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			It is important that we first do everything for the patient; science can wait, research can wait. First the patient, second the patient, third the patient, fourth the patient, fifth the patient then maybe comes science.

			—Béla Schick, pediatrician and immunologist
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			INTRODUCTION

			One of America’s signal accomplishments during the twentieth century was achieving international preeminence in biomedical research. Scientists elsewhere were, of course, doing important work of their own, but by the 1950s, American researchers dominated the field through a combination of the high impact of their discoveries and the sheer volume of their output. While the U.S.’s position is being challenged in the twenty-first century by other countries that have begun to prioritize government investment in research—China, for example—American medical science still enjoys a quantifiable edge.1

			It was not always this way. From the 1850s until the start of World War I, Germany was the undisputed leader in medical research, making a training stint there a rite of passage for any American serious about pursuing a research career. Prussian institutions, in particular, were destinations of choice because they linked laboratory work with education and because they had produced a steady stream of important discoveries with immediate clinical impact—from Röntgen’s X-rays to Ehrlich’s magic bullets. Ambitious Americans were eager to replicate Prussia’s model.

			Unfortunately, their own system was a shambles. Medical education in the U.S. was, at that time, a haphazard affair based on an apprenticeship model having little or no quality control; medical research was a minuscule enterprise supported mostly by private funding. In 1910, as part of its mission to improve education in the United States and Canada, the Carnegie Foundation engaged educator Abraham Flexner to evaluate physician training. To no one’s surprise, Flexner’s highly influential report recommended restructuring American medical schools to make them look more like Germany’s. In particular, he urged them to incorporate research into medical education and to integrate their faculties with those of America’s best research universities.

			The “Germanification” of American medical education had important consequences. Schools like Johns Hopkins, the University of Michigan, and later Harvard began to train legions of medical scientists who went on to lead the faculties of other medical schools where they replicated the research-based model and inculcated more acolytes with missionary zeal. Together, they fueled the rise of American medical science, allowing it to attain a level of prestige sufficient to fill the void left by the collapse of the German system after two wars and a fascist government’s hostility toward science and scientists, especially Jewish ones. The new American system was a welcoming and familiar home for refugees from German medical schools.

			While any number of salutary effects flowed from the incorporation of science into medical education—not least the production of more competent physicians—some educators became wary. They pointed to the critical importance of the humanistic side of patient care—the “art” of medicine—and expressed concern that it was being overwhelmed by the torrent of scientific facts being poured into medical students’ heads. After a few decades, academic leaders at some schools deliberately and thoughtfully altered the balance of science and humanism in their curricula to ensure that they were training caring and compassionate physicians.

			By the late 1980s, however, a revolution in biological sciences was underway. Advances in genetics and biochemistry were clarifying the molecular abnormalities responsible for human diseases, and that knowledge produced new and more effective drugs for formerly hopeless illnesses. Cancer was a perfect example: basic biological scientists had identified genes that control cell growth and, later, medically relevant researchers showed that cancers occur when these genes are altered. Drugs directed against those alterations had remarkable efficacy against otherwise untreatable cancers. That outcome was correctly perceived as a triumph of medical research.

			The impact of this new science on patients convinced educators that properly educated medical students need to understand its principles. This led to a resurgence of a science-heavy pedagogy. Predictably, of course, a few decades later, the pendulum began its swing back toward humanism.

			Medical research itself has experienced a similar oscillation between a focus on science and a focus on patients based on two complementary, but distinct, approaches to solving problems. One starts when a scientist observes a biological phenomenon, such as the inheritance of physical traits from one generation to the next, and designs experiments to explain how it happens. This is the kind of basic research that produced the revolution in genetics. The other starts when a physician observes a patient—a middle-aged woman, for example, with insufficient red blood cells, tingling in her feet, and a bright red tongue, a condition known as pernicious anemia—and tries to determine if a single underlying abnormality explains her signs and symptoms. This is the kind of patient-based research that uncovered the complicated system our bodies use to absorb vitamin B12, which is needed for normal blood production and nerve function. Both types of research have had enormous impact and both have been recognized with Nobel Prizes.

			David Nathan, whose life spanned most of the twentieth century, witnessed firsthand the competition between these two approaches to medical education and research. Born in Boston and educated at Harvard, he started medical school during the first resurgence of humanistically focused training. At the same time, he was exposed to the practice of clinical research at legendary centers of midcentury medical science including the Thorndike Laboratories at Boston City Hospital and the new clinical center at the National Institutes of Health. These settings offered Nathan models for the kind of research that begins with observing patients. He also had plenty of exposure to basic biological research, but after experiencing the patient-based approach, he was all-in.

