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Ethical Issues in Clinical Trials – DDF 17a
Pre-Workshop Assignment
Dear Registrant:

Please draw upon your experience in activities associated with the conduct of clinical studies.  Consider some of the issues that might be confronted in such studies, and think about them from the perspectives of:

· Study subjects

· Investigators

· Pharma company sponsors

· Family members

· Society

· Government

I have provided six case scenarios that represent ethical challenges that may occur.  Carefully consider these cases and include your responses in your homework.  Please come to the workshop prepared to discuss them.

In addition, I suggest that you review some background information to better prepare you for the workshop. Suggested readings include:

· The Belmont Report: http://ohsr.od.nih.gov/guidelines/belmont.html
· Declaration of Helsinki: http://www.wma.net/en/30publications/10policies/b3/
· ICH Good Clinical Practices Guidance [Both Original (R1), and Integrated Addendum (R2)]: http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html
Please provide your responses to these questions by 10 May 2021.  Please eMail your assignment to me, ensuring that your eMail address is included, and I will inform you when I have received your assignment.

Do not hesitate to contact me with any questions you may have prior to the conference.

I look forward to our virtual session!

Sincerely,

Art

Art Gertel












MedSciCom, LLC

Frog’s Leap Farm

320 Mountain Road

Lebanon, NJ 08833 USA

medscicom@rcn.com
O: +1 (908) 534-0122

M: +1 (908) 507-0780
CASE I: THE PRICE OF LIFE
Review the following YouTube documentary.  If you can’t open the link, search on: “The price of life”.

http://topdocumentaryfilms.com/price-life/
Questions
1. What are the trade-offs between the benefits to the patient vs. those to Society?

2. Should approval or denial of new therapies be based on cost alone?

3. Are end-of-life years more or less valuable?

4. Which of the stakeholder viewpoints do you identify with most closely? Why?

Sol Barer – Founder of Celgene

David Barnett – Chair of NICE Committee

Michael Brown – Myeloma patient

Sophia Christie – Executive Director, NICE

Julia Getz – Myeloma patient

Merrill Goozner – Author of The $800 Million Pill

Eric Lowe – Myeloma UK

Eric Rutherford – Myeloma patient

5. If you were the NICE Chair, how would you vote?
Case II: New Drugs = New Rules??
When two cousins each learned that a lethal skin cancer, melanoma, was spreading rapidly through his body, the young men found themselves with the shared chance of benefiting from a recent medical breakthrough. Only months before, a new drug had shown that it could safely slow the cancer’s progress in certain patients. Both cousins had the type of tumor almost sure to respond to it. And major cancer centers, including the University of California, Los Angeles, were enrolling patients for the last, crucial test that regulators required to consider approving it for sale. 

Thomas McLaughlin, then 24, whose melanoma was diagnosed first, urged his cousin, Brandon Ryan to enroll. Mr. McLaughlin’s tumors had stopped growing after two months of taking the pills. But when Mr. Ryan, 22, was admitted to the trial in May, he was assigned to the control arm. Instead of the pills, he was to get infusions of chemotherapy that has been the notoriously ineffective recourse in treating melanoma for 30 years. Even if it became clear that the chemotherapy could not hold back the tumors advancing into his lungs, liver and, most painfully, his spine, he would not be allowed to switch, lest it muddy the trial’s results. 

Controlled trials have for decades been considered essential for proving a drug’s value before it can go to market. But the continuing trial of the melanoma drug, PLX4032, has ignited an anguished debate among oncologists about whether a controlled trial that measures a drug’s impact on extending life is still the best method for evaluating hundreds of genetically targeted cancer drugs being developed. 

Defenders of controlled trials say they are crucial in determining whether a drug really does extend life more than competing treatments. Without the hard proof the trials can provide, doctors are left to prescribe unsubstantiated hope — and an overstretched health care system is left to pay for it. In melanoma, in particular, no drug that looked promising in early trials had ever turned out to prolong lives. PLX4032 shrinks tumors in the right patients, for a limited time. But would those who took it live longer? No one knew for sure. 

“I think we have to prove it,” said Dr. Paul B. Chapman, a medical oncologist at Memorial Sloan-Kettering Cancer Center who was leading the trial. “I think we have to show that we’re actually helping people in the long run.” 

But critics of the trials argue that the new science behind the drugs has eclipsed the old rules — and ethics — of testing them. They say that in some cases, drugs under development, PLX4032 among them, may be so much more effective than their predecessors that putting half the potential beneficiaries into a control group, and delaying access to the drug to thousands of other patients, causes needless suffering. 

