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For Rosemary, first, last, and always.






INTRODUCTION


AT MY DINING-ROOM TABLE, the glow of two flickering candles illuminates the photograph of a beautiful young woman. In the image she is thirteen years old and sitting attentively at a polished wooden desk. Her skin is coffee brown, her eyes bright and searching, and her dazzling smile and gentle expression hold the promise of a limitless future.

The picture was taken in an Ethiopian village called Yetebon, about a three-hour drive south of Addis Ababa. I was there in 2002 with a delegation of business and philanthropic leaders who support Share Our Strength, the anti-hunger organization my sister and I founded in 1984 following one of Ethiopia’s most devastating famines. We started the organization with the belief that everyone has a strength to share in the global fight against hunger and poverty, and that in these shared strengths lie sustainable solutions.

Project Mercy is a U.S.-based nonprofit that seeks to educate and supplement healthy lifestyles for impoverished  communities around the world. Its first and main campus is located in Yetebon, where Project Mercy had built schools and kitchens and helped to plant community gardens. In the wake of a famine, the group was in the midst of a new construction project—a hospital. Share Our Strength had gone to Yetebon to partner with Project Mercy and to generate more awareness and resources for its work.

At one point in our trip, a few of us stepped into an English class in the Project Mercy campus school. The teacher asked one child after another to stand and tell us what they wanted to be when they were older. After each child had spoken, and after I had thanked the class for allowing us to visit, one girl said something so quietly that I could hardly hear her. She was the only person who spoke without being called upon. I walked over and knelt down to ask her what she had said. She repeated so that I could hear it: “God bless you.”

Like any child, she was shy, but unlike many she did not look away. Something about her presence set her apart. She told me her name. I asked her to write it down for me so that I would know the correct spelling. She searched her notebook for an empty space and carefully formed the letters of the English alphabet she had learned in school, writing “Alima Dari.”

We talked for five or ten more minutes. I told her where we were from and why we’d come to visit. I complimented her on her English. She told me about her brothers and about her walk to school, and where her family lived.

Eventually, I rejoined the Share Our Strength group to tour the cattle shed, the gardens and kitchen, and the partially built hospital. When finally it was time for us to leave, all of the children, hundreds of them, lined the road from the school to the main gate. As I walked toward them, I scanned the faces for Alima’s. There were close to three hundred children, standing three rows deep. It should have been impossible to find her. In fact I soon realized that it was impossible not to find her. She beamed at me, and I waved and yelled “Alima!” I reached across the first row of children and we shook hands again.

On my way back to Addis Ababa, and to the United States, I asked myself why one young woman among so many had made such an impression on me. I didn’t fully understand it then, nor do I claim to understand it now. I just knew that it moved me. I was simply delighted to have met Alima. I was struck by the sense that anything was possible for her—or for anyone who was so ready to live life to the fullest. From that day forward I followed her progress. For a little over a year we exchanged letters. I received pictures of her reading her graduation speech. I have had many different experiences in my travels for Share Our Strength, but never have I connected with anyone quite the way I did with Alima.

The following summer, when my colleague Chuck Scofield returned to Ethiopia, I gave him a handwritten letter to deliver to Alima. Though Chuck and I keep in close touch, I didn’t hear from him for weeks. Then one morning I received this email:
Dear Billy, I have not called because I have been avoiding sharing bad news that I learned with regard to Alima. She died a couple of months ago as a result of TB and cerebral malaria. All at Project Mercy were and are extremely sad about losing such an amazing person. Evidently the hospital in Butajira only treated the TB without realizing that she had the most deadly form of malaria. By the time they got her to the hospital in Addis it was too late. I hate like hell to share this news with you.





I was stunned. I have often been moved by the work Share Our Strength carries out. The organization has frequently worked in difficult circumstances in the aftermath of tragedy and disaster. But this was the first time in nearly two decades that I’d felt a sense of loss that touched me personally. It was the first time I’d experienced the brutal impact of poverty and disease on someone I knew and whom I had come to care for. This one small catastrophe had taken place not in a ravaged landscape but, ironically, in a setting of optimism and hope. With all the new building and progress at Yetebon, it was cruelly incongruous that Alima should have died.

