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The day had been so joyous. Nothing in the serene spring air 


remotely hinted at the nightmare that awaited Ken Krutz and his 


wife, Mary.


They had spent that late May afternoon in 1997 celebrating the 


confirmation of their granddaughter at their son's house, located on 


three sprawling acres in west suburban Wayne. And as that idyllic 


Sunday faded, Ken, 73 at the time, and Mary, then 69, climbed 


into their car, along with one of their daughters and her children, for 


the drive home to Schaumburg.


That was when Ken first noticed something wrong with his right eye. He could only see out 


of the bottom of the eye, as though a cloud were creeping down over it. The problem made 


him go off the road a couple of times.


And then, as quickly as it had come on him, the problem vanished. It had lasted only 


minutes, but unsettled him deeply. Ken Krutz had a special sensitivity about vision-one 


might even call it an obsession. As a young airman during World War II, he visited a 


Louisiana military hospital and saw soldiers who had lost their eyes to shrapnel. Ever after, 


Krutz put a special premium on the health and safety of his eyes. As a plant superintendent 


at Acra Electric, in Schiller Park, where he worked for 43 years, he was adamant that 


employees protect their eyes at all times.


Krutz had retired in 1988 so he could spend more time with his wife, five grown children, 


11 grandchildren and two great-grandchildren, all of whom lived nearby. Retirement was the 


reward for a life of hard work for the Krutzes, who now found time to indulge their love of 


traveling. They would take off at a moment's notice on long road trips to places like Mt.  


Rainier, Niagara Falls and Yellowstone Park. Krutz also cherished the beauty of a day of 


fishing, by himself or with his grandchildren.


Perpetually active, even in retirement, Krutz loved to fix things, build things. He installed new 


cabinetry and laid all the tiles in the kitchen of the couple's comfortable brick split-level. He 


renovated the second-floor bathroom by himself, doing meticulous work. He built toy boxes 


for each grandchild, helped his son Ken rototill and seed his acreage in Wayne and 


collaborated with his son Larry to redo Larry's kitchen. And he continued to indulge his 


passion for building miniature airplanes.


But all that was about to change. On the way to some morning appointments in early June, 


Krutz again noticed something wrong-radically wrong. This time, it was both eyes.


"A gray cloud hit me," recalls Krutz, now 79. "I was a mile from the house, and the gray 


started moving down over my eyes. I told Mary, 'You drive.' I was petrified. My 


Ophthalmologist looked at it. He said he wasn't sure what it was, but that the optic nerve 


was a little pale. He said he would do some research to find out what it could be."


Krutz was in relatively good health. Though he had high blood pressure and was hard of 


hearing in one ear, his main complaint was heart palpitations. The irregular heartbeat, 


technically known as paroxysmal atrial fibrillation, came on him under stress and often lasted 


for hours. It is not considered a life-threatening condition, but because it causes shortness of 


breath and weakness, it can be very debilitating. Krutz had been hospitalized at Alexian 


Brothers for the problem, most recently in February 1997, when his Hoffman Estates 


cardiologist, Dr. Robert Mazurek, took him off his old medication, Calan, and put him on 


another, a round, pinkish pill with the brand name Cordarone, whose generic name is 


amiodarone.


But now the heart problem had become secondary to the eye problem. It seemed to be 


growing steadily worse. Each day, Krutz could see less clearly, and a June 13 visit to his 


eye specialist, Dr. Kevin McClellan, did nothing to reassure him. McClellan found that both 


Krutz's right and left optic nerves had acquired an unnatural pallor.


Coincidentally, Krutz was supposed to have cataract surgery around this time, and on June 


9, he had left a voice mail message with Mazurek's office asking if the surgery would 


complicate his heart condition. When Mazurek called back, he spoke with Mary, who told 


him Krutz was experiencing gaps in his vision.


Mazurek immediately thought of the letter he had received just a day or two before. It was 


from the pharmaceutical giant American Home Products/Wyeth Laboratories, makers of 


Cordarone (the company changed its name to Wyeth in 2002).


The letter notified physicians of a new warning on the drug's "label," the industry term for the


extensive package insert that includes all relevant information about a drug: its chemical


description, physiological action, indications for use, and most importantly, contraindications


and dangers, a section that is supposed to list all known major and minor side effects. This


label also runs in the Physicians Desk Reference (PDR), the standard pharmaceutical


reference book for all doctors.





The new warning stated: "Cases of optic neuropathy and/or optic neuritis have been 


reported in patients treated with amiodarone [Cordarone]. In some cases, visual impairment 


has progressed to permanent blindness."


Permanent blindness. The term brought Mazurek up short. When he had first prescribed 


Cordarone for Krutz in February, the PDR had made no mention of visual loss among the 


drug's side effects.