			Much of Nathan’s career in academic medicine can be read as a continual defense of, and advocacy for, the kind of patient-oriented research that had appealed to him during his training. As a faculty member, then division chief, then department chair at the Harvard-affiliated Peter Bent Brigham and Boston Children’s Hospitals, his own research on diseases of red blood cells followed that paradigm: all of his scientific contributions were based on observing a single patient or, at most, a small number of patients. He also made sure that trainees—students, residents, fellows—were given opportunities to participate in that kind of research. Remarkably, he did this during an era in which basic research was ascendant. Despite the profession’s shift away from patient-based research and the evaporation of government and foundation money to support it, Nathan was its tireless champion both locally within the Harvard community and at the level of national policy. His professional life thus provides a unique vantage point from which to view the competition between these philosophies of medical education and research.

			But Nathan’s patient-centric attitude extended beyond education and research to something even more important: as a physician, he was deeply committed to putting the patient first in all things. He spent his entire career in the milieu of teaching hospitals where, by definition, patients provide opportunities for medical education and research. However, these institutions are hospitals, after all, and their primary mission has to be providing the best possible care for the human beings in their trust. To Nathan, the best care meant comfort, ease, and emotional support as well as cutting-edge medical treatment. Even as he climbed to the pinnacle of the academic medical hierarchy at Boston Children’s Hospital, he consistently worked to improve the experience of its patients and, in so doing, left a legacy of unparalleled pediatric care.

			Nathan’s patient-oriented philosophy culminated in his recruitment—his near conscription, in fact—to the presidency of Dana-Farber Cancer Institute, Harvard’s cancer hospital. The institute was renowned for its cancer research and its assets included a small inpatient hospital for providing care and running clinical trials of experimental treatments. In 1994, a horrific medical error resulted in the administration of an overdose of highly toxic chemotherapy to two hospitalized patients. One died and the other was incapacitated by damage to her heart. The young woman who died was a popular health reporter for the Boston Globe and the paper mercilessly excoriated Dana-Farber and its leadership in a series of front-page reports.

			A central theme of the Globe articles, as well as the findings of two investigative committees, was that Dana-Farber had been guilty of overemphasizing its basic cancer research while neglecting its clinical responsibilities. This was, in microcosm, an example of the pendulum having swung too far from patient-focused medicine. Dana-Farber was in crisis and it is no exaggeration to suggest that the very existence of this freestanding cancer hospital, the dream of Sidney Farber, the father of chemotherapy, was threatened.

			And so, to save the institute, Dana-Farber’s trustees turned to Nathan. They saw in him a clinical scientist who understood and appreciated basic research well enough to gain the trust and support of its laboratory scientists. More importantly, though, they saw a clinically focused leader who could reorient Dana-Farber toward a philosophy in which the well-being and interests of patients would be paramount. In short, they saw someone who could restore trust in the institution. Nathan accepted the challenge. In five short years, he resurrected Dana-Farber, restoring its luster by making it a model for patient safety while enhancing its reputation for performing world-class clinical and basic research.

			Nathan’s career in medicine offers a model for the way academic leaders can balance the competing demands of basic versus patient-oriented research and education. In fact, a close examination of his life suggests that the competition may not exist. Nathan showed that the two approaches can be successfully integrated as long as the patient always comes first.

			***

			Nathan bore witness to another twentieth-century phenomenon: the gradual integration of Jews into the leadership ranks of elite academic institutions. By the time of his birth, in 1929, Nathan was part of the third generation of his Hungarian Jewish immigrant family to be born in the United States. His grandfather and great uncle had achieved financial success in their textile business, allowing Nathan, his sister, and their cousin to be reared in comfort. Family members were ambitious and one of the social markers they sought most avidly was education in the bastions of WASP privilege, especially Harvard.

			Their timing was ideal. Charles William Eliot, president of Harvard from 1869 to 1909, believed that the university would benefit by educating students from diverse backgrounds. He was particularly welcoming to Jewish students. His successor, Abbott Lawrence Lowell, held a diametrically opposite position and, within a few years of becoming president, imposed strict quotas on the number of Jewish students admitted to Harvard. Fortunately for the Nathans, implementation of Lowell’s plans was delayed just long enough for Nathan’s father to be admitted to Harvard College’s class of 1920. In another example of threading the timing needle, Lowell was succeeded in 1933 by the eminently rational James Bryant Conant. By the time Nathan was ready to apply to Harvard in 1947 much of Lowell’s anti-Semitism had faded. Although his malign influence had not disappeared completely, the air was much cleaner and Nathan was accepted.