It is tempting to describe Alima’s death as senseless, but in a terrible way it makes perfect sense. Nearly 3,000 children die from malaria every day, almost 1 million each year. Malaria is the leading cause of death for children in Africa. Global spending on malaria control at the time of Alima’s death was $200 million a year—a drop in the ocean. Perhaps  Alima’s death was inevitable. Treatment within twenty-four hours of the onset of malaria symptoms is essential. Unfortunately, lack of sufficient funds had prevented the hospital at Yetebon, a short walk from Alima’s classroom, from being finished before she contracted malaria. Although Yetebon now has its hospital, many African towns and villages do not.

Such thoughts swirled in my head in the wake of the news about Alima. They were somewhat despairing. In time, though, I became convinced that Alima’s short life was long enough to show that action and inaction each have consequences, that lives hang in the balance when it comes to the generosity and commitment with which we pursue our work. It was long enough to make me aware of the fact that Alima and her classmates were among the most voiceless beings on the planet. Children in their situation around the world are so nearly silent and invisible that there is no economic market for delivering to them the basic goods and services that we take for granted and that they desperately need just to stay alive. Given the huge up-front investment that drug and vaccine development require, there’s no profit to be found on a continent where people—potential customers—earn less, on average, than $2 a day. When economic markets fail, the gap is sometimes filled by political markets, or governments responding to a need. When economic and political markets both fail, as they have failed Africa’s children, only charity or philanthropy remain as a last resort.

While I was thinking about the lessons that Alima’s life signified, I began to wonder who, in the developed world,  might be trying to help children like Alima and her classmates. Was there anyone dedicated, determined, or driven enough to want to try to cure a parasitic disease like malaria, which ravages not New Jersey and California but countries and peoples continents away, who have neither the money to pay for treatment nor the ability even to ask for it? Was there anyone who was possessed by the idea, as I had become, that malaria had to be defeated?

Victory in such a battle does not come easily. Drug and vaccine development requires a huge amount of investment in both time and money, and even those who have both must overcome an incredible number of obstacles.

It was in 2004 that I first began to really think about the teams of researchers working on the malaria vaccine and the specific hurdles facing them. The more I learned about the nature of the disease, the more I realized that conquering it would take more than just time and money, more even than a sense of purpose and persistence. It required a moral vision and imagination: a person or a team stubbornly dedicated to the idea that no child’s death should ever be ignored as “inevitable” or “senseless,” and abundantly blessed with practical wisdom to tackle a problem that has baffled others.

I asked myself what kind of people, with what qualities of character, would take on a challenge as daunting as climbing Mount Everest was before Tenzing Norgay and Edmund Hillary, or walking on the moon before Buzz Aldrin and Neil Armstrong. Ending malaria may be less visually dramatic  than a moon landing, and the beneficiaries—people like Alima’s classmates—are less conspicuous. That’s exactly why it takes a very unusual person to take on a challenge like this one.

But beyond that, the quest for a malaria cure became emblematic for me of humanitarian endeavors in general, especially those that presented such huge challenges that success had eluded us time and again. The more I discovered about malaria research, the more I became convinced that it held clues to how any quest of this magnitude, with so many attempts and failures behind it, could finally succeed. And the more I looked for answers, the more I came to believe that it is the character of the people doing the work that is the key. Their methods can be baffling and surprising, and sometimes they can even be unreasonable. They are different from the rest of the crowd. And I wanted to understand how they were different.

This book is inspired by Alima’s memory. But beyond being a celebration of her, it is a tribute to the quest undertaken by a small number of heroic idealists. It is a tribute to the imaginations of unreasonable men.






CHAPTER 1

WHEN GOOD IS NOT GOOD ENOUGH

Federal officials announced today that scientists had cleared the last major hurdle to development of a vaccine against malaria. . . .

. . . It should now be possible [officials and scientists] said, to mass produce a vaccine that will stimulate immunity against at least one stage of the major form of malaria.

M. Peter McPherson, administrator of the Agency for International Development, expected that a vaccine would be ready for trial in humans within 12 to 18 months and widely available throughout the world within five years.

—Philip M. Boffey, “Malaria Vaccine Is Near, 
U.S. Health Officials Say,” New York Times, August 3, 1984

 



 



 




IN THE FALL OF 2009, I was invited to speak at a gathering of foundation and nonprofit CEOs from Massachusetts. I’ve spoken to many such groups over the years, usually about nonprofit effectiveness and strategies for reaching scale and sustainability. This was different, a setting unlike any I’d  encountered, as was the theme I was asked to address. It became a turning point in my thinking about the ingredients needed to succeed at the kind of work in which we engage.