Troubled by Krutz's symptoms, Mazurek now sent him to a series of specialists for 


evaluation and tests that included an MRI. The workups occupied most of June. During this 


hellish month, Krutz' eyesight was deteriorating rapidly and he was experiencing ghoulish 


and horrifying images. "What I saw looked like the caves you see at Mesa Verde National 


Park, cut deep into the rock," says Krutz. "They felt like monsters."


Then he began seeing what he described as gray-colored creatures and still later, little 


people. "One of the little people kept sitting by me," he recalls. He began to think he was 


losing his mind.


What was happening, though no one knew it then, was that Krutz's optic nerve was 


flickering and dying, creating the ghastly images. But to Krutz, it had all the hallmarks of 


madness. "He was so scared, you can't even imagine," recalls Mary.


By late June, when Krutz was referred to Dr. Jeffrey Haag, a neuro-ophthalmologist at the 


Wheaton Eye Clinic, his eyesight was virtually gone. In less than a month, he had become 


legally blind. Haag tested Krutz to rule out every other possible cause of the blindness. Haag 


was aware of a number of studies that had been published in neuro-ophthalmology journals 


reporting that amiodarone had been linked to a condition called optic 


neuropathy-degeneration of the optic nerve-and consequent vision loss. That Krutz had 


begun to lose sight in both eyes within days of each other was consistent with such 


drug-induced impairment. Haag's conclusion: Cordarone was the cause of Krutz's blindness.


By now, Krutz was off the Cordarone. But the drug has a half-life of up to 100 or more 


days and could stay in his system for months. The condition would continue to progress.


"I was terrified," recalled Krutz recently, in the kitchen of his home. An athletically built man, 


he was wearing jeans and a sweatshirt with a military emblem. "That July, Dr. Haag 


recommended that I go to the Lighthouse for the Blind. When I heard that I was floored." 


Prompted by the memory, Krutz's eyes filled with tears. His voice cracked, and he was 


unable to continue speaking.


"I used to sit with him all night, he was so afraid," says Mary. "He wouldn't see anybody for 


a month, not even our children, he was so traumatized. He locked himself in his room.  


Finally our daughter went upstairs to talk with him and, thankfully, he began to let others see 


him."


"We waited for a year and a half for his vision to come back, " says Mary. "We kept hoping 


it was temporary." But, to their sorrow, his vision did not return.


It was in early 1999 that the Krutzes decided to take legal action. Mary Krutz said they


wanted to let the American public know the dangers of Cordarone. "We aren't the kind of


people to sue," she says. "We approached our family lawyer, Paul Grauer, and told him we


wanted to get the information out about the drug. But Paul said hitting the company in the


pocketbook was the only way they'd let people know what this medication could do. It


went against our grain to sue, but when Paul said that, we said, 'Okay.' "


The unfolding of the lawsuit would provide a rare inside look at Big Pharma, as both friend 


and foe call the pharmaceutical industry. It showed how a drug company, by skillfully 


dodging government regulators, wooing and deceiving the medical community and 


withholding critically important information from consumers, can make immense profits at 


the expense of the patient population it is supposed to be helping.


Grauer referred the Krutzes to Chicago attorney Todd Smith and his firm, Power, Rogers & 


Smith, which Grauer believed had the necessary legal and financial resources to take on 


Wyeth, a company with annual revenues of $14.5 billion. Smith is a former public defender 


who worked for legendary personal-injury lawyer Phillip H. Corboy for 13 years, eventually 


becoming a full partner before leaving in 1993 to join mayoral intimate Joseph A. Power Jr.  


and Larry Rogers as a name partner of Power, Rogers & Smith.


Wyeth, maker of such familiar products as Advil, Robitussin, Chap Stick and Primatene, 


was already embattled. After two years of litigation following the September 1997 recall of 


the diet drugs Redux and Pondimin-popularly known as fen-phen-Wyeth had agreed to 


pay some $3.75 billion to settle the lawsuits, a record personal injury settlement involving a 


pharmaceutical company.


When the Krutzes' suit was filed in the Circuit Court of Cook County in June, 1999, the 


company responded by retaining the Chicago law firm of Wildman, Harrold, Allen & Dixon 


to handle its defense. Peter Tomaras, a highly regarded attorney who had worked for the 


pharmaceutical house on the fen-phen matter, was assigned to the case.


A number of developments had occurred since Krutz went blind that made Smith and his 


associate, Kenneth Merlino, optimistic that they could develop a winnable case. For one 


thing, Haag, Krutz's neuro-ophthalmologist, was willing to testify that Cordarone was likely 


the cause of the vision loss. For another, there was the label change Wyeth had submitted to 


the U. S. Food and Drug Administration in April 1997 notifying physicians that Cordarone 


had been implicated in visual loss and permanent blindness. The new label seemed to 


validate the link. Finally, in February 1997, in a case that ended as Ken Krutz was starting 


to take Cordarone, an Oregon man had won a huge award--$3.3 million in compensatory 


damages and $20 million in punitive damages-for vision loss that the jury believed was 


associated with the use of Cordarone.