“With chemotherapy, you’re subjecting patients to a toxic treatment, and the response rates are much lower, so it’s important to answer ‘Are you really helping the patient?’ ” said Dr. Charles L. Sawyers, chairman of human oncology at Sloan-Kettering. “But with these drugs that have minimal side effects and dramatic response rates, where we understand the biology, I wonder, why do we have to be so rigorous? This could be one of those defining cases that says, ‘Look, our system has to change.’ ” 

Dr. Richard Pazdur, director of the cancer drug office at the Food and Drug Administration, said in a recent interview that the new wave of drugs in development — especially for intractable cancers like melanoma — might require individual evaluation. “This is an unprecedented situation that will, hopefully, be increasingly common, and it may require a regulatory flexibility and an open public discussion,” he said. 

And doctors say that for them, the new wave of cancer drugs is intensifying the conflict between their responsibility to their patients and their commitment to gathering scientific knowledge for generations of the critically ill. 

The debate over the controlled testing of PLX4032 began in June 2009, around the time Mr. McLaughlin awakened with what felt like an explosion under his right armpit. 

The drug, manufactured by Roche, the Swiss pharmaceutical giant, was designed for melanoma patients whose tumors carry a particular mutation, and the company reported that month that nearly all 32 such patients in the drug’s first Phase I clinical trial had seen their tumors shrink. 

The reprieve was all too brief: most saw their tumors begin to grow again within the year. Still, The New England Journal of Medicine called the drug “a major breakthrough” for people with advanced melanoma, whose median survival is eight months after diagnosis. A second, Phase 2, trial, aiming to validate the results in more patients, was already in the works. And in meetings that summer, several oncologists urged Roche to seek accelerated approval from the FDA. The agency allows a manufacturer to sell a drug based on early promise so long as it proceeds with the traditional controlled trial comparing it with the standard treatment. 

But with patients already begging doctors for the drug, it seemed unlikely that anyone would join a trial with only a 50-50 chance of getting PLX4032 once it was already on the market. Unless the trial was conducted before approval, it seemed, there would be no chance to get definitive data on its effectiveness. 

Some melanoma specialists familiar with the drug would have traded the data for faster access to the drug. “I know all that I need to know based on the results we already have,” said Dr. Keith Flaherty of Massachusetts General Hospital, who led the early clinical testing. “My use of this drug is not going to be informed by testing it against a drug we all hate, and would rather never give a dose of again in our lives.” 

The standard chemotherapy used in melanoma, dacarbazine, slowed tumor growth in 15 percent of patients for an average of two months. By contrast, PLX4032 had halted tumor growth in 81 percent of patients for an average of eight. 

It was conceivable that when the cancer started up again, it would progress much faster in patients who had taken the new drug, wiping out any extra time they might have gained. But even if so, many doctors believed that if the drug provided relief by shrinking tumors — like the one Mr. McLaughlin soon learned was pressing against a nerve in his arm — that would improve their patients’ lives. The trial, moreover, would cost $100 million and delay the possibility of FDA  approval by at least two years. To some doctors, it seemed a waste of time and resources that would be better used for trials testing what everyone most cared about: how to prolong the remissions. 

Dr. Chapman of Sloan-Kettering came up with a new tack: an unconventional bid to speed the drug’s approval, rooted in the observation that patients weeks, or days, from death could get out of bed and off oxygen when given PLX4032, sometimes for months. The doctors working with the drug referred to this as the Lazarus effect; it was unheard of with dacarbazine. 

A trial that cataloged PLX4032’s effect on the well-being of the sickest patients, Dr. Chapman argued, would probably yield fast, tangible results. For him, it represented a chance to give patients symptomatic relief, even if the drug turned out not to prolong life. 

“Even without a survival benefit, maybe we could show that it helps people,” he urged. “If you could get Aunt Sadie to the wedding and off of oxygen, that would be great.” 

But company officials feared that might lead to approval for only a narrow group of the sickest patients. The surest way to get the FDA’s endorsement for a broader market was a controlled trial. And with its competitors rushing to get similar drugs to market, the findings of such a trial might give Roche an advantage in marketing its version as the only one proven to prolong survival. 