			Nonetheless, a pall of early- to midcentury anti-Semitism persisted and extended well beyond Harvard College to include Boston’s medical community. Harvard Medical School, Massachusetts General Hospital, and, to a lesser extent, the Peter Bent Brigham Hospital had very few Jews on staff and essentially none in leadership positions. This state of affairs provided the rationale for establishing Boston’s Beth Israel Hospital, a haven for Jewish medical professionals. But by the time Nathan was ready to mount the academic ladder at Harvard, barriers to Jews were falling at the medical school and its affiliated hospitals. The arc of history was tending toward tolerance, if not outright inclusion, and Nathan was able to participate in the change that produced a significant number of preeminent Jewish medical leaders in the Boston area.

			Still, these individuals—viewed as arrivistes by the old guard—had grown up in a more restricted era and were sensitized by the exclusion they or their colleagues had experienced. This led, understandably, to a certain amount of tribalism. As individual Jews in Boston began to enjoy success in their fields, they were on the lookout for opportunities to help others of their faith when talent and opportunity coincided. Nathan benefited from this. For example, some of the trustees at Dana-Farber were among Jewish kids he went to school with in the Boston suburbs and they could personally vouch for him as the board considered his qualifications for president.

			So, in addition to the themes of patient-oriented education and research, another constant in Nathan’s life was his identity as a member of the upper middle class Jewish community of Boston. This environment and its people had an enormous impact on his approach to the world and its influence can be seen throughout this narrative.

			***

			I have woven together three distinct threads in this portrait of David Nathan. First and foremost are the circumstances, incidents, and people directly related to his life, with a focus on his family and his experiences in academic medicine. Second, to provide a richer context, I have described some of the key external factors that influenced him, such as the social hierarchy of private schools in Boston of the 1930s and 1940s and the Thorndike Laboratory where he was introduced to patient-oriented research. I have positioned these descriptions where they belong in the chronology of Nathan’s life but have set them off in their own text boxes. They can be skipped without impacting the narrative. Finally, Nathan’s research activities were a critically important part of his life and are described at the ends of Chapters 8 and 9. However, some of the descriptions border on the technical and readers who are less interested in these matters may skip them, too, without sacrificing their understanding of Nathan’s life.

			
			
		


		
			AUTHOR’S FOREWORD

			In 2003, I was a midcareer physician-scientist at Dana-Farber Cancer Institute and Harvard Medical School. My work was going well and I was advancing academically. Barring some sort of professional implosion, it looked like I was on track to achieve tenured faculty status as a professor of medicine. Nonetheless, I was dissatisfied. Although I loved being at Dana-Farber and thought my work was interesting, I was having increasingly frequent “is that all there is?” moments.

			Then I got a call to meet with David Nathan. I had been at Dana-Farber since the early 1980s and had lived through the medical error crisis in the 1990s that almost destroyed the hospital. I had also witnessed Nathan’s masterful restoration of the institute. Although he had stepped down from Dana-Farber’s presidency a few years earlier, Nathan was still a presence. But I hadn’t interacted with him very much and the call to meet with him was unexpected.

			Unsure of myself and the reason for my summons, I sat in Nathan’s office while, with his back to me, he continued with some business at his computer. Nathan is an imposing man: six feet tall, solidly built, with a permanent and scary five o’clock shadow. Having finished whatever he had been working on, Nathan abruptly swiveled his chair to face me. I almost jumped out of my skin. He paused for a moment and then said, “Barrett, I’ve had my eye on you.”

			I had no idea what he meant. Should I be flattered? My initial impulse was to be worried—perhaps I had displeased the great man. Evidently not, because Nathan went on to say that the institute’s new president, his successor, had decided to create a position to help him manage research at Dana-Farber: chief scientific officer, or CSO. Although no one was quite sure what the CSO would do, there was a consensus that it would be an important position. Nathan said that I would be the perfect first CSO.

			Pretty well convinced that I would not be the perfect anything, much less chief scientific officer, I asked Nathan what had made him think of me. In response, he cited history. A few years earlier, Dana-Farber’s experimental mouse colony had been ravaged by a viral infection. Many research projects were ruined, millions of dollars in research funding were jeopardized, and a large number of mice had to be euthanized. It was a disaster. At the time, I was serving as the head of the committee that makes sure that Dana-Farber’s animal research meets the highest ethical standards. The task of ridding the colony of the virus fell to our competent veterinarian and her staff. My role was simply to provide status updates to the faculty, which I did through a series of town hall meetings.