The man, Douglas Axen, now 65 and living in Portland, had begun taking the drug in August 


of 1994 and the following month started noticing vision changes. He says that he was told 


by an ophthalmologist that had he stopped taking Cordarone when the first signs of eyesight 


problems appeared, he would still have his sight today. "I did not make the connection 


between the drug and my vision problems because I had not been warned to look for a 


connection," says Axen.


"Wyeth denied wrongdoing down to the bitter end," says Axen's attorney, Jeffrey Wihtol.  


"But as a result of Mr. Axen's lawsuit, Wyeth began adding a warning of the risk of vision 


loss to the label. After our verdict was publicized we received lots of contacts from other 


patients around the country who had lost their vision. It is not an isolated matter."


Wyeth disavowed any connection between the Axen verdict and the label change two 


months later. Merlino says the company told him it modified the label only after becoming 


aware from other sources of Cordarone's link to blindness.


Label change or no, to win their case Smith and Merlino needed to do more than 


demonstrate a link between the drug and terrible side effects. They were going to have to 


show not only causality, but a pattern of negligence.


What they needed lay in 30 huge boxes of documents that were delivered to their door from 


Wyeth during the discovery phase of the case. Hundreds of thousands of pages of randomly 


packed documents, the complete Cordarone file, including letters, internal memos, phone 


records, e-mails, everything ever written in relation to Cordarone, were now stacked high to 


the ceiling.


Smith and Merlino believed that something on those pages would prove Wyeth had been 


negligent in its responsibility to its customers. "We needed to find out what they knew [about 


Cordarone's dangers], when they knew it, what was the source of their knowledge and 


whether they shared their knowledge with the FDA, as they are supposed to do under 


federal law," says Merlino.


Eventually, based on the documentary record, they would come to learn that for years, 


Wyeth had dissembled about Cordarone's hazards. In what the attorneys believe was a 


cynical strategy, the company kept the information from the FDA, physicians and the public 


while aggressively promoting the drug for uses never authorized by the FDA. The 


company's actions would, for example, include pushing Cordarone for "early use"-that is, 


to treat heart conditions shortly after onset-even though the FDA had meant it only as a 


drug of "last resort," when all other treatments are exhausted; promoting Cordarone for 


heart conditions less severe than the life-threatening ventricular arrhythmias it was intended 


to treat; failing to inform government drug regulators about ophthalmologic crises that had 


developed in certain patients and only acknowledging them when a doctor heard of them 


elsewhere and called the company to inquire; and most tellingly, listing Cordarone's threat to 


eyesight on the drug's label in Canada a full nine years before doing so in the much-larger 


and more lucrative American market.


Wyeth was contacted on multiple occasions for this article. Lowell Weiner, Wyeth's vice 


president for public affairs, said the company was satisfied with what is in the public record 


and declined further comment. The firm's defense lawyer, Peter Tomaras, did not return 


calls.


The Cordarone story begins in 1968, when a French company, Sanofi-Synthlabo, 


developed the whitish crystalline powder as a heart medication. Paris-based 


Sanofi-Synthlabo, the second largest pharmaceutical house in France, then licensed the drug 


to Ives Laboratories, which merged with Wyeth in 1985. That was the year the FDA 


approved Cordarone for use in the United States, specifically designating it "a drug of last 


resort for life-threatening, recurrent ventricular arrhythmias."


Ventricular arrhythmia (the term refers to the two lower chambers of the heart, the 


ventricles, which pump blood to the arteries, as opposed to the atria, or two upper 


chambers, that receive blood after it has circulated through the body) is also called 


ventricular fibrillation, and is a major cause of cardiac arrest. The heart's electrical activity, 


which controls its muscular contractions, becomes irregular and the heart fibrillates, that is, it 


begins to contract chaotically and loses its ability to pump blood. The condition is 


distinguished from atrial fibrillation, which is a far milder and non-life-threatening form of 


arrhythmia. Atrial fibrillation is marked by chaotic electrical impulses in the atria, which the 


patient experiences as palpitations, rapid heartbeat, fatigue, shortness of breath and 


lightheadedness. Though seldom fatal in itself, atrial fibrillation has been linked to an 


increased risk of stroke, and is frustrating to treat because of a lack of effective and safe 


therapies.