The invitation came from the Pucker Gallery in Boston, which was showing the work of a renowned potter, the late Brother Thomas Bezanson. His pottery includes tea bowls, vases, and large decorative plates known for their elegant glazes. His work has been collected by the Metropolitan Museum of Art, Boston’s Museum of Fine Art, the Smithsonian’s Renwick Gallery, and many other prominent institutions.

I know little about pottery and ceramics and had never heard of Brother Thomas. But the gallery owners, Bernie and Sue Pucker, are active in Boston’s philanthropic community and we had mutual friends and interests. They asked me to speak on the connections between the spirituality of Brother Thomas’s art and spirituality in social justice work. It was virgin territory for me, requiring more than the usual amount of preparation. I visited the gallery several times to learn more about Brother Thomas and his work.

I prepared my talk at the same time I was working on this book. Science and pottery might seem to have little overlap, but what I was finding most exciting in my research for the book were the qualities of character and entrepreneurial strategies that led to discoveries and breakthroughs. They had relevance beyond any single project. They were pertinent to my own life’s work of trying to end hunger and to a plethora of seemingly impossible-to-solve issues, such as climate change, education, human rights, and health care. Such qualities  and strategies are not always as obvious and familiar as the more concrete external resources we reflexively seek, such as money, technology, expertise, and political support. But that doesn’t make them less essential. Like diamonds deep beneath the surface, their scarcity and invisibility make them all the more valuable to capture and bring to light. As Antoine de Saint Exupery’s fox said to the Little Prince, “what is essential is invisible to the eye.”1


Character qualities are especially critical for tackling problems that affect people so politically and economically marginalized that there are no market incentives for solving them. My dozen years on Capitol Hill and in presidential politics, and quarter century in the nonprofit sector, taught that those problems seem never to go away and are the toughest of all to solve: poverty, disease, ignorance, inequality. Traditional approaches always fall short. People who devote their careers to such problems are simultaneously admired and dismissed as idealists. In the absence of a new way of thinking, the frustrating cycle of finding and allocating hard-won resources, whether public or private, toward problems that resources alone can’t solve, futilely continues.

Such pathology is discouraging to the increasing number of people who desire to make a difference. They want to give something back, but are not sure how to do so most effectively. The nonprofit sector is growing rapidly and is increasingly diverse. But it seems perennially hobbled by shortages of money and talent and by old traditional ways of doing things. Too often, good intentions stand in for  transformational thinking and disciplined strategy. Many well-meaning organizations, efforts, and movements fail to live up to their full potential.

But what is full potential? And how can we discover it? Here, the detour of trying to understand Brother Thomas through his art was profoundly revelatory.




GOOD IS NOT GOOD ENOUGH 

To read the basic biographical facts about Brother Thomas Bezanson, you’d think he’d lived an ordinary monastic life. He was born in Nova Scotia in 1929, graduated from the College of Art and Design there at the age of twenty-one, and then earned a degree in commerce from St. Mary’s University in Halifax. He’d entered the Benedictine Monastery in Weston, Vermont, by the age of thirty, and earned a doctoral degree in philosophy at Ottawa University in 1968. Brother Thomas became artist-in-residence with the Benedictine Sisters in Erie, Pennsylvania, in 1985, and he died, at the age of seventy-eight, in 2007.2


But Brother Thomas was far from ordinary. His work has appeared in dozens of public exhibits in some of the most prominent museums in the world, as sought after today as it was during his lifetime. And then there is this curious fact: Of the first 1,200 pieces he created, Brother Thomas broke 1,100, a ratio he adhered to throughout his life. He routinely destroyed hours’ and days’ worth of solitary creative effort and disciplined craftsmanship.

Brother Thomas lived by a unique set of standards. Even when his pots were good, they were not good enough, begging the question: Not good enough for whom? Would the flaws even have been noticeable to anyone but himself? Yet, no matter how good they may have been, they were not good enough for Brother Thomas. As much as others may have admired them, they did not represent the version of himself that he was determined to express. They were not true to what he believed to be his highest potential.

It’s not that Brother Thomas was aiming for perfection—he was wise enough to know that is unattainable. But he was aiming for the best possible. What distinguished him from his peers, and what accounted for his success, was a more expansive vision of what could be accomplished. Impractical was not a disqualifier. Nor was inconvenient, expensive, or extremely labor-intensive. These were merely obstacles to be worked around or run over. They rendered his quest more difficult, but in no way altered the reality of what he knew to be within reach.

