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  INNOVATION BREAKDOWN

How the FDA & Wall Street Cripple Medical Advances


  Introduction

You’ve heard of stand-up guys. Well, I’m a start-up guy. I’ve spent my entire twenty-five year career working for small company start-ups and “turnarounds” in the biopharmaceutical and medical technology communities. I’ve overseen the development and regulatory approval of three breakthrough medical products. I’ve also raised $160 million in the public markets. My passions are cancer and medical innovation.

Innovation Breakdown—How the FDA & Wall Street Cripple Medical Advances highlights lessons that I have learned over my 25+ years, focusing particularly on the incredible and unprecedented behavior by the U.S. Food and Drug Administration (FDA) as well as the utterly destructive influence of Wall Street’s fast money hedge funds on a promising little company. The victim of that treachery and destruction? MELA Sciences, a small medical device manufacturer that has spent 17 years endeavoring to mitigate the debilitating effects of melanoma, the most aggressive form of skin cancer known to man. Over 150,000 Americans are diagnosed with melanoma every single year, and one American dies every single hour of the disease. That’s a tragic statistic, and for two reasons. The first: it’s always a tragedy when anyone dies. The second: no one should die of melanoma. Why? Because it’s the only cancer you can see coming, and it can therefore be eradicated if it’s caught in time. And that’s what MelaFind, a revolutionary product made by MELA Sciences, can help us do. But only about a hundred and fifty of the machines are in use today, as opposed to the much greater number that ought to be. As a result, more people are dying from melanoma than should be. The real victims of the FDA and Wall Street, in other words, are the patients.

The book includes a collection of first-hand, personal, and tell-all stories about the long and arduous journey MELA took to get MelaFind to market and the innumerable moments along the way when it was nearly derailed. First, the FDA tried to destroy it. When they couldn’t, Wall Street tried. Neither succeeded, but they left the company so wounded that it might not actually survive, alone, in the end. The stories are alternatingly tragic and humorous, fascinating and frustrating. But they all highlight the unnecessary challenges of bringing true medical innovation to the people who need it—the patients. Here’s the bad news: the system is horribly broken and needs to be fixed. But here’s the good news: I know how to fix it.

Innovation Breakdown is much bigger than one product or one person. The story of MelaFind, in other words, is simply the prism through which I hope to advance some broader truths and reveal the pervasive dysfunctions of a system that is supposed to help advance the cause of our collective heath but is actually hindering it.

I wrote this book for several reasons, the most important of which was to sound the alarm about an emergency situation that matters to everyone. And it is this: if a revolutionary device such as MelaFind has to endure what it did in getting to market, there’s almost no hope for those things that are equally revolutionary but also a little more complicated—a list that includes pretty much everything under development. Why is that? Because MelaFind isn’t some futuristic biotechnology technology that does something like analyzing your DNA in real-time in the hopes of telling you about your medical future. It doesn’t require a visit to an operating room, nor, in fact, does it require that you endure even the slightest bit of pain. It simply takes a picture of a questionable mole and gives your dermatologist greater certainty in deciding whether that mole should be removed or not. That’s it. And that’s what makes this story so flabbergasting—if something that is both non-invasive and potentially life-saving had so much difficulty first getting through the FDA and then through the gauntlet that is small-company public market financing, what does that portend for other true scientific breakthroughs that have the potential to help tens of millions of Americans live happier, better, and longer lives? MelaFind is based on technology that’s been deemed good enough to be used in the U.S. Star Wars missile defense program that protects us from enemies outside our borders. And yet a bunch of Washington bureaucrats and Wall Street shysters tried to stop us from using it to protect us from enemies inside our own bodies.

I hope this book can educate the public about the innovation, regulatory approval, and marketing challenges that every medical technology company faces at one time or another. I hope that it will inspire people with its tales of persistence and leadership and also entertain with real-life drama and humor, often in the face of pending doom and certain failure. I hope it will encourage others who have experienced similar treatment at the hands of regulatory agencies and other parts of this broken system to speak out in support of its reform, for that is the only way it can be fixed. But most importantly, I hope it will inform the collective consciousness of both the importance and opportunity of breakthrough medical innovation as well as the alarming threats that it faces. The implications are nothing short of profound: a failure to better foster innovation in this country will have disastrous effects not only on our health but on our economy too.

Part One lays out, quite clearly, the devastation caused by skin cancer, and makes clear the need for something that can better help us detect it when it is curable. It also describes how medical innovation occurs in small companies and details the challenges in moving those start-ups along a course that is anything but straightforward. It addresses issues such as the psychology of inventors and founders versus investors, the challenges of attracting and retaining talent, and the vagaries of early phase product development.

Part Two takes a deep dive into the unlawful actions and cover-ups by the U.S. FDA that had to be overcome in our effort to bring MelaFind to market. That is, to obtain approval of a non-invasive product that saves lives. It is a brutal blow-by-blow account of a public slugfest that forever damaged the company. While the right side won in the end, it was nevertheless a bitter—and important—enough fight that it ended up being chronicled by the country’s major media—the Wall Street Journal, Bloomberg TV, and Fortune magazine.