The licensing agreement called for Wyeth to manufacture, market and distribute Cordarone 


in the U. S. and Canada, while paying Sanofi-Synthlabo 10 percent of net profits for 10 


years. When the FDA approved Cordarone in 1985, it deviated from its usual practice by 


letting the drug go on the market without well-controlled clinical studies of its safety and 


efficacy. It based its decision instead on the results of small field studies that Ives 


Laboratories had sponsored. Even though those studies had generated several reports of 


blindness and vision loss, the FDA fast-tracked approval because Cordarone was seen as a 


valuable drug that could save lives. However, as a condition of approval, it required Wyeth 


to "review regularly all published clinical literature on Cordarone as well as any other data of 


interest, so that the labeling can be modified and updated as needed." The company was to 


report any serious and unexpected problems to the agency within 15 days.


Cordarone's status as a "last resort" drug was based on its extreme toxicity, which affects 


the liver and lungs far more than the eyes. The PDR states that one of Cordarone's adverse 


drug reactions, pulmonary toxicity, occurs in up to 17 percent of cases and "has been fatal 


about 10 percent of the time." Because of this toxicity, the drug's label mandates that 


Cordarone therapy be started in a hospital setting.


Dr. Alan Kadish, associate chief of cardiology at Northwestern Memorial Hospital, 


describes Cordarone as a "very effective and valuable drug" when prescribed responsibly.  


He says it works by blocking ion channels in heart cells that have seized control of a 


patient's heartbeat. Heart cells are supposed to respond to an electrical signal sent out by 


specialized "pacemaker" cells. Arrhythmias occur when other cells usurp the pacemaker role 


and start sending out an alternate signal. Cordarone stops those cells from conducting 


electricity, returning control of the heart's rhythm to the pacemaker cells.


But how does a drug that affects the heart cause blindness? According to Dr. Michael 


Rosenberg, a neuro-ophthalmologist at Northwestern Memorial, microdeposits of 


Cordarone are thought to build up in the lining of the tiny blood vessels of the optic nerve, 


narrowing and closing them. Part or all of the nerve is deprived of blood flow and dies.


Rosenberg says Cordarone's dangers are not universally accepted among 


neuro-ophthalmologists. Some of them believe that those who take Cordarone, particularly 


senior citizens, have underlying vascular disease and that this is the cause of their optic 


neuropathy. The contention would be part of Wyeth's defense.


As Smith and Merlino dug into the box of documents, items began to appear that convinced 


them that Wyeth had become aware of an association between vision loss and Cordarone 


many years before Krutz took the drug.


They found, for example, an Oct. 7, 1987, letter from Dr. Douglas Wood of the Mayo 


Clinic to Dr. Frederick S. Wilson, then associate director of Wyeth's laboratory division.  


Wood was alerting Wyeth to a study he had enclosed entitled "Optic Neuropathy and 


Amiodarone Therapy" that had been published that year in the journal Mayo Clinic 


Proceedings. The study, carried out by L.A. Feiner and colleagues, reported finding optic 


neuropathy in 13 patients who had taken Cordarone, and visual loss in another eight.


Under the Code of Federal Regulations, drug companies are to review the scientific 


literature for reports of adverse drug experiences linked to their products. Any drug mishap 


that causes disability and is unexpected-that is, not described in the product's label-must 


be reported to the FDA within 15 days of receipt of the information. The Code also states 


that "labeling shall be revised to include a warning as soon as there is reasonable evidence of 


an association of a serious hazard with a drug; a causal relationship need not have been 


proved."


The reason drug companies must screen the literature for the FDA and submit label changes 


when appropriate is that the government relies on their cooperation to handle an otherwise 


overwhelming task. With a staff of only about 125 to monitor more than 10,000 drugs and 


perhaps millions of adverse drug experiences, it would be virtually impossible for the FDA 


to control the situation without the drug companies' voluntary input.


But the Mayo study, which was required by law to be sent to the FDA, was apparently 


never sent. Neither was Wood's letter. Wyeth admitted in official, pretrial court documents 


that it failed to send the FDA a number of similar studies by other institutions that linked 


optic nerve damage and visual loss to Cordarone, and it hedged when the plaintiff's 


attorneys argued that the company had, over the years, received more than 200 case 


Reports of patients with visual problems related to Cordarone, many of which were either 


never sent to the FDA by Wyeth or not sent in a timely fashion.


"Responding defendants neither admit nor deny this request [to admit the plaintiff's 


contention as evidence], as the potential sources of adverse drug experience forms or 


reports cited in the request have not been identified with specificity," the company's 


attorneys declared.


Smith and Merlino soon found an even more damning piece of information: Wyeth's 


Canadian division had read the Mayo Clinic study sent to Dr. Wilson and responsibly 


submitted a label change to Canadian regulators citing Cordarone as a potential cause of 


optic neuropathy, i.e. nerve degeneration. And it did so in 1988, nine years before Wyeth 


changed its U.S. label to reflect the same thing-and nine years before Krutz would be given 


Cordarone.