			Nathan said that my performance during the infection crisis made him think I’d be the right person to be CSO. When I pointed out that I had played no direct role in eradicating the infections, that all of the hard work was done by the veterinary staff, and that I was merely the front man, Nathan waved his hand and said none of that mattered. What did matter was that I could explain difficult situations to a constitutionally skeptical faculty and that my scientific background lent legitimacy to my explanations. Nathan insisted that only a small number of biomedical researchers had these talents that were so well-suited to the CSO position.

			Rather than being flattered, I was devastated. In the world of Harvard Medical School, most of us believed that scientists who take administrative jobs in midcareer are, by definition, failed scientists. Was Nathan telling me that my research wasn’t up to snuff and that I should switch careers?

			I left Nathan’s office feeling dejected. But over the next few weeks, something happened. Instead of thinking only about myself, I started thinking about Nathan. As I considered his career, I realized that he had singlehandedly populated most of the key leadership positions in pediatric hematology and oncology with his trainees, and they had all flourished. As a scientist, I’ve been trained to look at a collection of facts and generate a hypothesis to explain them. In this case, I realized that the explanation lay in Nathan’s uncanny ability to intuit a trainee’s unique skills and strengths and then find the job that matches them.

			This alignment of skill set with job description is a rare talent. I realized that I would be an idiot not to take Nathan’s advice seriously. I accepted the offer. I served as CSO for fifteen years and it was, by far, the best job I ever had.

			Nathan’s mentorship skill rests on his ability to see, hear, and understand the person sitting in front of him. I have come to realize that the same attribute underlies his research skill. Nathan has made several important discoveries in the field of hematology and all of them, without exception, were based on something he saw in a patient who was sitting in front of him. Even Nathan’s impact on institutions like Dana-Farber or Boston Children’s Hospital were grounded in his concerns for individual patients.

			Having benefited personally from Nathan’s unique approach to the world, I wanted to know where it came from. As I talked to him and interviewed his colleagues and family, and as I began to delve into Nathan’s background and history, I kept finding more and more fascinating details. I think his story is extraordinarily compelling and I have dedicated myself to telling it.

		


		
			Chapter 1

			An Unlikely Savior

			On February 8, 1995, a data manager at Dana-Farber Cancer Institute, one of Harvard’s teaching hospitals, was transcribing information from a patient’s medical record into a research database.2 This was ordinarily a routine clerical task, but there was, as it soon became clear, nothing routine about this patient. She was Betsy Lehman, a health columnist for The Boston Globe and someone described by her editor as a “huge newspaper talent.”3 Lehman had developed breast cancer two years earlier at age thirty-seven. Despite her oncologists’ best efforts, Lehman’s cancer had become stubbornly resistant to conventional treatment and had spread to her lungs. Desperate to help her, Lehman’s physicians enrolled her on an experimental study, clinical trial number 94-060. Lehman’s experience on that trial would change Dana-Farber forever and thrust David G. Nathan, MD, a world-renowned hematologist and physician-in-chief at Boston Children’s Hospital, into an unanticipated leadership role.

			***

			In the 1940s, pioneering oncologists discovered that a class of poisons known as alkylators could kill cancer cells. In clinical studies, these agents were found to be particularly effective against rare malignancies such as Hodgkin disease. But when they were tested against more common cancers, like those of the lung and breast, most tumors did not respond, a reflection of their innate resistance. But even when cancers did initially shrink, they resumed their growth later, indicating the development of acquired resistance. Thus, despite their early promise, alkylators seemed incapable of curing the most common and deadly cancers.

			Research studies suggested that this might be a dosing problem: extremely high concentrations of alkylators could overcome resistance, whether innate or acquired, when tested on cancer cells in a petri dish or a mouse. Naturally, oncologists tried escalating the doses in patients, but their efforts were stymied by the toxic effects of these drugs on normal cells. The alkylators’ most serious toxicities affected the bone marrow, the source of white blood cells, which fight infection, and platelets, which prevent bleeding. When patients were given high doses of alkylating agents, their white blood cell and platelet numbers dropped to dangerously low levels, putting them at risk of dying from overwhelming infections and uncontrollable bleeding.