Part Three explains how the unnecessary and very public battle with the FDA left an indelible mark on the company, a taint that was exploited by nefarious Wall Street actors who then preyed on the company for their own benefit. It details how with a Scarlet Letter on its back and an albatross around its neck, Wall Street’s short sellers and dark pool traders made it impossible for the company to advance the product along the normal, yet time consuming and expensive, course toward widespread use and adoption. That’s a path that every medical innovation must take en route to becoming a medical staple, but it’s also a path along which Wall Street’s bad actors lie in ambush.

Here’s the silver lining, though: until this system is fixed, it does offer long-term investors extremely attractive opportunities to invest in oversold stocks like MELA. I was unable to secure such investment as CEO of the company, but had I been on the other side of the table, I surely would have invested myself. The opportunities are numerous.

Part Four offers a cure for the broken system that nearly ruined the company, and in doing so has arguably killed countless patients by delaying, if not ultimately preventing, widespread adoption of this product. Simply put, the FDA has stopped pursuing its mandate to promote the public’s health. Instead, it has put up every roadblock imaginable to stop true breakthrough medical innovation. If we don’t cure what ails the system, it’s going to succeed in stopping it entirely. The book concludes with a prescription for change, a Medical Innovation Manifesto.

I hope you enjoy reading it more than I did living it.

Joseph Gulfo

  June, 2014


  Chapter One:

  I Don’t Want to Fight Anymore

A Doctor Who Didn’t Want to Practice Medicine

I was feeling awfully good about myself on a bright and crisp early November morning in 2003. For starters, it was my favorite time of year. I could wear wool again after another New York summer of high heat and humidity. I like wearing suits, particularly wool suits. I have always thought of myself as an old soul, fancying myself born in the 20s, wearing wool suits, overcoats, and a fedora hat. I have a soft spot for November, too, because that’s the month I started dating my girlfriend, Adele, thirty-one years ago. We’ve been married for the past twenty-six years.

I was feeling good about myself because I had just done what Allan Ferguson, a well known and very successful venture capitalist, had challenged me to do five years before. I’d originally intended to create a new type of venture capital fund, and I’d asked Allan to help me. We’d tried, but we ended up unable to do so. Allan then suggested I go prove my thesis about how to best manage medical innovation, and then take another run at raising the fund. And that November, step one was complete: I’d shown that the thesis was true.

I wasn’t always an aspiring venture capitalist. Growing up, I wanted to be the world’s greatest neurosurgeon. But then I met one, and I didn’t want to be one anymore. At that point, I wanted to be the world’s greatest diagnostician. Have you seen the television show House? I wanted to be him, minus the sex and Vicodin addictions. After a brief flirtation with the seminary—I went to Seton Hall as an undergrad, graduating in 1984—I attended medical school at the University of Medicine and Dentistry of New Jersey. I started my residency at New Jersey’s Morristown Memorial Hospital when I graduated in 1988. I focused on oncology—the treatment of cancer. It’s the most challenging practice in medicine, given all that we don’t know and the perniciousness of cancer itself. I’ve always sought out the biggest challenges I can find, and if I was going to be a doctor, I wanted to take on the big C.

There was only problem with my career choice: I soon realized that I hated dealing with sick people. I didn’t hate the people themselves; I hated the responsibility of having people’s lives in my hands. When one of my patients who’d been undergoing chemotherapy suffered a perforated bowel, resulting in feces in her abdominal cavity and the threat of an E. coli infection, I had to make a decision between letting a surgeon handle her (with a 99% chance of death) or the medical intensive care unit (a 95% chance). I chose the latter and had to endure a mother accusing me of effectively ordering her daughter’s death sentence. Four weeks later, I wheeled her out to her car. That was a wonderful feeling, but I realized that I couldn’t deal with making that kind of choice every day. But I’d have to: every oncology patient faces such junctures in their treatment. And so I ended my career as a “real doctor” almost as soon as it had begun.

In 1989, I took a job at a contract research organization, or CRO, called Oxford Research International. At Oxford, I worked as a Regulatory Affairs Associate, a Medical Writer, a Clinical Research Associate, and the Medical Director. In two-plus years, I gained tremendous exposure to the pharmaceutical and medical device industries. I’d been ready to learn, and had the good fortune of reporting to a highly seasoned set of professionals who were willing to teach.

Aileen Ryan, my first boss, was a walking and talking Code of Federal Regulations—she knew the exact citation and page numbers within the CFR covering virtually every project that came in the door. After letting me struggle with a project for a while, Aileen would tell me exactly where in the CFR to find several other ways of skinning the cat, and then recommend the best course of action for that particular set of circumstances. Another smart, savvy, and creative person I worked with was Bob McCormack, an expert in Chemistry, Manufacturing, & Controls, or CMC. The two of them made a great team, and I eagerly soaked up all they had to impart. We were good at what we did: the things that I worked on at Oxford actually worked—we submitted successful applications to start human studies, successful dossiers for drug approvals, and had a track record of successful meetings of all sorts with the Food & Drug Administration on behalf of the firm’s clients.