Most important of all, he was not just aiming for the best possible but was holding himself accountable to the highest of standards. In an essay in Creation Out of Clay, a collection of his art and writings, Brother Thomas wrote: “If I were a pottery manufacturer, then losing half of my work would be madness. . . . To be unfaithful to my own inner vision of what is beautiful-to-me would be the beginning of an inner lie . . . that would soon render my work inauthentic.”3


Extensive photos documenting Brother Thomas at work show a man, not surprisingly, as physically strong as he was mentally tough and determined. Large, round, black-rimmed glasses are all that soften the Zeus-like look bestowed by a large and long head, thick tight curls of grey hair, and a speckled full beard. His powerful hands shape the clay into the most delicate-looking vessels, at times so lathered in wet clay, and so sturdy in appearance, that it is hard to tell where his flesh ends and the pot begins.

Working with little else but those hands, and occasionally a stick or knife, Brother Thomas produced a stunning range of art. A fire burned within that was every bit as intense as the fire in his workshop’s kiln. And he put it to the same use: hardening his determination to work according to his own vision, no matter what others might have thought.

For Brother Thomas, good was not and never would be good enough. It’s an admirable, even inspirational, philosophy. But it might be better suited to the monastery than the marketplace. Breaking 1,100 of every 1,200 pots could also be interpreted as stubborn, eccentric, unrealistic, or unreasonable.

“Good but not good enough” implies a restless and relentless push for more, a refusal to accept what others accept. It borders on hubris that nearly disparages the ease and comfort most of us are content to seek and embrace. But aren’t these qualities often embedded somewhere in the foundations of great achievement? Aren’t they always?

In the DNA of every great and worthy breakthrough is a gene encoded with the instruction that good is not good enough. It is not only in Brother Thomas’s pottery: It was also in Joe DiMaggio’s swing of a bat. It is visible in the ceiling of the Sistine Chapel and audible in the strains proceeding from Yo Yo Ma’s cello. It was evident in Rosa Parks’s belief that a seat in the back of the bus was not good enough, and her refusal to accept one. It prevailed in NASA’s determination to reach the moon and Gandhi’s determination that India reach independence.

It would be easy to confuse this quality with a classic work ethic, the kind that leads a Boy Scout to an Eagle badge. However, good but not good enough is not just about practicing longer, working harder, or being more competitive. Instead it is a deeply intrinsic drive to achieve what others have dismissed as unachievable, or have simply not been able to even imagine. It’s a drive powered by internal vision and compass and indifferent to external expectations, conventional wisdom, skepticism, or even ridicule. It demands a willingness to take risks that often seem unreasonable right up until the moment they succeed.

Eradication of the threat of malaria throughout the world is the kind of challenge that demands unreasonable imagination, a willingness to break a lot of pots before expecting a solution.

The audacious goal of saving the lives of nearly 1 million children a year—the number currently dying from malaria—will require new breakthrough thinking, considering the half  century of high but continually shattered hopes in the history of malaria eradication efforts. Brilliant research by dedicated scientists across the globe has taken place over the past fifty years, most of it against the backdrop of the incremental progress that was believed to be all that was possible at the time. And yet the problem persisted, with the number of malaria cases actually rising instead of falling around the world.

What was needed in the seemingly quixotic quest to create and manufacture an effective vaccine for malaria was the stubborn conviction that what could be accomplished was greater than what anyone else in the field had thought possible. Good was not good enough.

Many of those pursuing social change have reached a similar place—a place where incremental progress has led to a frustrating plateau. And then along comes someone who decides to turn the old methods upside-down and do something different. Whether with hunger, health care, housing, schools, or any of dozens of other issues, a dividing line has grown ever brighter: On one side are the many efforts to ameliorate the symptoms of a problem; on the other are extraordinary efforts to attack the root causes and eradicate it altogether. That line marks the difference between those content to stand on good intentions and those willing to risk a public commitment to a specific, often ambitious outcome.

Wealthy donors, foundations, and others are increasingly gathering on one side of that line. It is creating a sea change in the conduct of philanthropy and explains why  there is so much emphasis today on more focused investing for impact, strategic management, and technical assistance; measurable outcomes and greater transparency; and the scaling of evidence-based programs. From small family and community foundations to massive institutions like the Kellogg and Ford foundations, there is long overdue reorientation and refocusing underway founded on the impatience that accompanies the idea that good is not good enough.

Share Our Strength went through just such an evolution in thinking and strategy, which gave me a firsthand perspective of what is involved. We had to establish a priority: Was it to feed hungry people, or to address the root causes of what made people hungry and try to eradicate them?