			One way to circumvent this problem is autologous bone marrow transplantation. Prior to receiving high-dose chemotherapy, a few ounces of liquid bone marrow can be harvested from the patient through needles inserted into their pelvic bones. The marrow, which contains the progenitor cells that give rise to white blood cells and platelets, can be preserved by freezing. The patients is then given ultra-high doses of alkylators in the hope of killing their cancer cells but with the certainty of killing their bone marrow cells. After the alkylator treatment is completed, the patient’’ stored marrow can be thawed and given back through a standard intravenous line. Remarkably, the progenitor cells migrate to their natural home in the bones, where they start churning out white blood cells and platelets. Thus, the patient is “salvaged” from the depredations of high-dose alkylators while benefiting, in theory, from their cancer-killing effects. This kind of transplantation is called “autologous” because the bone marrow comes from the same person to whom it is given. It removes the risk that patients might reject the marrow or, conversely, that marrow cells might attack their hosts, both of which are untoward outcomes that can occur when someone receives bone marrow that is not their own.

			A cadre of Dana-Farber scientists had devoted their careers to investigating the use of high-dose alkylator therapy in “solid” cancers like those of the lung or breast (as opposed to “liquid” malignancies of the blood like leukemia).4 Under the leadership of Dr. Emil Frei III, known to all as Tom, they created the Solid Tumor Autologous Marrow Program, or STAMP, a portfolio of clinical trials testing whether patients with solid cancers could be treated with marrow-killing doses of alkylators and then salvaged with autologous bone marrow. Frei’s leadership of this program was auspicious: in the 1960s and 1970s, he had been instrumental in developing chemotherapies that converted deadly childhood leukemias into curable diseases.5 He now hoped to replicate this success in adult cancers. STAMP protocol number 94-060 would determine if breast cancers resistant to conventional treatment might respond to very high doses of cyclophosphamide (brand name Cytoxan), a standard alkylator in common use at conventional doses. After treatment, these patients would be rescued by receiving their stored bone marrow.

			This was the trial that Betsy Lehman joined in the fall of 1994. At first, everything went as planned: she received her first two rounds of high-dose cyclophosphamide a few weeks apart and powered through the usual side effects of nausea, vomiting, and hair loss—hardly a walk in the park but nothing unexpected. She was admitted to Dana-Farber for her third and final cycle on November 14, 1994, but this time, her side effects were much worse—“Am I going to die from vomiting?” she asked—but with help from an attentive and devoted nursing staff, she rode them out. Then, during discharge planning on the morning of December 3, with her bags packed, Lehman said that she felt unwell in a nonspecific way. She called a friend and left a message on her answering machine, "I'm feeling very frightened, very upset. I don't know what's wrong, but something's wrong.”6 A few hours later, while still in the hospital, her heart stopped and she died despite heroic attempts at resuscitation. Dead at age thirty-nine, Betsy Lehman left a husband and two young daughters.

			Oncologists live with death—it is an inescapable part of cancer care. They spend much of their time preparing patients for their own deaths and families for the deaths of loved ones. But the savoir faire they display in the face of mortality relates only to expected deaths. Unexpected deaths in oncology are jarring and should trigger extensive self and system evaluations. It is surprising, then, that Lehman’s death—which was entirely unexpected—did not provoke more than a perfunctory search for its underlying reasons. A review of the medical record was said to be unrevealing and an autopsy uncovered no specific cause of death,7 which only reinforced her oncologists’ complacency. In the end, they attributed Lehman’s tragic outcome to an “idiosyncratic response” to chemotherapy, a formulation that physicians use when they don’t understand something.

			That’s where things stood until two months later when Diane Warren, the data manager responsible for transcribing information from the medical records of patients enrolled on protocol 94-060, started working on Betsy Lehman’s data.8 She soon came to the section that documented the dose of cyclophosphamide Lehman’s doctors had ordered for her. Chemotherapy doses are customized for every patient. In particular, they have to be adjusted for size: big patients require higher doses than small patients. The best measure of someone’s size is body surface area, which is measured in square meters and can be derived from a formula that uses a person’s height and weight.

			As Warren analyzed Lehman’s cyclophosphamide dose, she could see that the physician’s order for the drug and the amount delivered from the hospital pharmacy were shockingly wrong. The correct dose should have been one thousand milligrams of cyclophosphamide per square meter of body surface area each day for four days, resulting in an overall total dose of four thousand milligrams.9, 10 Based on Lehman’s body surface area of 1.63 square meters, her customized dose should have been 1,630 milligrams of cyclophosphamide each day for four days, for a total of 6,520 milligrams. Instead, her orders had been written for 6,520 milligrams each day for four days—a fourfold overdose.11 And that was the amount Lehman received.