Jim Conklin, another MD, advised me that having learned how the industry worked, my next step was to go to a sponsor company to run my own projects. With Jim’s help, I secured an interview with a biotech company called Cytogen. They offered me a job as Associate Director, Clinical Affairs, and I took it in November of 1990, excited to work with the largest and most impressive group of MDs and PhDs I’d ever seen under one roof. Cytogen was working on cutting edge monoclonal antibody technology for use in immunodiagnostics and immunotherapy. I loved it. I spent four-plus years at Cytogen, where a successful clinical program the led to the approval of a monoclonal antibody for prostate cancer (ProstaScint).

I left Cytogen in July 1994 to join a little emerging biopharmaceutical company called Anthra Pharmaceuticals as the #2 executive as well as a director. Anthra’s specialty was developing novel anthracyclines, the family of molecules to which doxorubicin, the most successful chemotherapeutic drug up to that time, belonged. The lead product, Valstar, was for the treatment of superficial (early stage) bladder cancer. My tenure at Anthra—from July 1994 to October 1998—was equally rewarding, although it came with a little drama and one large fight.

In a clinical study of patients who had failed prior first line treatment and were destined for cystectomy (bladder removal), Valstar had met the criteria (called primary endpoints) that the FDA had insisted upon before the start of the study—a greater than 20% complete response rate. We filed a New Drug Application and were planning an IPO (Initial Public Offering) to raise the funds to launch the product commercially and continue development of two additional drugs.

We went on the European IPO road show—visiting many investment funds to familiarize them with the company, the products, management, and the business opportunity. We returned to the U.S. for an already-scheduled FDA Advisory Committee Meeting (also known as a Panel Meeting), and, provided that went smoothly, the U.S. IPO road show. If the panel approved us, we’d then raise the money we needed, be wildly successful, and take a victory lap. Or at least that was the plan.

But the FDA meeting was a disaster. The whole purpose of Advisory Committees is to provide the FDA staff with the benefit of the review of top practicing physicians in the field of medicine for which a new product is intended. Remarkably, though, the FDA did not supplement our panel with doctors who’d actually treated the disease. Instead, they sent Valstar to the Oncology Drug Advisory Committee. Oncologists do not treat superficial bladder cancer—urologists do.

I’d already asked the FDA if they would add a few urologists to the panel. But they’d refused. What’s more, they’d scheduled the Advisory Committee meeting during the American Urologic Association meeting, so I also had difficulty finding any urologists to come and present the data on our behalf. One did come—Dr. Bart Grossman from The University of Texas MD Anderson Cancer Center. But he was the only person in a room of 500 people, including the Advisory Committee members, who had actually treated patients with the disease.

If they’d found themselves in the same situation with one of their own drugs, a big pharmaceutical company like Pfizer or Merck would have withdrawn the NDA, re-filed it, and waited for FDA to reschedule the panel. In other words, they would have “forced” the FDA to include urologists on the panel. Their billion-dollar balance sheets and earnings from a huge portfolio of products already on the market make them largely immune to cash concerns. They can afford to wait another year for an Advisory Committee meeting, and do. And while shareholders might punish them for the delay, all will be forgiven if the drug ends up getting approved in the end.

But a little biopharma company that doesn’t have very much money—and is also afraid that a favorable public financing window might soon close— simply cannot withdraw an NDA, re-file it, and take another run at it a year later. A little biopharma company has neither the money, the clout, nor the reservoir of goodwill with the FDA to force them to do anything. So we had to go for it; we had no choice. Innovation is a bitch.

I spent three months preparing for the presentation. I knew every piece of data backwards and forwards—every patient, every slide number, every analysis. On June 1, 1998, I remember waking up in the hotel at which the panel meeting was taking place and taking a look at my laptop. Side- by-side on my screen were two icons—one for the slides for the Advisory Committee meeting and the other for the IPO road show. I realized the enormity of the situation: If we didn’t nail the former, the latter would be dead in the water. And so even though the FDA review division and I seemed in lock step and that I felt we were as close to a shoe-in as one gets in this game, I also knew from my experience at many other Panel meetings that surprises do happen. I was nervous.

As far as I was concerned, the Advisory Committee presentation came off without a hitch. Bart Grossman, in particular, made a brilliant case for the drug. But the panel nevertheless voted 11 to 0 against approving it, all because of a dramatic comment by a panel member who didn’t even treat the disease! He was one of the best urologic oncologists in the country from a world-renowned premier cancer center. I know him well, and had even published with him on Cytogen’s prostate cancer antibody. While I would send my father to him if he had late stage bladder or prostate cancer, this late stage cancer expert does not treat superficial bladder cancer. But the FDA had inexplicably invited him—and not a urologist, who treats the disease—to be a supplemental Panel member. Why? My best guess is because he’d published prolifically on late stage bladder cancer. But they shouldn’t have invited him—he neither administered front line therapy for superficial balder cancer, nor did he perform cystectomies (bladder removal) on those that had failed treatment. Valstar was intended for possible use when the former had failed but there was still hope of avoiding the latter. And this expert wasn’t the kind of doctor who would be managing the patient at that point.