"What possible explanation can a company have for not telling the American people about 


significant danger while telling Canadians about it?" says Smith. "The only thing I can come 


up with is that the U.S. market was far too valuable, worth far too much in revenue to allow 


them to be cautious and appropriate in promotions."


Dr. Christopher Rhodes, a pharmaceutical scientist, University of Rhode Island professor 


and acknowledged expert on regulatory affairs, says that of all the aspects of the case, the 


one that reflects most adversely on Wyeth is the Canadian label.


"The level of warning on the Canadian label is much more precise than the American one 


and that's very bad, " says Rhodes, who served as an expert plaintiff's witness in both the 


Axen and Krutz lawsuits. "[Wyeth U.S.A.] did nothing to be proactive in investigating and 


solving the problem. Their conduct was most reprehensible."


On the 1988 Canadian label, the warning is prominently situated near the front of the 


precautions section, under the heading, "Ocular Abnormalities." It notes that cases of "optic 


neuropathy usually resulting in visual impairment have been reported in patients treated with 


oral Cordarone" and recommends a prompt ophthalmological examination if symptoms 


appear-along with re-evaluation of oral Cordarone therapy. Further down, it states that 


there is a 2 percent risk of vision impairment. Included in their entirety are the Mayo Clinic 


study by Feiner et al. as well as a 1987 study by Boston University ophthalmology 


professor J.W. Gittinger, entitled "Papillopathy Caused by Amiodarone," which was 


published in the Archives of Ophthalmology. This study too reflected an association 


between Cordarone and vision impairment.


Wyeth did redraw the American label in 1988. However the label makes no mention of 


optic neuropathy or vision loss, nor is there any recommendation to see an ophthalmologist 


for treatment of those symptoms. It merely added "optic neuritis," which experts consider a 


far less worrisome, transitory inflammation of an optic nerve. An internal Wyeth 


correspondence from August 1988, sent by Wilson to a company official named Robert 


McCandliss, states that a Cordarone literature review by Wilson had demonstrated to him 


no reason to further alter the labeling at that time. The memo was to become plaintiff's 


exhibit No. 63.


When Dr. Mazurek prescribed Cordarone, intended for ventricular arrhythmia, to Ken 


Krutz for the more benign atrial form, Mazurek was engaging in what is known in medicine 


as "off-label" therapy. It is legal to prescribe a drug off-label, i.e. for ailments not specified by 


the manufacturer, if in the physician's judgment it would help the patient. It is not legal, 


however, for a company to encourage physicians to prescribe a drug for off-label uses.


Smith and Merlino were suspicious about Mazurek's decision to give Cordarone to a patient 


who did not fit the drug's parameters. What might have influenced him to do so? They 


wondered.


They planned to introduce at the trial a stream of correspondence between the FDA and 


Wyeth about Wyeth's ad campaign for Cordarone, which was directed at physicians and 


used the slogans, "Make an early decision for Cordarone" and "An early decision for 


Cordarone can improve the odds." The implication of "early" seems to have been that 


doctors would be well-advised to prescribe Cordarone early in the course of treatment, 


rather than wait to use it as a medication of "last resort." The slogans had been printed on 


calendars, note pads, mouse pads and some 16,000 golf balls that were given to physicians, 


and they were even showing up in journals directed at family practitioners and internists, 


specialists who normally would not administer a heart drug.


On Dec. 15, 1989, Dr. Bernard Canavan, the chairman of the board of Wyeth's 


laboratories, headquartered outside Philadelphia, received a seven-page letter from Dr.  


Peter H. Rheinstein, director of drug standards of the FDA, which threatened a criminal 


prosecution if Wyeth didn't supply a satisfactory response.


Rheinstein harshly reproached Canavan for what he called the company's "false and 


misleading" promotional campaign for Cordarone, which he deemed "an extraordinarily 


hazardous drug." He wrote: "Your firm has been warned repeatedly against promoting the 


drug in a manner inconsistent with this cautionary labeling . . . Review of a current 


advertisement for Cordarone indicates that our cautions have been ignored by your firm.  


The advertisement is clearly intended to minimize the hazards of the drug and emphasize the 


drug's efficacy." Referring to another ad, Rheinstein continued: "Moreover, the primary 


efficacy claim in this piece is an unapproved use of Cordarone. Your statement that 'An 


early decision for Cordarone . . . can improve the odds' clearly fails to recognize the drug's 


unique role as a drug of last resort . . . We have found a series of actions by your firm that 


indicate a general and willful disregard for legal and regulatory limitation upon drug 


promotion."


Rheinstein demanded that all future Cordarone promotions be cleared through the FDA.  