			One of cyclophosphamide’s rarer toxicities is destruction of heart muscle,12 rare because it occurs only after exposure to massively high doses. Thus, Betsy Lehman’s heart was severely damaged and ultimately failed because of an incorrect cyclophosphamide order, which had been carried out to the letter. The data manager who discovered Lehman’s overdose, found a second patient, a fifty-two-year-old teacher with breast cancer, who was similarly overdosed two days after Lehman.13 She also developed devastating heart damage but somehow survived until she succumbed to her breast cancer in 1997.14 The reappearance of her aggressive tumor just three years after treatment was a depressingly forthright demonstration that high-dose alkylator therapy had failed to achieve its primary objective: curing her underlying disease. Subsequent clinical trials have confirmed that this treatment does not cure breast cancer and the approach has been abandoned.

			These fatal medical errors shook Dana-Farber to its foundations. The institute’s leadership—its president, Christopher Walsh, PhD, a world-renowned chemist, and its physician-in-chief, David M. Livingston, MD, a prominent cancer biologist—took action. They placed several individuals on administrative leave, including the physician who wrote the incorrect order, another physician who was connected to the clinical trial, and three pharmacists who each had a hand in filling the order.15 They also convened three investigative committees, two internal and one external, the latter led by Dr. Vincent DeVita, a former director of the National Cancer Institute.16

			Meanwhile, a media firestorm had erupted after the institute submitted its mandatory notification about the overdoses to the Massachusetts Department of Public Health. The fact that it did so later than required by law did not help matters.17 The Boston Globe, the newspaper Betsy Lehman had worked for, published a front-page article headlined, “Doctor’s Orders Killed Cancer Patient,”18 the first of twenty-eight front-page articles the Globe would publish about Dana-Farber over the next three years. Some were allegedly fueled by leaks of confidential internal information, an indication of the instability pervading the institute.19 The news stories were often accompanied by opinion pieces, including one describing Lehman’s overdose as resulting from “an appalling series of errors that would make The Three Stooges look like brain surgeons.”20 Descriptions of the tragedy soon made their way into national outlets like the New York Times.21 Dana-Farber’s reputation was in tatters.

			The institute’s troubles deepened during the spring of 1995. The Massachusetts Department of Public Health made a surprise inspection of Dana-Farber’s clinical facilities on April 4 and later, in May, released a scathing “Statement of Deficiencies,” which indicted the hospital’s board as well as its management team.22 On the same day as the Department of Public Health’s visit, a national hospital accrediting body, The Joint Commission on Accreditation of Healthcare Organizations (now known simply as The Joint Commission) made its own unannounced visit and placed Dana-Farber on probation, a humiliating repudiation of a top hospital.23

			Not surprisingly, a number of leadership changes ensued. The director of Dana-Farber’s pharmacy resigned in May. The same month, David Livingston stepped down as physician-in-chief. Christopher Walsh continued as president but gave up his concurrent academic role as chair of the Department of Biological Chemistry and Molecular Pharmacology at Harvard Medical School in order, he said, to “devote all my energies to implementing the changes necessary to enhance patient care” at Dana-Farber.24 Walsh’s second job had been a sore point for some time, with many wondering how running the institute could not be a full-time endeavor. Even the reviewers of the federal grant that supported the Cancer Center criticized him for keeping it.25 But Walsh’s move came too late. Dana-Farber faculty, staff, and trustees had lost confidence in his ability to lead through the crisis and, in September, he notified the newly elected chair of Dana-Farber’s board of trustees, Gary Countryman, that he intended to relinquish the presidency.

			By themselves, the overdoses and their sequelae would have been disruptive, but because they occurred at the same time that external forces were militating against Dana-Farber’s clinical care model, the threat became existential. In 1995, the institute had fifty-seven licensed inpatient beds, which were housed on two floors of its Dana Building, an iconic black-glass tower that interns and residents in their enduring capacity for dark humor called “The Death Star.” The rest of the building was filled with research labs, administrative offices, and a clinic. For several years, only about thirty of those beds were occupied at any one time and, although reimbursement rates from insurance companies for inpatient care were relatively generous, the low census generated insufficient revenues to cover the fixed costs of the inpatient service. This problem was exacerbated by a structural weakness unique to Dana-Farber: unlike other freestanding cancer institutes, Dana-Farber did not have its own surgery, radiology, or pathology services, all of which generate substantial revenue. Rather, the institute relied on the adjacent Brigham and Women’s and Boston Children’s Hospitals, a situation that was highly lucrative for them but not for Dana-Farber. Finally, the overdose crisis unfolded just as the institute completed construction of a two hundred seventy thousand square-foot research building. That risky expansion had occurred despite uncertainty about whether Institute scientists could attract sufficient research funding to support the building’s operating costs. While other hospitals might use the margin from their clinical activities to cross-subsidize research operations, the squeeze on Dana-Farber’s clinical revenues made this an unrealistic option. For all of these reasons, then, discussions about altering Dana-Farber’s clinical model had already been broached even before the overdose occurred.26