The urgent and immediate needs of people who are hungry often overwhelm the more ambitious target. When you look into the eyes of those who are suffering, whether from sickness, cold, or hunger, or just because they lack opportunities enjoyed by the rest of society, it can sound callous to say, “Sorry, I’m devoting my energy to attacking the root causes of your suffering, but unfortunately can’t address your suffering itself.”

Share Our Strength began in 1984 as a grant-maker and for many years funded hundreds of anti-hunger organizations across the country and around the world, awarding more than $100 million in grants by 2010. We didn’t compete for existing philanthropic dollars but brought new resources into the community. We funded the operating expenses of organizations that no one else wanted to fund.  We were nonbureaucratic, reliable, and loyal to those we funded. We received great press for our work as well as awards and recognition. Everything we did delighted everyone—except ourselves. We got to a point where we didn’t want to just feed people. We wanted to end hunger. And that required an entirely different approach.

As we thought about how to pivot and achieve that goal we heeded the advice of social science writer Jonathan Kozol, who said that one should “pick battles big enough to matter, but small enough to win.” The battle to end childhood hunger in the United States was just such a battle. Kids in America aren’t hungry because there isn’t enough food but because they lack access to public food and nutrition programs, and that’s a solvable problem. But it meant that, like Brother Thomas, we had to break a lot of our own pots. We had to confront the notion that good was not good enough. It was not sufficient to please other nonprofits, reporters, politicians, or even funders. We had to achieve the best version of ourselves that we could be. We had to work differently.

After extensive research, we decided to hold ourselves accountable to the specific goal of ending childhood hunger by 2015. We invited many of our colleagues to join us. Not all of them were in favor of such a strategic change. At a meeting we convened of about fifty organizations, many of whom we worked closely with and funded, nearly all opposed the proposal at first. They raised questions about how we would measure progress, how we would fund such an effort, and what would happen if we failed.

Mostly, they were uncomfortable with being held accountable for specific, measurable, ambitious outcomes. Many had found satisfaction and rewards in doing good work and did not want to risk losing that. It took three years, but most eventually came around. Some of that was due to our persuasion, but much of it was because the times were changing. Other institutions were changing as well. President Obama adopted the goal of ending childhood hunger by 2015. Prominent governors asked Share Our Strength to bring our strategy to their states. Funders who had not previously supported Share Our Strength came to the table for the first time. We left some broken pottery on the ground, but that’s something we all must challenge ourselves to do.

What we are attempting in our ongoing quest to end childhood hunger, and what Brother Thomas did with pottery, requires a shift in the way we think about what is possible. And it’s the same shift that is occurring in the scientific labs of visionary malaria researchers. In this book, we will visit those labs and follow the work of one researcher, Stephen Hoffman of Sanaria labs, in particular. Hoffman and the vaccine he is relentlessly pursuing may be not only our best hope for eradicating malaria, but also our best modern example of how imagination, even in its most unreasonable forms—especially in its most unreasonable forms—can lead to breakthroughs.

This book is about more than these scientists—or even their work—because anyone who aspires to make a breakthrough and do what has never been done before can learn valuable lessons from their example.




MOST FAILURES ARE FAILURES OF IMAGINATION 

Whether in art, science, technology, or social activism, when there is failure, we often perceive and understand it as a failure of talent, strategy, planning, financial resources, or even execution. But those are not really the reasons most efforts fail. Most failures are failures of imagination. This is especially true for the seemingly intractable problems that have plagued us for decades, if not centuries. Albert Einstein said that “the specific problems we face cannot be solved using the same patterns of thought that were used to create them.” Breaking out of those patterns demands a transformative, imaginative leap.

Examples of such triumphs of imagination are too few, but where they exist they are powerfully convincing.

The Institute for OneWorld Health in San Francisco is, more than anything else, a triumph of imagination by a former Food and Drug Administration official named Victoria Hale, who saw that a pharmaceutical firm could be structured as a nonprofit, released from the responsibility to maximize shareholder value, and made capable of accepting donated intellectual property from others. She essentially “took profit out of the equation” in developing and manufacturing medicines needed by the world’s poor.4 As a result, the institute, her brainchild, helps to actually create markets for drugs for neglected diseases. Established in 2000 as the first nonprofit pharmaceutical company in the United States,  and now backed by more than $40 million from the Gates Foundation, it has created a new model for improving global health.