And speaking generally, he told Canavan, "Your firm has an intolerable record of 


compliance with the law."


Also to be introduced in court was a December 1990 statement by Sen. Edward Kennedy 


(D-Mass.) to a Senate committee probing drug industry marketing. Kennedy said Wyeth 


"has a responsibility to explain . . . its flagrantly abusive campaign for Cordarone. This highly 


toxic drug is for severe arrhythmias, and is approved only as a drug of last resort for a small 


number of seriously ill patients. But that means small profits too. So the company expanded 


its market beyond the approved indications for the drug . . . The company's goal was clearly 


to. . . generate higher revenues, to push a product beyond the limits of its scientific data, 


even if the company is putting patients at risk. . . ."


Since Mazurek declined comment for this article, whether or not his decision to prescribe 


Cordarone for Krutz was influenced by Wyeth's illegal ad campaign is not known. But by 


now it was clear to Smith and Merlino that what they saw as Wyeth's negligence was 


moving along three tracks: the over promotion of Cordarone in ads for uses beyond those 


authorized by the FDA; the apparent reluctance of the company to submit all studies 


pertinent to Cordarone's hazards to the FDA; and Wyeth's failure to change the American 


label to bring it in line with Canada's much more candid one.


The tracks seemed to converge, Smith argues, at the firm's desire for greater sales and 


profits. "By their not putting optic neuropathy or blindness in the label and promoting the 


early use of the drug we recognized a clear corporate effort to expand their market beyond 


what the FDA would have allowed," he says.


The strategy has clearly worked, Smith admits. Cordarone, he says, became the market 


leader during the period in question, earning in excess of a billion dollars for Wyeth. Sales 


figures for the drug are proprietary, but IMS Health, an industry analyst, estimates that since 


1996 alone, the firm has made $1.6 billion off Cordarone, while paying out just $33 million 


in judgments and settlements.


According to Smith, Wyeth's internal memos show that in 1993 its sales and marketing 


directors were encouraging the sales force that visits offices of physicians across the country 


to promote Cordarone off-label for atrial arrhythmia. In his deposition as an expert witness 


for Krutz, Rhodes stated that he had no doubt one of these memos in particular 


recommended that sales people cite a study of amiadarone for atrial fibrillation in an attempt 


to increase sales. Since the intent was to recommend the drug for an off-label use, Rhodes 


said, it violated federal law.


As the trial approached, Merlino learned of more than 200 reports of adverse drug 


experiences filed with the FDA concerning patients who had taken Cordarone and had 


significant vision loss or blindness. The overwhelming majority of these reports had not been 


sent by Wyeth to the FDA within the 15 days mandated by law, and were transmitted to the 


FDA by physicians.


Dr. Janet Heinrich, at the time associate director of health financing and public health issues 


for the Government Accounting Office (GAO), testified on the subject of adverse drug 


events before a congressional committee in February 2000. In her testimony, she stated that 


the FDA believes its system for gathering information about adverse drug events-the 


Adverse Event Reporting System-brings to light fewer than 10 percent of all adverse drug 


events. This estimate suggests that the 200-plus cases of blindness and significant vision loss 


that Merlino found were just the tip of the iceberg. The real number is more likely to be in 


the thousands.


The trial of Kenneth A. and Mary Krutz v. American Home Products Corp. et al. opened 


on May 21, 2002. Smith and Merlino were ready to present the documents they had 


uncovered, 368 exhibits in all, in the form of an evidentiary timeline that would reveal to the 


jury a corporate mindset. "We were prepared to show that Wyeth had made a concerted 


effort to push the drug off-label, to expand its population base, at the expense of customer 


safety," says Smith.


A stream of witnesses were also expected to testify. Among them would be Krutz himself, 


who would relate how he was never informed of a risk of vision loss by anyone before his 


Cordarone therapy began, and Mazurek, who, court documents say, would testify that none 


of Wyeth's warnings and precautions gave him any clue that optical neuropathy, blindness or 


vision loss might result from taking Cordarone. Mazurek would also say that his prescribing 


Cordarone for atrial fibrillation was consistent with uses promoted for the product by the 


manufacturer.


For its part, Wyeth was prepared, according to court documents, to put distinguished 


medical experts on the stand to testify that Ken Krutz had the symptoms and risk factors of 


an illness called anterior ischemic optic neuropathy and that Cordarone did not cause or 


contribute in any way to his vision loss. Anterior ischemic optic neuropathy is a condition 


associated with aging in which the blood supply to an optic nerve diminishes and the nerve 


dies. Wyeth's experts were also ready to testify that claims of vision loss from optic 


neuropathy associated with the use of Cordarone were not supported by scientific research 


and that the drug's labeling adequately conveyed the risks associated with the use of the 


drug.