At the midday break, I was told two things by our lead FDA reviewer: (1) My presentation was “fair” in that I had given equal weight to both the benefits and the risks of the product; and (2) we had the Panel recommendation and approval “in the bag.” But then came the afternoon session, when the late stage disease expert slapped the table and said, “I don’t care how good the data are—complete response is the completely wrong endpoint for this disease.” It was the Johnnie Cochran moment of the Panel meeting—the veritable “if it doesn’t fit, you must acquit” indictment of Valstar’s case. And just like a group of impressionable weak-minded jurors that blindly follow a smart and forceful defense attorney who manages to raise a specter of “not-so-reasonable” doubt, the Panel members fell in line behind him. Indeed, ten of the smartest oncologists in America—the same ten that had been so impressed with my presentation and the data—voted unanimously against the product. The lead FDA reviewer did nothing to salvage the situation. I was shocked to my core, thinking I was in a parallel reality. And the company’s bankers were pissed.

Adding to the drama, I had invited my parents to watch their son go up against the brightest oncologists in America. They had no idea what I did for a living, or how the MD that they paid for was being used since I’d left my residency. And they got to watch their son fail, and quite publicly so. I remember my father telling me he wanted to buy me a drink, but I had to decline because I had to race to the airport to get to San Diego for the American Urologic Association meeting at which we were planning a pre-launch product training for the sales force, which was standing by with great anticipation to hit the market with this great new product. I told him that I had to go be with the team even though we’d lost.

Before I left the meeting, I asked the expert, whose pithy but yet ill-informed comment doomed us, why he’d done what he’d done. He told me that he was trying to dramatize a general point to the FDA that survival and progression-free interval are the most appropriate endpoints in cancer trials. In other words, he was using our Panel to provoke broader discussion for future drug studies of future drugs. I looked at him and said, “And you had to choose our Panel to do so?”

When I landed, I tried to give the sales team hope, despite the fact that something had gone terribly wrong. I also told every key opinion leader in bladder cancer what had happened at the meeting. They were not happy— surgeons get like that when internists encroach on their turf. They knew that cytologic (absence of cancer cells in urine) and cystoscopic (visual) evidence of complete response in topical drug therapy was very durable (long lasting), and so, complete response was the appropriate endpoint. The late stage disease expert’s point was appropriate for systemic therapy of late stage cancers where the assessment of response is performed using radiology. But it wasn’t appropriate here. I had allies and I would soon call in the cavalry.

Back in New York, the IPO was quashed, and our bankers—the high profile firm Allen & Co.—turned on me. One of them asked me, “What do you have to say for yourself?” I replied, “The FDA made a mistake!” I exercised our right to a Supervisory Review Meeting and met with Dr. Robert Temple at the FDA. I took 11 of the brightest urologists in America (including Richard D. Williams, University of Iowa Hospitals & Clinics; Mark Soloway, University of Miami; Gerry Chodak, University of Chicago; Paul Lange, University of Washington; Bart Grossman, MD Anderson Cancer Center; and others) with me to plead our case. Dr. Temple realized what had happened. I told the story to member of Congress and the Senate, and asked them to urge the FDA to have doctors who actually treated the disease included on the next Advisory Committee Panel. The FDA ended up acceding to our request, and when we went back to the Advisory Committee three months later—without performing any new clinical studies—the Panel voted 10-to-1 in favor of the product. One month later—on October 1, 1998—we received formal approval. Our banker sent me a case of wine.

The company failed anyway. The three-month delay caused by the “hiccup” in approval had killed any possibility of a financing, as the IPO window had slammed shut due to the bad economy in late 1998. And so even though we’d gotten the drug approved in the end, we were nevertheless unable to sell shares to the public. The company made another attempt at an IPO after I had already left, but that wasn’t successful either. The drug then languished due to manufacturing concerns that were costly to address, and was even taken off the market at one point because of formulation impurities. But none of that changed the fact that it did what it was supposed to do, and that the delay at the FDA had almost destroyed it.

Anthra ended up being acquired by Indevus Pharmaceuticals, which was itself later acquired by Endo Pharmaceuticals. The product is currently on the market, and generated $27 million in sales in 2012. That’s excellent for a specialty pharmaceutical product, especially fourteen years after its approval. I take great pride in knowing a significant number of patients are able to avoid cystectomy (total removal of the bladder) because of our work and forbearance. However, two other promising drugs in the company’s portfolio developed by Dr. Mervyn Israel—the man who discovered doxorubicin while at the Dana Farber Cancer Center in Boston—never got the chance to be developed. And Anthra did not enjoy business success as an independent entity, despite the struggle and victory—all because of the FDA Panel debacle that never should have happened.