Teach for America, now the top employer of Ivy League graduates in the United States, was a triumph of imagination by a Princeton senior named Wendy Kopp in 1989. Kopp believed that the best students from the best universities would be willing to at least temporarily forgo careers in law and banking to teach in some of the most underserved schools in the country upon their graduation. There were countless obstacles to putting such a plan into action, ranging from the logistics of recruiting and training teachers to the resistance of teachers unions. But they were all surmounted by Kopp’s imagination. Today, Teach for America has 7,300 current members teaching in thirty-five urban and rural areas. They impact 450,000 students annually, and nationwide there are more than 17,000 alums, including founders of charter schools, high-school principals, and school superintendents.5


The Harlem Children’s Zone is a triumph of imagination by Geoffrey Canada, who conceived of the idea that some of the nation’s poorest children should be surrounded, starting in utero, by a safety net woven so tightly that they would not be able to slip through it. Canada was president and CEO of a nonprofit called the Rheedlen Center, an organization that had been helping Harlem’s children since 1970. But he was driven to do more, and in 1997 he launched a new initiative. By creating an interlocking network of services in a twenty-four-block area of Harlem, he wove that safety net, and the  Harlem Children’s Zone was born. Children are testing at or above grade level on standardized tests and breaking the cycle of generational poverty as they graduate and enter the workforce. The effort has grown to encompass ninety-seven city blocks, and all the services are provided for free.6


Overcoming failure of imagination can be an enormous challenge. In some fields—including the nonprofit sector—the failure of imagination has become routine. In some ways, it is culturally ingrained thanks to severe and debilitating resource constraints. But imagination cannot be bought and installed like the latest software, or taught in an MBA program. Nor can it be inculcated into an organization by expensive consultants. There are no metrics by which it can be measured. That makes it easy to dismiss it as a “soft” resource, something that is “nice to have,” rather than the “must have” hard currency that is needed to conquer seemingly intractable problems.

Though imagination cannot be purchased, there are ways to purposefully create a culture that acknowledges the primacy of imagination in reaching breakthrough solutions. This can be done by constantly challenging the conventional wisdom and even the most longstanding assumptions. It can be done by asking hard questions about what is possible, even if such questions seem naïve, and by rewarding risk and not penalizing dreamers.

Imagination can be nurtured and elevated by properly funding R&D—which is often considered a luxury—as if it were a necessity, because it is. And it can be stimulated by  forcing those in an organization, from the senior leadership on down, to get out from behind their desks and venture into places where their imaginations will be stimulated by bearing witness to people and places very different from themselves.

Sun Tzu, the ancient Chinese military strategist who wrote  The Art of War, said that every battle is won or lost before it is fought.7 Similarly, every effort to change the world journeys toward its destiny on a path determined by what can be imagined. Not believing that we could end childhood hunger was a failure of imagination, and it distorted and undermined the way in which the anti-hunger community went about its work for generations. Not believing that malaria could actually be eradicated was a failure of imagination that distorted and undermined the way the malaria community went about its work, until someone leaped unreasonably over the hurdle.




IRRATIONAL CONFIDENCE: THE VISIONARY’S DILEMMA 

These two strands of belief—that good is not good enough, and that most failures are failures of imagination—when woven together, are held fast by the glue of unshakable belief in oneself. It is old-fashioned advice, this notion of believing in oneself, the stuff of commencement speeches and testimonial dinners. But in certain circumstances, continuing to believe in yourself and your calling, even against all odds, can be determinative. The bigger one’s dreams, the more tangible and important such belief becomes.

The visionary’s dilemma is that the bigger the goal or aspiration, the bolder and more audacious the plan for attaining it, and the more skeptics and cynics there will be. The dilemma is particularly pernicious because it persists and compounds. The more the visionary pushes and pursues, the more the establishment interprets this as a sign of fundamental instability, conveniently justifying its initial opposition. Concerns about the idea are compounded by concerns about the idea’s propagator. Establishments are threatened by visionaries, especially when, as often happens, a visionary’s approach suggests that the solution has been hiding in plain sight all along, notwithstanding the phalanxes of bright people who have dedicated their entire careers to more conventional approaches.

The status quo yields not an inch of ground without a fight. The establishment always has the advantage of money, credibility, respect, prestige, familiarity, and political support. Just as a daring quarterback’s consistent effectiveness all but invites the defensive line to blitz, the visionary has to expect the pass rush and hold his or her ground.

So a visionary’s best defense to the dilemma is not only having a thick skin, but having reservoirs of self-confidence as well. Because when those invested in the status quo feel threatened, they chip away at not only the upstart’s ideas, but also his or her motives and character. Just as big trucks require big wheels, and tall buildings require deep foundations, people with big dreams need a large reservoir of self-confidence to maintain their balance and go forward. It  helps if friends and family can be depended upon to help fill it.