The company was also expected to argue that the percentage of Cordarone patients who 


had suffered vision loss and blindness was insignificant compared to the total number taking 


the drug worldwide.


The arguments would never get made, however.


On the first day of the trial, settlement negotiations began, with Wyeth offering Krutz $10 


million to drop the case. As is customary in the settlement of civil cases, Wyeth was also 


asking that the terms of the agreement and the legal arguments that the plaintiffs would have 


made in court remain confidential.


Smith desperately wanted to try the case. He was confident that a jury would award Krutz 


an enormous judgment in the form of punitive damages. Mary Krutz, however, had 


indicated to Smith that her husband might not be physically and emotionally up to a bitter 


court battle. Also, if there were a jury verdict, the appeals process could hold up the award 


for three to five years. Accordingly, Smith says he reluctantly told Wyeth that he would 


accept the $10 million on behalf of his client. But he balked at the demand for 


confidentiality.


"The moment the lawyer for the other side opened the subject of settlement I said there can 


be no confidentiality on this," said Smith. "We must try and protect the rights of the next 


victim. We shouldn't allow them to hide their dirty laundry. It undermines our justice system 


when the public doesn't know what happened."


Wyeth, doubtless heaving a great sigh, accepted the terms.


It was the largest settlement ever for vision loss in the state of Illinois.


In retrospect, Smith still cannot excuse Wyeth. "Wyeth's behavior was appalling because of 


the way it interfaced with the profit motive," he says. He contends that Wyeth's April 1997 


label submission, the one that finally mentioned blindness, only appeared because the 


company lost the jury verdict and had to pay out millions in the Axen case-and because its 


exclusive patent rights on Cordarone were nearing their end and the first competing generics 


were coming onto the market.


"It seems more than coincidental," says Smith, "that Wyeth's eventual compliance occurs just 


when their monopolistic opportunity ends. Only when it doesn't matter anymore does a 


proper label appear."


Kadish at Northwestern Memorial says that he has hundreds of patients who have been 


helped by Cordarone, many of whom are alive today only because of the drug's 


effectiveness. "I don't want them to stop taking it without careful considerations of the 


risk/benefit ratio," he says. "But what is most important is that as soon as new information 


about dangerous side effects is known, I want myself and my patients to know about them 


so we can make an informed decision."


Krutz unfortunately did not have an opportunity to make an informed decision. He says that 


if he had been warned of even a 2 percent risk of vision loss he would not have taken 


Cordarone. "I never would have taken a chance on my eyesight. It is my most precious 


possession," he says. "You can cut my feet off, cut my arms off. I'd give you one of my 


lungs, but not my eyes."


Krutz says his emotional anguish was assuaged somewhat by knowing that justice was 


obtained. "I would have felt very bitter if I hadn't won something that showed that they were 


accountable," he says. "This has taken a terrible toll on me and my family."


Although Krutz was formerly reluctant to speak about his ordeal, he says he now wants to 


tell his story. "It's important if I can help prevent one person from having this happen to 


them," he says. Krutz' life is very different from what it once was. He is unable to do most of 


the things he loves, like traveling, fishing, building things and helping his children and 


grandchildren.


He can only see shadows and shapes. "I'll sit down to eat and I can't see what I'm eating," 


he says. "[Mary] tells me where the food is. It sounds like I'm a big baby, but she cuts all my 


food up because I can't see what the heck I'm doing . . . .[She] lays out all my clothes and 


everything else. I mean, without her, I'd be lost.


"I can't tell you what it feels like that I don't know what my great-grandchildren's faces look 


like or that I can't fish with my grandchildren," he says. "Everything is hard. We put in 


special banisters that are continuous on both sides so I can follow them all the way down the 


stairs. I can't walk Buddy, our dog. I can't watch movies or live shows anymore."


Krutz' children call almost every night and visit often. The family support and love are 


profound. He calls his wife "my lifeline."


In the end, ironically, Krutz wound up back on the very anti-arrhythmic medication, Calan, 


that he had been on before Mazurek prescribed Cordarone for him. Cordarone, with its 


high risks, was never a necessary drug for him to take.


The episode thus raises larger questions about the advisability of prescribing drugs for 


off-label uses. The rationale behind off-label prescribing is that doctors, via journals and 


word of mouth, learn long before the FDA about new uses for established drugs. As many 


in the profession point out, the regulations can't keep pace with the progress of science, nor 


can drug companies afford to run trials for every possible use of a drug. Nevertheless, it 


seems paradoxical for the FDA to rigorously test a drug-sometimes for up to 10 


years-before approving it for a specific use, then let doctors use it virtually any way they 


choose once the drug goes to market.


Should the FDA get tougher?