But it wasn’t all for naught. The banker kept close ties with me, asking me to perform evaluations of certain companies on his behalf over the years. The epic battle actually set the course for the rest of my career. I‘d become known as a guy who got things through the FDA, no matter what.

Do It Yourself

In mid-October 1998, a week or so after the Valstar approval, I was reading BioCentury, a trade journal that details significant happenings in the development of biologics and drugs, with special emphases on financings, corporate deals, and FDA actions. I was reflecting on my experiences in the wake of the Valstar approval and a thought occurred to me. And I immediately called Bob Maguire from Cytogen and Bob McCormack from Oxford, two of the most experienced clinical and regulatory scientists that I had ever met. I reminded each of them that the overwhelming majority of products in pharmaceuticals and biotechnology fail in late stage development—late Phase II and Phase III. And then I asked them both a question, “In the middle of Phase II, when you know the drug/biologic has activity and isn’t noxious, why do development programs fail? Is it because of the people or the product?” Both had answered before I could even fully articulate the question: “The people.”

That’s when I had my idea for a profoundly different paradigm in emerging biopharma and biotech company investment. I’d concluded that the venture capital model of investing was wrong. Venture capitalists spread a little bit of money over a lot of different companies on the assumption that most development programs fail because the product itself doesn’t end up working. Their theory is that the more shots on goal, the more chances they have that one will end up in the net. My experience was just the opposite—when the right people took the shot, the puck went in the goal; no luck needed. So all you needed to do was assemble the right team and then raise enough money that would not only allow you to develop your product but also keep you well-funded during your fight through the opposing team’s defense—including surprises and inefficiencies in the system, such as those Anthra had encountered at the FDA. At that point, you’d pretty much be taking a shot on an empty net. Sure, people even miss those shots from time to time. But not that often.

My friend in venture capital, Allan Ferguson, liked my idea. We thought we might be able raise between $100 million and $150 million for a fund that would pick three or four companies that we would then run ourselves. With enough capital, and the right people running the companies, we thought we’d dramatically increase their odds of getting to a significant value-realization event such as an IPO or sale. Allan even liked the five companies that I had tentatively identified for investment, and so we tried to raise the money.

After a couple of months of meetings, we’d found no interested institutional investors. So Allan suggested that I pick one of the five companies in my mock portfolio and make it happen. If I could do that, he said, I’d have a track record to raise a fund.

I ended up going with a company called Antigen Express, a cutting edge breakthrough immunology outfit based in Massachusetts. I loved their technology platform, and I loved the founder, Bob Humphries, who discovered MHC Class II, which is the family of molecules on lymphocytes that are responsible for cell-based immunity. I joined the firm in August 1999 as chairman and CEO. The company was a laboratory with a few MDs, PhDs, a technologist, and me. It was focused on DNA vaccines and peptide vaccines for the treatment of cancer, HIV, asthma, allergy, and viral diseases.

The pre-clinical animal studies and laboratory results were very promising as predictors of activity for ultimate use in human patients. It turned out to be harder than I thought, however, even with great data. Even though we’d managed to raise $1 million, that wasn’t enough to prevent the company from almost running out of money as we waited on further grant funding. We made good progress but the route was quite circuitous because the company did not have enough money to set a formal product development plan in place and execute against it. A real development effort takes several years, but the company was living off grants, which are very much influenced by the scientific and world issues du jour. Because of that, we were always changing our pitch: when the Anthrax scare occurred, we submitted grant applications for the development of an Anthrax vaccine, and put the hepatitis and dengue fever vaccines on the side. When Dan Rather dedicated a 48 hours segment to “gene therapy,” our next several applications tilted our DNA vaccine approach in the direction of “gene therapy,” and the peptide vaccines were left on the side.

Successful product development requires a clear plan and steady funding to see that plan through. Lurching from grant to grant does not allow for effective product development. Bob had great plans, but it was my job to get the money. Drug development isn’t that different from the rest of life when it comes to that: if you want to raise money, you’ve got to effectively sell an idea. Unfortunately, most people—including investors—are followers, not leaders. This makes for a particularly difficult challenge when developing novel products, which by definition have no predecessor. Investors want something new and different, but they also want some comfort that it will work. And so they seek that comfort in “comparables”—other products similar to what you have proposed that have already proven successful. The only problem was that while the company’s scientists were giving me fabulous data, they weren’t giving me something that would both turn investors’ heads with its potential and show them the comparables that would give them the confidence to invest. Specifically, they were giving me data about pigeon cytochrome C, a protein found in pigeons that serves as an excellent predictor of human immune responses. But the comps that would get investors’ attention just weren’t there—the product was too novel.