			In the late summer of 1995, the review panels that had been assembled in the wake of the overdose presented their findings to the trustees. Both the internal and external panels were united in their condemnation of Dana-Farber’s inattention to its clinical enterprise.27 Emblematic of the problem, according to the reports, was the fact that several senior leadership appointments had been made without due consideration for clinical expertise—the president was a PhD scientist with no experience in medical management and the physician-in-chief, although an MD, had spent his entire career in laboratory science. The panels pointed to the absence of a director of nursing, a position unfilled since November 1994, as an example of leadership’s inattention to clinical needs. The popular press latched onto this idea: columnists wrote about the overdose as an expected consequence of clinically inexperienced scientists attempting to run a hospital. One went so far as to say, “It’s obvious that Dana-Farber is more interested in research…than patient care.”28

			How did Dana-Farber, with its deep bench of brilliant and well-meaning staff, arrive at this dismal state of affairs? In part, it was an unintended legacy of the institute’s founder, Dr. Sidney Farber. Dr. Farber is justly celebrated for establishing the tradition of combining clinical care and research in order to improve the lives of cancer patients. At the same time, though, he had strong isolationist tendencies. In particular, he had a vision for carving out pediatric oncology from the rest of the clinical activities at Boston Children’s Hospital in order to create the Children’s Cancer Research Foundation (CCRF), which, although still affiliated with Boston Children’s, would be independent. The CCRF had its own patients, its own beds, its own faculty, and, importantly, its own money. Farber thought that the CCRF’s primary focus should be on its outpatient clinics and that there ought to be little room in the budget or the floorplate of a cancer center for a true inpatient service. Farber was highly skilled at outpatient care and he developed what many considered to be one of the best pediatric clinics in the world, which he housed in the Jimmy Fund Building, named for the charity that supported his work.

			When the National Cancer Act of 1971 provided funding for the creation of regional comprehensive cancer centers, Farber led the effort to expand the CCRF to include adults who had cancer, creating the Sidney Farber Cancer Center, the precursor to Dana-Farber. He also spearheaded planning for the new Dana Building. Several of the oncologists who cared for adults lobbied for inpatient floors. Despite his aversion, Farber reluctantly acceded to their request only because he thought they would be low-risk chemotherapy infusion areas for adults who might need several hours or, rarely, an overnight stay to receive their treatments.29

			Over the next decade, however, as cancer care became more complex and cancer patients became sicker, this model was no longer tenable—the risks to patients were too great. Medical interns and residents who staffed the inpatient beds in the early 1980s were scared witless from the moment they walked into the Dana Building. If a patient required emergency medical intervention—cardiac resuscitation, for example—anesthesiologists and surgeons would have to run to the Dana Building from Brigham and Women’s Hospital, a good ten-minute sprint. And if the patient needed critical care or surgery, the staff would have to call an ambulance to transport the patient across the three hundred yards separating Dana-Farber from Brigham and Women’s. Like the economic challenges, the patient safety problems created by Dana-Farber’s inpatient beds had been acknowledged prior to the overdose but not acted upon.

			Now, however, as the trustees began their quest for a new president, they knew that they had to find someone—a physician, this time—who not only understood hospital finances, but also had a track record of prioritizing patient safety. Given Dana-Farber’s preeminence in research, the new leader would have to appreciate science, too, and be enthusiastic about supporting it. And whoever they chose had to bring to Dana-Farber a personality that could inspire a deeply shaken and demoralized workforce. Plus, the decision had to be made quickly—there was no time to perform the usual prolonged international search. Of course, the quickest route to choosing a new president would have been to identify a qualified internal candidate, but that was out of the question. Fairly or not, any insider would carry a taint of complicity with the very culture that had gotten the institute into this mess. The new president had to be an outsider.

			As the trustees mulled these considerations, a consensus began to form around offering the position to David Nathan. Nathan was a known and valued commodity in several respects. Trustees with long memories were aware of his work as chief of the Division of Hematology and Oncology at Children’s Hospital and Dana-Farber, where he oversaw a superb clinical service and had run the world’s foremost training program in pediatric oncology. Even more trustees knew him from his later service as physician-in-chief at Children’s Hospital, where he had enhanced its overall clinical and research activities.