"I believe the FDA should have acted long ago to warn the public about the widespread 


off-label prescribing of amiodarone because of the serious, permanent and fatal 


consequences of its use," says Sue Nelson, of Syracuse, N.Y., whose mother died from 


pulmonary toxicity related to the Cordarone prescribed for her off-label four years ago.  


Nelson has created a Web site-http://www.discoverynet.com/(tilde)gcox/--to warn people 


of the dangers of Cordarone use. The site is run by George Cox, who went blind in one eye 


and lost his peripheral vision in the other, after taking Cordarone.


Kathy Neely, chair of the Medical Ethics Committee at Northwestern Memorial Hospital, 


says she has no problem with physicians prescribing off-label "as long as they are making 


responsible decisions based on good studies. The ethical piece that scares me is when the 


pharmaceutical rep pushes these drugs for off-label use. That kind of personal 


communication, over a lovely meal, can really work. Studies of physicians have shown that 


they are susceptible to persuasive influences as much as anybody else. Collegiality with drug 


reps makes us want to follow their suggestions."


Valuable drugs that have rare but extremely disabling side effects pose a difficult problem 


for the medical profession. In the report that Heinrich presented to Congress in February of 


2000 she stated that in 1998, about 2.7 billion prescriptions were filled in the United States.  


"Because exposure to prescription drugs is so high," she went on to say, "even a very low 


adverse drug event rate can lead to a large number of serious injuries and deaths."


A University of Toronto study published in the Journal of the American Medical Association


in April, 1998, titled "Incidence of Adverse Drug Reactions in Hospital Patients," found that


2.2 million serious adverse drug reactions occur in American hospitals annually and that


some 106,000 of these result in death. And that only counts hospital patients,


Those like Axen and Krutz are collateral damage, unfortunate casualties of this deadly 


numbers game. The numbers, of course, would be more in people's favor if all known risks 


were made available for consideration.


"A chief item of Wyeth's defense in my case was the low adverse event rate compared to 


the benefits received," says Axen. "They de-emphasized the importance of those rare 


incidents. People still have the right to know. They took the approach that the incidence is 


so low that they were not concerned. But it is devastating when you are the person who is 


the victim. What they did is unconscionable."


"I feel like I've been duped," says Krutz. "It's something that should not have happened and 


they let it happen. I put my trust in doctors and in pharmaceutical companies and they 


betrayed it."





- - -





A CORDARONE TIMELINE.


Dec. 1985: FDA approves Cordarone "solely for use as a drug of last resort for 


life-threatening, recurrent ventricular arrhythmias."


Oct. 1987: Dr. Douglas Wood of Mayo Clinic sends research study to Wyeth alerting it to 


new findings linking Cordarone to vision loss.


May 1988: Wyeth USA applies to FDA to list "optic neuritis" as an adverse reaction in 


label.


Sept. 1988: Wyeth's Canadian division submits label change to Canadian regulators adding 


the more serious terms "optic neuropathy" and "visual loss" as adverse reactions.


Dec. 1989: FDA threatens Wyeth with criminal prosecution if it continues a promotional 


campaign for Cordarone that the FDA claims is "false and misleading."


Dec. 1990: Sen. Edward Kennedy, before a Senate probe of the drug industry, describes 


Wyeth's campaign for Cordarone as "flagrantly abusive," "pushing the product beyond the 


limits of its scientific data." and "putting patients at risk."


Feb. 1992: FDA again demands Wyeth end misleading promotions of Cordarone.


Sept. 1993: Wyeth internal memos illegally, Krutz attorneys believe, encourage sales force 


to promote Cordarone for atrial arrhythmia, an off-label use.


Aug. 1994: Douglas Axen takes Cordarone.


Feb. 1997: Axen is awarded $23.3 million when Oregon jury finds his vision loss is 


associated with Cordarone.


Feb. 1997: Ken Krutz is precribed Cordarone off-label by cardiologist Dr. Robert 


Mazurek for non-life-threatening atrial arrhythmia.


April 1997: Wyeth USA finally changes label to cite, as an adverse reaction, "optic 


neuropathy usually resulting in visual impairment that in some cases has progressed to 


permanent blindness."


May 1997: Krutz experiences first vision problem.


June 1997: Krutz' vision deteriorates.


June 1997: Mazurek gets Wyeth letter notifying him of revised warning for Cordarone citing 


"permanent blindness" for first time.


June 1997: Dr. Jeffrey Haag, neuro-ophthalmologist, diagnoses Krutz with 


Cordarone-induced optic neuropathy.


June 1997: Krutz, now legally blind, is taken off Cordarone.


June 1999: Krutz lawsuit filed.


May 2002: Krutz accepts $10 million settlement offer from Wyeth, the most ever for vision 


loss in Illinois.
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