The company submitted its plan to the FDA for the traditional, randomized, controlled trial of PLX4032. It would involve 680 patients, half of them in a control group. Dr. Chapman would be the lead investigator for more than 100 sites in the United States, Europe and Australia. Because of the different ways the drugs were dispensed — one by mouth and one by infusions — doctors and patients, it was decided, would both know who got which drug. 

Mr. McLaughlin, who had no health insurance, had finally visited a doctor about the pain under his arm. It was melanoma, and he would need surgery to remove some lymph nodes. 

Mr. McLaughlin’s surgery, it seemed, had come too late. In the weeks following, small tumors popped up across his body, including one on his collarbone and one on his triceps. When Mr. Ryan discovered a swollen node under his own right armpit in October, his mother was not taking any chances. She begged him to go to the emergency room in Colorado. Even so, when the verdict was melanoma, both families were shocked. 

Both cousins, like the other family members, believed then that Mr. Ryan stood a far better chance of surviving the disease than his cousin. His cancer was rated Stage 3, with no evidence yet that it had spread to distant parts of his body. Mr. McLaughlin, at Stage 4, had a tumor ominously near his liver. And Mr. Ryan had health insurance, while Mr. McLaughlin had none. 

It was the mutated gene that the UCLA doctor found in Mr. McLaughlin’s cancer cells in December that turned his luck around. Called B-RAF, it goes awry in half of the 68,000 Americans who develop melanoma each year, for reasons not well understood, signaling cells to grow uncontrollably. 

The mutation meant that he would be eligible for PLX4032’s new trial, so the cost of the drug and doctors’ visits would be paid by Roche. And it turned out he would get the pills even before the controlled study began, on a small test of the drug’s interaction with common drugs like caffeine and cough syrup. Judging by the response of patients to PLX4032 in the first trial, Mr. McLaughlin was almost certain to respond. But the medication, the doctors at UCLA warned him, might cause a rash and fatigue and would probably make his skin extremely sensitive to the sun. 

Because the slots in the trial were reserved for patients with the most advanced cancer, Mr. Ryan was not eligible — yet. But because he had few symptoms, it hardly seemed to matter. After surgery to remove his cancerous lymph nodes and radiation, he was preparing to return to work. 

The following week, he took his first pills. 

But even as the tumor on Mr. McLaughlin’s collarbone began to melt away, a faint spot on Mr. Ryan’s lung began to grow. 

The discontent among some oncologists over the design of the PLX4032 trial spilled over at a scientific meeting sponsored by the Melanoma Research Alliance in late February. The ethical review boards at dozens of prestigious cancer research institutions had signed off on the trial, and the leading melanoma oncologists had embraced it: after all, it was the only way to get the most promising drug available for their patients. 

But with the trial now under way, a few attending the Las Vegas meeting had already had to tell patients they had been assigned to the trial’s chemotherapy control group. And some had begun to question whether an ethical code that calls for doctors to be genuinely uncertain about which of a trial’s treatments will be more effective had been breached when it came to PLX4032 versus dacarbazine. 

After Dr. Chapman presented the recent data from the drug’s promising first trial to a packed room, Dr. Neal Rosen, a friend and Sloan-Kettering colleague, stood up. 

“Excuse me,” Dr. Rosen said with unusual formality. “But if it was your life on the line, Doctor, would you take dacarbazine?”  - The room was silent. -  “My goal,” Dr. Chapman shot back, “is to find out as quickly as possible in as few patients as possible whether this works. If we never know, then we’re never going to be able to build on anything.” 

One of the melanoma field’s senior clinicians, Dr. Chapman had lived through trial after trial of drugs that failed to live up to early promise. Almost every oncologist knew, too, of a case nearly 20 years earlier when bone marrow transplants appeared so effective that breast cancer patients demanded their immediate approval, only to learn through a controlled trial that the transplants were less effective than chemotherapy and in some cases caused death. 

“Making patients’ tumors go away is gratifying,” Dr. Chapman told critics. “But that’s not the business I’m in. I’m in the business of making people live longer. That’s what I want to do.” 

Several of the most veteran melanoma doctors agreed with him. But others argued that oncologists had an ethical obligation to push both the FDA and Roche to make the drug more immediately available. 

Some of the strongest criticism came from laboratory researchers who study the biology of the disease and see the drug as fundamentally different from its predecessors. The previous red herrings, they argued, never had such a high response rate. Few other drugs had shrunk tumors in as high a percentage of patients with melanoma or any other solid tumor as PLX4032 had in its first human trial. 