			Despite Nathan’s track record, the trustees were well aware that he was, in many ways, an unlikely choice. First, although he had trained in internal medicine and was a board-certified internist, Nathan had long since become a pediatrician and had not participated in the care of an adult in decades. Of course, Dana-Farber did have a vibrant pediatric oncology service—Sidney Farber’s old Jimmy Fund Clinic—but the scale of its activity was minuscule compared with the adult oncology practice. Second, the overdoses and the safety deficiencies that caused them were the result of systems failures in a hospital, an operational environment where Nathan had little administrative experience. Although he had run the largest clinical department at Children’s Hospital, Nathan’s role was an academic one, focusing on training residents and recruiting and developing faculty. He had no experience overseeing the operations of a hospital: nursing, dietary, billing, human resources, maintenance, and so much more—an endless list of critically important functions. Third, Nathan was not an oncologist; he was a hematologist. His last exposure to cancer patients had been in the 1950s, when he cared for children with leukemia at the National Institutes of Health, an experience so traumatic that Nathan swore he would never give anyone chemotherapy again. But the problems at Dana-Farber had occurred on its cancer service, so a trustee might reasonably think that the institute would benefit from someone experienced in the proper administration and oversight of cancer care. Finally, David Nathan and Sidney Farber, both strong-willed leaders, had very different views about the way children with leukemia should be treated. This made them fierce combatants right up to Farber’s death in 1973. It was hard to imagine anyone less likely to have been endorsed by the man whose name graced the institute. Despite these many caveats, Nathan’s candidacy survived because the trustees also knew that he was strong-minded, smart, and fair.

			Importantly, a few trustees, including Dick Smith, the recently retired board chair and one of the godfathers of Dana-Farber Cancer Institute, knew Nathan socially. In fact, the Nathan and Smith families had been friendly, and David and Dick had grown up in the same neighborhood. In a show of preadolescent generosity, Dick and the other neighborhood boys occasionally let David play football with them even though he was a few years younger.30 This connection is an example of how important the relationships among the upper middle-class Jewish families of Boston were to Nathan’s career. The constituents of this demographic who aspired to stature in the academic and social worlds of Boston, especially the Harvard-related ones, formed a mutually supportive community of sympathetic individuals who were civic-minded, generous, and highly ambitious. They felt that they could achieve their greatest collective good by promoting those within their circle who were capable of skillful leadership. Placing such people in key positions would enhance the status of Boston’s Jewish community while ensuring that important institutions in the city would be managed for the benefit of all.

			Dick Smith and David Nathan were deeply embedded in this tradition. Smith had known Nathan for decades and was convinced that he was the right person to be Dana-Farber’s next president. Smith encouraged his successor as chair of the board, Gary Countryman, CEO of the insurance giant Liberty Mutual, to meet with Nathan. Well before the overdose, Countryman had grown frustrated with Walsh’s waffling about the disposition of Dana-Farber’s inpatient beds—should they stay in the Dana Building or be moved the Brigham—an uncertainty he ascribed to Walsh’s inexperience in hospital administration.31 In searching for Walsh’s replacement, Countryman was now looking for someone who could be decisive about this and other matters. Countryman was immediately sold on Nathan during his interview when, in response to the question of what he would do with the inpatient beds, Nathan answered without hesitation that they would “have to go.” After so many years of indecision, this straightforward declaration was a relief.

			Smith and Countryman had their man. They liked the fact that Nathan was self-assured and had faith in his own judgment, traits that they thought would improve morale and get the institution moving again. In Nathan they saw an experienced leader both in clinical and research realms who was widely admired—at least, supporters outnumbered detractors by a considerable margin. Finally, Nathan knew Harvard medicine thoroughly so there would be no learning curve in dealing with political issues at the medical school and the university.

			Countryman recommended Nathan to the Executive Committee of Dana-Farber’s board, which, after an hour of deliberation, voted to offer him the job. Dick Smith was given the task of making the actual offer, so he called Nathan and asked him to his home in Chestnut Hill, a tony Boston suburb. Nathan was startled by the call, coming as it did on a Sunday morning, and decided that he had better make the drive across the Charles River from his own home in Cambridge. Soon after he arrived, Smith went right to the heart of the matter and asked Nathan if he’d be interested in becoming the next president of Dana-Farber. Nathan did not answer immediately. He hesitated because, at age sixty-six, he was about to step down from his position as physician-in-chief at Children’s Hospital, in fulfillment of a longstanding pledge to his wife, Jean, that he would transition to semiretirement. He had promised her that his new life would include a bit of clinic and laboratory work but
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