In the spring of 2001, I told Bob Humphries that I couldn’t raise money using the pigeon cytochrome C data. I asked him to give me data about something more popular instead, such as “her-2 neu”—a molecule on breast cancer cells that is targeted by Herceptin, a massively successful monoclonal antibody for breast cancer developed by Genentech. If Antigen Express could develop a peptide vaccine against her-2-neu, it would be a grand slam—much cheaper, easier to administer, and easier to ship and store. Bob replied that I was stupid—that pigeon cytochrome C was the most critically studied laboratory model of immunological activity in man and that anyone who knew anything about immunology knew that. I told him that the people with the money couldn’t care less— that they were followers and we therefore needed to first point them to an already-successful product in a disease that affected many people—the comfort of the comparable—and then show them that we could develop a superior drug to treat that same disease. Then, and only then, would they “follow”—that is, invest in the firm.

So Bob partnered with Constantin Ioannides at MD Anderson, an expert in pre-clinical models of her-2-neu, and developed her-2-neu peptide vaccines that attracted significant grant money, and ultimately made it into human studies at the National Institutes of Health. It also caught the attention of a company called Generex that was developing drug delivery technologies for asthma and cancer, and Generex approached us about a merger. As a condition of the deal, I insisted that the Antigen development programs be funded for three years. They agreed. And so it was that in December 2003, I merged myself out of a job in order to secure a steady and reliable funding stream for a great technology platform! But I actually considered that my job, so I did what I had to do.

I hadn’t taken a salary at Antigen, but I had been a significant investor. The merger resulted in a modest financial return for both the investors and myself. But the company would have ended up worth much, much more than we’d sold it for, if we’d only had the money to keep it independent for longer, adding more value over time. So it was a very frustrating experience—a fight of a different sort, but a fight nonetheless. And it was the biggest disappointment of my career to that point. I felt that I’d let Bob Humphries down, and truly believed that the Antigen Express technology could have spawned many successful products and adjuvants—products that make other immune-based therapies more safe and efficacious.

But the simple fact was that we’d almost run out of money. The her-2-neu peptide vaccine did reach Phase II at the National Institutes for Health for breast cancer. My mother had breast cancer, so that made me happy. And even if we hadn’t gone as far as we’d wanted to, I’d still managed to pick a promising opportunity and guide it through to a value-realizing conclusion. But man, I was tired.

The Phone Call

Later that December, I received a call from a familiar number—it was John Simon, the banker who’d been involved with Anthra. He was calling to ask me what I was thinking of doing next. I assumed he was interested because of my track record: I had helped get several drugs and a monoclonal antibody approved, and then identified a very promising technology, overseen its development it and then orchestrated its acquisition. But I really didn’t know what I wanted to do next. All I could say was that I didn’t want to fight anymore.

“Great,” he replied, “because I’ve got something for you.” He reminded me of a startup that I had helped him perform some preliminary diligence on three years previously. The company was called Electro-Optical Sciences, and it was developing an objective, automatic, non-invasive, computer vision-based, point-of-care diagnostic device for the detection of melanoma when it is most curable. The name of the device was MelaFind.

He told me that he and others had invested a combined $3 million after my first exposure to the company and that they had the option to invest $9 million more if certain development milestones were achieved. But the milestones had not been achieved to that point, and the investors wanted me to take a look at what had been done and then advise them whether they should invest the remaining $9 million. He asked if I would consider doing another diligence exercise for him.

Diligence is the term for the process by which an outside group interested in doing business with a company takes a deep, critical look at that company, often with the help of experts. It’s not only a “check” on what the management of the company has represented to be the case, it’s also an effort to identify those critical items essential to the success of the business so that the investors understand their risks and are better equipped to structure an investment. The investors had previously performed so-called legal diligence, confirming equity ownership through the prior financings and verifying that the intellectual property was being properly protected. (They hadn’t considered engineering diligence to be necessary given the pedigree of the founding team, which I will return to in a moment.) The diligence they wanted me to perform was regulatory and clinical.

The First Impression

Dan Lufkin, the lead investor in the Series C round of financings, called me a few days after I’d spoken to John Simon. As one of the co-founders of Donaldson, Lufkin & Jenrette in 1959, and a legendary supporter of small, high-growth companies, Lufkin had made all the money he’d ever need long ago, so the fact that he was an investor in Electro-Optical spoke volumes. And when he led off the call by saying, “I hear that you’re the best guy to get products through the FDA,” that spoke volumes too. How could I resist? He arranged for me to visit the company the following week.

From my home in Wilmington, Delaware, the trip entailed a drive to the train station, an Amtrak train ride to Penn Station, one stop on the 1,2,3 line to 42nd Street to connect to the shuttle to Grand Central Station, and finally a MetroNorth train to Irvington, New York. (The train that I would ultimately take in the morning left Wilmington at 5:20 AM, so I would lay out my clothes the night before, wake up at 4:45 AM, shower, shave, leave the house at 5:00 AM, park the car, get a cup of coffee, and run to the first of four trains I would ride over the next three-and-a-half hours-plus.)