“Many of my colleagues who are outstanding clinical investigators have been able to convince themselves that this is a fair thing to do,” Dr. David E. Fisher, a leading melanoma biologist at Massachusetts General, said of the controlled trial. “My personal view is it’s nuts. I don’t know anyone who hasn’t shuddered at the concept that we can’t let patients on the control arm cross over because we need them to die earlier to prove this point.” 

In the meantime, some doctors were searching for other trials that could help patients worsening in the chemotherapy group of the Roche trial, even at the risk of undermining its results. Several lobbied to get such patients slots on a new trial of a PLX4032 competitor, manufactured by GlaxoSmithKline. 

“It’s much easier to tell patients, ‘We’ll try this for six weeks; if it’s working, great, if not, we’ll shift you right away to the other trial,” said Dr. Jeffrey A. Sosman of the Vanderbilt-Ingram Cancer Center in Nashville. “That’s how I’m going to be able to live with the randomization.” 

The reason to prevent patients in the chemotherapy group from subsequently getting PLX4032 was to ensure a clean comparison. But who could prevent them from trying treatments that might well help them live longer? At least one melanoma patient left Sloan-Kettering’s care to join the Glaxo trial at New York University. 

Mr. Ryan’s health was declining. He returned from work only to sleep. 
At the same time, a debate grew heated over Roche’s decision to withhold PLX4032 from many patients not eligible for the trial because they had already been treated with chemotherapy. 

The FDA regularly approves such programs, known as “compassionate use,” for promising experimental drugs. But Roche feared a prospective trial candidate might undergo chemotherapy just to qualify for compassionate use and get PLX4032 with no strings attached. 
In an emotional moment, Dr. Donald Lawrence of Massachusetts General Hospital e-mailed colleagues about Roche’s decision last spring, under the subject line “moral outrage.” 

“Just had yet another conversation with a [patient] with a B-RAF mutation who will die in the next month or so because he can’t get PLX4032,” he wrote. “I feel we need to muster the support of our patients and lobby both Roche and the FDA. Compromising the Phase III trial is not justification for withholding an effective drug from dying patients.” 

But Dr. Michael Atkins, director of the cancer clinical trials office at Beth Israel Deaconess Cancer Center in Boston, urged him to consider what he thought was the greater good: “Even though it is painful, I think completing a clean Phase III trial and determining if there truly is a survival benefit for PLX would have major value for the field and future patients.” 

On the morning of May 12, Mr. Ryan and his mother drove to UCLA. The cancer had spread throughout his body. Yet that weekend, the family was filled with hope. Dr. Chmielowski had found the same gene mutation that Mr. McLaughlin had in one of Mr. Ryan’s tumors. He was finally eligible for the trial. 

But the computer made its assignment the following Tuesday, making sure that he would not be getting his cousin’s “superpills.” 

Mr. Ryan’s mother picked up the call while her son was undergoing radiation for the tumor on his spine. He was on oxygen. 

“I’m sorry,” Dr. Chmielowski repeated as she cried into the phone. 

There must be someone higher up to whom she could talk, she said. 

There was not, he told her. It was completely random. No one could change it. 

“Who else has this drug?” Mrs. Ryan demanded. “We will go wherever we have to go.” 

There was nowhere to go, the doctor explained. Once Mr. Ryan had been randomly assigned to the control group at one place, the other hospitals testing the melanoma drug would not give it to him. UCLA had turned away such patients, too. 

The doctor did not tell Mrs. Ryan about the Lazarus effect — that for someone as sick as Mr. Ryan, PLX4032 was probably the best chance to control his symptoms while doctors searched for something better. The doctor could not know, of course, whether Mr. Ryan really would have fared better on the Roche drug, or whether Mr. McLaughlin’s disease would have been held in check just as well with the chemotherapy. Obeying the trial’s protocol meant withholding the drug from patients like Mr. Ryan, and that, Dr. Chmielowski would later explain, “is awful.” He told Mrs. Ryan, if the chemotherapy could stabilize her son for just a month or so, there were two new trials opening that might help him. 

Mr. Ryan started his infusion the next day. But a week later, he was hospitalized, unable to breathe on his own and in horrible pain. 

Two weeks later, at his cousin’s funeral in mid-June, Mr. McLaughlin helped carry the coffin to the grave. 

Mr. McLaughlin has now been taking PLX4032 for nine months. He is awaiting his next CT scan. 

Does empirical research that may benefit large numbers of prospective patients “trump” the health of the individual?

Should there be Benefit-Risk ratios established when considering comparators?