I don’t think it’s an accident that many of the people profiled in the story of the pursuit of a malaria vaccine are directly supported by family members such as spouses and sons and daughters. The original discovery of a potential malaria vaccine in 1968 was by the husband-and-wife team of Victor and Ruth Nussenzweig, who even today, in their eighties, share a lab at New York University. Their discovery was the genesis of future work pursued by several other husband-and-wife teams, including Steve Hoffman and Kim Lee Sim in the United States, as well as Pedro Alonso and his wife Clara Menendez in Spain and Africa. Inherent in such familial couplings is a support system, a kind of anchor that helps such people weather the inevitable storms. Standing alone against the multitudes requires a degree of belief in oneself that simply surpasses the rational.




THE IMAGINATIONS OF UNREASONABLE MEN 

The three philosophical underpinnings of breakthrough thinking described above—(1) that good is not good enough, (2) that most failures are failures of imagination, and (3) that irrational self-confidence is essential—are not by themselves a solution for our toughest problems. They are not even a shortcut to such solutions. But they are the necessary architecture for solving them, the underpinnings without which most efforts will falter. 


Just look around. We are surrounded by the monuments of men and women who failed to recognize the stop signs along their journey to solving a problem or creating something new.

As Dan Pallotta, founder of the ambitious and wildly successful AIDSRides, bicycle rides to raise funds for AIDS service organizations, once said to me: “Don’t you suppose someone must have argued to Henry Ford: ‘But that’s crazy—you’d have to build these gas station places all over the country and pave these incredibly long roads.’” Great imaginations are almost always unreasonable, but they almost always triumph in the end.

Most of us won’t cure malaria or invent the next automobile. So why are these elements of breakthrough thinking important in our own lives? Can they apply to each of us? They do if we believe that the organizations, communities, and world of which we are a part can do better. They are important if we’re frustrated with the slow and incremental pace of social change, or if we wish to play some small role in lightening the suffering and struggles of those less fortunate with whom we share this planet. They are the qualities that allow some people, gifted with great vision, to insist that, rather than taking the reasonable approach of adapting to the world, the world, in George Bernard Shaw’s words, must adapt itself to the unreasonable man.





CHAPTER 2

WHATEVER IT TAKES

Researchers at Edinburgh University’s Institute of Cell and Molecular Biology have isolated part of a protein which allows [malaria] to become resistant to new treatments. . . .

Professor Malcolm Walkinshaw, of Edinburgh University, said: “We can now use this protein structure to design a new generation of drugs which makes it possible to overcome resistant strains of malaria.

“People have studied this protein for a long time, but until now, no one has been able to determine its detailed structure. This is a real breakthrough.”

—BBC News, “Malaria Treatment Breakthrough,” 
April 22, 2003

 



 



 




STEVE HOFFMAN IS A DOCTOR who wants to develop a vaccine to prevent malaria. If it works it will save the lives of millions of children. If it doesn’t, he will find company in the ranks of countless others who have gone before him, tried, and failed. And millions will continue to perish in an agonizing death.

While there are vaccines for bacteria and viruses, there has never been a vaccine for malaria, or for any parasitic disease.

The reasons are both scientific and political. The parasite is complex, elusive, and even brilliant, in an evolutionary sense. And most of those whom it infects are so voiceless, vulnerable, and marginalized that there are no markets—economic or political—for serving them or solving the problems they face. They are victims not only of malaria but also of chronic political laryngitis. And their condition persists not because of the paucity of solutions, but because they have no political voice. Society has not been fully persuaded to pay for solutions that already exist. Nor are there many who are willing to share in the sacrifice of time and money that would be required to sustain those solutions and take them to scale.

Instead their fate depends not on traditional approaches but on an emerging new cocktail of entrepreneurship, philanthropy, and science—stirred by imagination—a cocktail being developed by Steve Hoffman and a handful of colleagues and competitors around the globe.




AN UNSTOPPABLE FORCE 

Steve Hoffman has practiced medicine for more than twenty-five years, but his ambition has required him to wear many hats: that of naval officer, business entrepreneur, research scientist, author, evangelist, employer, fundraiser,  humanitarian, and biotech engineer. He has the necessary personality traits to go with them: brilliant, innovative, confident, arrogant, impatient, stubborn, charming, abrasive, driven, determined, and competitive.