Electro-Optical’s offices were in an old high two-story brick structure—one of many built on the Hudson River in Irvington, NY over a hundred years ago. Originally a foundry that made a variety of products that were then transported by boat, the building had once made greenhouses for public facilities and private homes but had been converted to office space at some point in the previous decade. In 2013, they call the area “SoHo on the Hudson” because of the downtown New York feel of the place. But it didn’t feel anything like SoHo in 2003.

The conversion wasn’t impressive. I guess some might say that the building had charm. But I wasn’t charmed. The signage was terrible. The staircase to the second floor was rickety, narrow, and covered with ripped green indoor/outdoor carpeting. Every door squeaked. The halls were narrow and maze-like. Ever the optimist, though, I arrived at the door and put on a smile.

The office was bare bones, no frills, drafty, and open. The hardwood floor was buckled and creaky—no doubt the result of roof leaks over the years. Most of the lighting came courtesy of 15-foot high windows that rattled in the wind. The floor was so pitched, in fact, that the copy machine had to be anchored down so it didn’t roll across the room. A few light fixtures hung from very high ceilings but didn’t come close to providing uniform coverage.

There were numerous chairs, desks, tables, cabinets, and bookshelves. But there was no “furniture.” My mother taught me that “furniture” is part of a set, or complements other pieces. But nothing matched at all. There were metal desks and chairs, wood desks and chairs, chairs on rollers, chairs on glides, glided chairs with no glides. There were square-edged tables, round-edged tables, and square-edged tables that were rounded! There were some soundproof modular walls, but they weren’t properly assembled, merely leaning on or squeezed in between other pieces of furniture.

There was a narrow walkway to more rooms off the main room. In the middle of this walkway was the kitchen—with a small refrigerator and a cramped, small sink with dirty dishes piling out of it. There was a small room on the other side of the kitchen, and a door off that to the “clean room”—which wasn’t so clean. Beyond this was an area that was slated for “manufacturing.” The benches looked like they’d been put to the curb after being in someone’s garage for 50 years, and tools were strewn everywhere, along with white lab coats that were not so white.

There was yet another room off the mechanical area. But that one was pitch black, and the fifteen-foot windows were painted-over. I later learned that the software maven who worked in there didn’t want sunlight on his screen or for his body to sense the time, lest his diurnal rhythms compel him to sleep when he was in the midst of reducing a great breakthrough to code.

My overall impression was that everything was an afterthought. Nothing seemed to be there by design or accomplished with volition and purpose. It occurred to me that I could never, ever work effectively in these circumstances—it was so utterly foreign to me. What was I going to find out when I started looking beneath the surface? I was about to find out.

Meeting the Team

I have been part of numerous diligence processes. They are intrusive and disruptive to a business, and the resulting tone of the interaction can be combative. Because of that, I have always tried to perform diligence in a non-threatening manner. When I met with the founding team and a couple of key individuals who had joined shortly after the company got started, I tried to be as cordial as I could.

The discussions actually started off more two-way than I’d expected. While I was trying to obtain the information that I needed to do the task requested of me, the team also asked a lot of questions of me. But it still didn’t go very well in the end. While they focused on my background and experiences, they also bent over backwards to point out the extent to which neither was directly applicable to their situation. I did not sense a scintilla of respect for my real world “in the trenches” experience. I felt that they were close-minded and very guarded.

It wasn’t a warm, friendly, or open-minded exchange. But it was also obvious why that was the case. In their minds, I was representing “the money.” I was the enemy. I was not to be trusted. So I tried to play Atticus Finch and put on their shoes and walk around in them for a while to truly understand them. When I did that, I realized that they were trying to invalidate me. Instead of getting to know me for its own sake, they were trying to learn as much about me as possible so that no matter what I reported back to the investors, they would be able to dismiss the feedback a priori simply because it was coming from me.

In a series of meetings in the weeks just before Thanksgiving 2003, I did what I could to allay their concerns. Slowly, they started answering questions and providing me with information. I realized fairly quickly that these were tremendously intelligent and gifted people. Their depth, critical thinking, precise expression, and raw intellect were all palpable. At the same time, however, I remembered what Steve Dow, a well-known venture capitalist at Sevin Rosen, once said to me: “Remember that tremendously gifted people have equally tremendous blind spots.” So I started looking for those blind spots, the gaps between what they had done and what they’d been trying to do in order to move the enterprise forward. Those were as easy to see as the extreme gifts. While they were undoubtedly “off the charts” scientists, they also had no experience in dealing with tough, no nonsense investors or working with the FDA—things that they’d never had to do working in academia and later consulting on defense projects. And I already knew that apart from performing due diligence, I might be in a position to help them do what they needed to do.

But they didn’t want my brand of help at first, so it was a struggle to get the information I needed. I realized over the course of repeated visits that they would only answer direct questions—and minimally at that. But they were very clear about one thing: They stated many times, and in many ways—including as I was leaving their offices on what they no doubt hoped was my last trip to see them—that they would be starting the pivotal trial for FDA approval of MelaFind imminently. It was a bad idea, and I told them so.

