacide to control them.7

			By implication: Identifying ways of bolstering long-term investor and public interest, even if they momentarily reduce shareholder returns, can foster a favorable culture, build a company cadre, and establish a public reputation that can more than compensate for any temporary shortfalls in investor value.

			
Just Doing

			MANAGERS ARE CONTINUALLY taking calculated risks. Indeed, one sign of a manager’s executive promise is his or her ability to calculate those risks better than others on the executive waiting list. Moments arise, however, when strict analysis does not serve well. Sometimes what is required is simply instinct.

			An example known to many graduates of MBA programs is a decision made by Bowen McCoy, an investment banker at Morgan Stanley. McCoy had taken a six-month sabbatical in 1982 to “collect” his thoughts by trekking through the mountains of Nepal. He was resting at 15,500 feet on his way up the difficult mountain pass of Thorung La, just north of Annapurna, when he encountered an unconscious, nearly naked sadhu, or Hindu holy man. If he carried the sadhu to a lower elevation, McCoy knew, he might end his chance of crossing the pass and completing his month-long trek; he could even endanger himself and others if the unpredictable weather turned stormy. After briefly watching other trekkers help warm the sadhu, McCoy departed for the pass and several hours later celebrated victory on it. Only then did he question whether he had done the right thing in abandoning the sadhu before ensuring his safe descent and physical recovery. McCoy later confessed, “I had literally walked through a classic moral dilemma without thinking through the consequences.”8

			When McCoy evaluated the dangers of delay and the rewards of continuing to climb, a narrowly defined calculus pointed him upward. But a more broadly conceived calculus, one in which his enduring values were entered alongside the momentary risks and rewards, might have led him instead to aid the frozen traveler. Even in the absence of mutual gains, even without indirect advantages to offset tangible costs, some decisions require a transcending of self-interest, whether personal or organizational.

			So it was with Merck and Mectizan. As word reached the company’s headquarters that the French government would soon approve the drug — and far sooner than expected — Roy Vagelos and his chief financial officer, manufacturing director, and other executives were still debating how to price it. The senior vice president for international marketing was opposed to a giveaway, fearing a backlash against other Merck products in the developing world. Others questioned whether public donation of this drug would discourage private development of future cures and drive down the prices of present products. During monthly meetings they pondered the question time and again, yet despite growing alarm that they were still without a dispensing strategy, no consensus emerged. Tension was rising, Vagelos remembers, over fears of “what would happen if the damn thing was approved and we didn’t have a plan.” What was clearer was Mectizan’s affordability: “We were coming to the realization,” he recalls, “that at any price the vast majority of the eighteen million patients that were infected were probably not going to afford” the drug. Finally, on the eve of Mectizan’s approval, knowing that a decision would have to be announced, Roy Vagelos brought the debate to a close: Merck would give the drug away forever.

			So certain was Vagelos that he had taken the right action — “I thought that the company couldn’t have done otherwise” — that he did not inform the governing board before the public announcement. At a directors’ meeting shortly thereafter, several questioned why they had to learn from the press that their own company had just committed itself to an everlasting bequest. “You know this happened in a matter of days,” he responded. Yes, it should have come before them, he conceded, “but would anybody around the table have made a different decision?” None said yes. “When you really think about it,” he later stated, “nothing was going to stand in the way.”

			By implication: Achieving an organization’s imperative is a leader’s calling, but sometimes we confront moments when we must do otherwise. Such decisions must be relatively unique, otherwise the inconsistency in our organizational leadership will be evident for all to see; but if they are unthinkingly bypassed, our value as a leader may be doubted by everyone, including ourselves.

			
Knowing Where You’re Going

			BOWEN MCCOY MADE a decision over which he remains enduringly ambivalent. “I never found out if the sadhu lived or died,” he wrote fifteen years after the encounter, and he still wonders if he chose the right path. Roy Vagelos, on the other hand, made a decision about which he is not the least bit uncertain.

			Whether right or wrong in retrospect, the challenge is to anticipate and prepare for such decisions in prospect. “The fact was, we had no plan for dealing with the contingency of the sadhu,” recalled McCoy. Such contingencies occur when narrowly defined self-interests compete with more broadly defined objectives. For McCoy, it was a matter of reaching a pass or aiding a victim: “We had to decide how much to sacrifice ourselves to take care of a stranger.” For Vagelos, the question was not framed in either-or terms. He knew that in assisting river blindness victims, he was ultimately building shareholder value.

			The task, then, is to create a framework for informing such decisions well before they are confronted. Such a framework should explicitly incorporate the diverse considerations that underlie most decisions, providing the manager with an opportunity to reflect on their relative importance before being called to apply them. If such a guiding framework is not available, its absence may deny a manager the balanced set of criteria needed to reach the optimal outcome. In the case of the sadhu, for instance, it might have been useful for McCoy to have reflected more fully on the purpose of his journey: Was it primarily to cross the pass and complete the trek, or was it more to “collect” his thoughts and understand his values? In wondering why he did not carry the sadhu two days downhill to a village where he might recover, McCoy suggested that it should have been more of the latter: “Perhaps because we did not have a leader who could reveal the greater purpose of the trip to us.”

			Vagelos did not require a leader to reveal such purpose — it was already well inscribed in the company’s philosophy and culture. Moreover, a framework for reaching balanced decisions was widely shared in the company, the product of management’s explicit steps to build a culture that put patients before profits. Vagelos’s decision to distribute Mectizan freely to all who need it forever would surely seem bizarre to the employees of many companies. Merck employees, for the most part, understood his action and realized it meant neither that he had lost his bearings nor that the company had become a charitable foundation. Merck had built a set of values that transcended profitability in its narrowly defined form and in so doing had fostered a framework in which the Mectizan decision seemed not aberrant but consistent. “Some organizations do have values that transcend the personal values of their managers,” McCoy wrote. “Such values, which go beyond profitability, are usually revealed when the organization is under stress.” And, he warned, companies “that do not have a heritage of mutually accepted, shared values tend to become unhinged during stress.”

			A parallel moment illustrating the same point confronted one of Merck’s competitors, Johnson & Johnson. On September 29, 1982, Mary Kellerman, a twelve-year-old in suburban Chicago, died mysteriously. So did twenty-seven-year-old postal worker Adam Janus and his brother, and Janus’s wife fell into a coma. Medical authorities were considering quarantining the Chicago suburb when they discovered that all of the victims had
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