One particular quality dominates all of the others, giving Hoffman’s quest its unstoppable force: He is prepared to do whatever it takes to save millions of children’s lives.

When, in 1980, it meant leaving a comfortable medical practice in San Diego and joining the U.S. Navy in exchange for access to the best research tools, labs, and clinics, a young Dr. Hoffman cut his hair, shaved his beard, and enlisted, shipping out to Indonesia, which at the time hosted our government’s most advanced infectious disease research lab in the tropics.

When, in 1987, it meant testing the safety and effectiveness of a potential vaccine he’d helped develop, Hoffman rolled up his sleeves—or, literally, a sleeve—and let a swarm of mosquitoes drink blood from his arm until they transmitted in their saliva enough deadly parasites to make their way to his liver. That vaccine failed and he proceeded to get violently ill with the chills, shakes, and fever of malaria.

When it meant starting a private biotech company to pursue a vaccine-development approach that every other expert dismissed as impossible, he retired as a navy captain and, in 2003, started the business with his wife and son at their kitchen table, raising the capital, hiring the technicians, and quietly constructing one of the most unusual laboratories in the world to extract microscopic parasites  from the dissected salivary glands of live malaria-infected mosquitoes.

When it meant establishing his authority as an expert with whom others would collaborate and invest, he experimented, researched, and wrote more than 350 papers over the years, becoming the most cited author in the world for scientific articles on malaria.

And when it meant convincing a skeptical scientific community that there was a viable alternative to the better-known vaccine being tested by GlaxoSmithKline, the fourth-largest pharmaceutical company in the world, he packed up his PowerPoint slides and flew to international conferences in Dakar, London, Nairobi, Amsterdam, and countless others cities to stand alone and make the case for his unusual approach.1


Whatever it takes.

But whenever one mentioned Steve Hoffman’s name to his colleagues, those who were accepted as members of the small, dedicated fraternity of tropical disease specialists who had also dedicated their lives and careers to battling malaria, you’d get the kind of silence, stare, or stutter that prompted you to change topics. Eyebrows arched. Heads shook. The skepticism was palpable. Nevertheless, it was leavened with respect and sometimes envy. When someone is willing to do whatever it takes, you never quite discount him. I, for one, was incredibly intrigued.

I first heard Steve Hoffman’s name in 2005 when it was mentioned to me by Dr. Diane Griffin, who chaired the Department  of Molecular Microbiology and Immunology at Johns Hopkins University’s Bloomberg School of Public Health, the largest school of public health in the world, named for its largest donor, New York businessman and mayor Michael Bloomberg. The Oklahoma-born Griffin had been lured there from Stanford University, along with her husband, in 1970. She had become an assistant professor in 1973, an associate professor in 1986, and, eight years later, chair of the department. When she spoke of Hoffman, she almost giggled. That was when I knew I had to find out what he was up to.




“AND THEN THERE’S THIS WILD THING STEVE HOFFMAN IS DOING” 

Griffin’s own specialty has been the measles virus. In May 2001, though, the Bloomberg School received a $100 million gift to be used in the battle against malaria. Dr. Griffin, a well-respected veteran researcher on how viruses create infectious disease, with 275 published papers of her own, was tapped to establish a Malaria Research Institute and to map a strategy and attract the talent that would make it distinctive.

Her work on measles has been impressive. In America, vaccinations keep us safe from measles, but the disease still takes the lives of thousands of children in developing countries. It was Griffin who discovered that the measles virus could suppress the release of the protein Interleuken 12, weakening the body’s natural immunities. This effect makes  measles especially dangerous in developing countries because it leaves children vulnerable to other infectious agents, such as pneumonia and malaria. Her research has led to work on several promising vaccines.

“I’ve always been interested in problems that affect those without a voice,” she explained. “Malaria is very different from AIDS, which affects adults who can organize themselves and lobby.” She is particularly focused on how the fight against malaria has been fought to a stalemate:
The vaccine efforts around malaria haven’t changed for thirty years. They need new input. Even the diagnostic blood smear is the same. And more children are dying from malaria now than died ten years ago. . . .

We believe that there is no magic bullet, and therefore when we got the grant we decided to recruit broadly and tackle the issue at all points. We’ve developed a somewhat unique emphasis on the mosquito, rather than the parasite. Historically, success has always been a result of controlling the means of transmission, which we call the vector. At our first international conference on malaria, which was dominated by vaccine people, many had been so focused on the parasite that they had not heard talk of mosquitoes before.2
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