Reporting My Findings

Over Thanksgiving weekend in 2003, I finalized my report and recommendations. The following Monday, I called Dan Lufkin and gave him the verbal versions, the bottom lines of which were: (1) YES, I think you should proceed with the second tranche of the Series C investment because the clinical data are real and I definitely see an approvable claim and a significant medical need; and (2) NO, do not start the pivotal study that the team had showed me in my diligence exercise.

He bristled and told me the same thing that the company’s management had—that they would be starting the study imminently. I told him that was a big mistake, because the protocol that had been prepared was an absolute joke—it was too short, not specific enough, and missing essential elements that all protocols for clinical studies must possess, especially those for pivotal registration studies. I also told him that they didn’t have a true relationship with the FDA, and that might prove a problem.

He replied that the scientists had just returned from a meeting with the FDA. I knew about that meeting, but pointed out that it had been with the Science and Technology Division of the FDA, not the crucial Review Division. He told me that I was playing with semantics, and that the team had assured him that they’d had a meaningful discussion with the FDA, and that was all that mattered. Had they agreed on an approach to the trial, I asked? I didn’t think so. Significantly agitated at this point, he asked how could I be so sure since I hadn’t even been there. I said, “That’s simple. I know because there is no ‘Oh Shit Close the Company’ letter in the FDA Correspondence file!”

At this point, he must have thought I was crazy. I told him that in every innovative program that I’d ever been involved with, there was an ‘Oh Shit Close the Company’ letter in the file. What this means is that there is a letter from the FDA basically saying that what you propose makes no sense, what you seek to do is not necessary, and that you have utterly wasted their time and yours. Of course, it doesn’t say that specifically, but rather implies it by the questions that are asked, the objections raised, the items demanded, and the general tone. You’re supposed to conclude that they are not on board with your product and not eager to be persuaded to the contrary.

I told him that it was at that point that you knew you had started communicating with the FDA—because they are almost never comfortable doing new things or setting new precedents, so there is always a reflexive “no.” That’s when you can begin to engage them, educate them, discuss, negotiate, bring them around, and poof, you arrive at an understanding and a mutually-acceptable way forward. So to start a pivotal study—an expensive and long trial that you think will satisfy the basis of approval—when you haven’t yet established a relationship or gotten them past the “go away” stage is simply naïve and foolish. Lufkin seemed to be hearing me, but also didn’t seem to want to listen to any more of it at the moment. So our call came to an end.

A couple of days later, he called again. He told me that one of the milestones that hadn’t been achieved with the first tranche of investment was the hiring of a CEO. The investors had told the lead founder, who was also the first CEO of the company, to find an experienced executive as his replacement. And he still hadn’t done so to that point. That’s when Lufkin asked me, “How would you like to run the company?”

Why Did I Do It?

Why did I even think about doing it? For starters, the job would require seven-and-a-half hours on trains each day, leaving at a ridiculous hour, and leaving no time for anything else in my life. I also had no chemistry with the team whatsoever. They were physical scientists and I was a biological scientist. I was a “spirit of the law” guy and they were “letter of the law” ultra-precise individuals. They were high-minded and genius intellectuals from the best schools in Eastern Europe and America. I was born in Brooklyn and liked to rely on my street smarts. I was a former seminarian, attending daily Mass when I could, while they had Jewish heritage from persecuted parts of Europe. (One was a Talmudist Rabbi.) I loved sports; they loved Rubik’s cubes and 3D chess. Last but not least: I liked neatness, and dirty dishes didn’t bother them.

So again, why did I do it? I have come up with three reasons. One, John Simon was extremely smart, an engineer by training, and he and his fellow investors were very, very successful. If they smelled an opportunity, I’d be an idiot not to follow their lead. Two, I knew I could help them and that if the product delivered everything that the founders told me it was doing in the studies up to that point, I thought that I could get it approved—and without much of a fight. Who, after all, would argue against a non-invasive product that could save lives? And three, I am addicted to science and medical innovation and I love being around smart people.

Over the Christmas holidays, I called Lufkin and said yes, but on one condition—that we would not start the pivotal trial until I was satisfied that a proper relationship with the FDA had been established. He asked me how long I’d need to do that. I told him three- to six months. He told me that the company was running out of money. I replied that I wouldn’t ask the investors for the $9 million second tranche until we’d established the relationship, and I wouldn’t even take a salary until then. At that point, we started negotiating in earnest. I agreed to be President & CEO and a Director. The plan was to run the study, obtain the approval, and then sell the company for $100 million-plus. They offered me a 5% stake, which might therefore be worth $5 million in just 12 to 18 months. This was going to be a lay up! I’d take that $5 million and start my venture capital fund, with yet another success to prove my thesis.

I started working the first week of December 2003 while an employment agreement was being drafted according to the terms that we’d discussed. But after reviewing the contract, which was negotiated by the lead founder and Lufkin, I thanked them for the opportunity, wished them well, and told them that I’d had second thoughts. I explained that the contract had me “carved-out” of FDA interactions and the clinical study, and that I couldn’t accept that for two reasons.
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