· If the ratio falls below a certain threshold, should the patient be allowed to be treated with the investigational product?
Should the “rules” of controlled clinical trials be “broken” under certain circumstances?

· If so, what would these be?
· Which rules?
CASE III: PUBLISH or PERISH

When clinical trial data are acquired in ways that violate Good Clinical Practices (GCP), the FDA will require that those data be excluded from analyses (and, usually, from the database) that are submitted in support of new drug applications.  These data never see the light of day, and are not accessible to practitioners, etc.

 

However, once a manuscript is published, it remains in the public domain, even if retracted for the same sorts of GCP violations as above (a la the Wakefield article on autism in The Lancet).  Of course, much of the problem is that the article is represented in durable media (hardcopy journal; Web) and cannot be utterly expunged from the record.  These data may be cited at-will (with, one hopes, the appropriate caveats).
Therefore, are there two different standards re: access to data, based on how effective we can be in "firewalling" suspect data, or are there other ethical considerations in play? 
As a further extension...if data are empirically sound, but collected in ways that violate patient protections, is Society willing to forego the potential value of these data to future investigations?  

This question could even apply to the horrific Nazi medical experimentation.

__________________________________________________________________
Anti-Vaccine Activists Have Taken Vaccine Science Hostage

In a study published in December 2020, a total of 20 articles reporting on 28 samples were included which were undertaken in 13 different countries. The size of each sample varied from 1,000 to 7,547 with a median of 1,198. In addition, samples were collected in the early phase of the pandemic (March – May 2020) or later (June 2020 and onwards). Interestingly, the proportion of respondents willing to be vaccinated decreased over time (79% early phase studies vs 60% later studies), whereas the proportion not willing to be vaccinated increased (12% early studies vs 20% later studies). In contrast, the proportion of individuals who stated that they were unsure did not change over time. There was also a persistent trend relating to vaccination intentions: being female, younger, of lower income/education level or belonging to an ethnic minority were all associated with a reduced likelihood of wanting to be vaccinated.[Robinson E et al. International estimates of intended uptake and refusal of COVID-19 vaccines: a rapid systematic review and meta-analysis of large nationally representative samples. MedRxiv 2020 doi.org/10.1101/2020.12.01.20241729]
What drives these wrongheaded decisions is fear — fear that vaccines are somehow dangerous, even though research shows the opposite. And these choices have consequences. The 2015 Disneyland measles outbreak sickened at least 125 people, many of them unvaccinated.
A case study on publication of vaccine trial outcomes illustrates another aspect, particularly in the context of the current COVID-19 pandemic:

As a science journalist, I’ve written several articles to quell vaccine angst and encourage immunization. But lately, I’ve noticed that the cloud of fear surrounding vaccines is having another nefarious effect: It is eroding the integrity of vaccine science.

In February I was awarded a fellowship by the nonpartisan Alicia Patterson Foundation to report on vaccines. Soon after, I found myself hitting a wall. When I tried to report on unexpected or controversial aspects of vaccine efficacy or safety, scientists often didn’t want to talk with me. When I did get them on the phone, a worrying theme emerged: Scientists are so terrified of the public’s vaccine hesitancy that they are censoring themselves, playing down undesirable findings and perhaps even avoiding undertaking studies that could show unwanted effects. Those who break these unwritten rules are criticized.

The goal is to protect the public — to ensure that more people embrace vaccines — but in the long-term, the approach will backfire. Our arsenal of vaccines is exceptional, but it could always be better. Progress requires scientific candor and a willingness to ask inconvenient questions.
Here’s a case that typifies this problem and illustrates how beneficial it can be when critical findings get published. In 2005, Lone Simonsen, who was then with the National Institute of Allergy and Infectious Diseases, and her colleagues published a study in JAMA Internal Medicine showing that the flu vaccine prevented fewer deaths than expected in people over 65.
“I had interesting conversations with vaccine people. They said, ‘What are you doing, Lone? You are ruining everything,’” recalls Dr. Simonsen, who is now a global public health researcher at George Washington University. Her work helped lead to the development of a more effective flu vaccine for older people, yet she felt ostracized. “I felt it personally, because I wasn’t really invited to meetings,” she says. “It took a good decade before it was no longer controversial.”

It’s understandable for scientists to be nervous. The internet has made it easy for anti-vaccine activists to mislead. Dr. Simonsen’s study, for instance, inspired a story with the ridiculous headline “Flu Vaccines Are Killing Senior Citizens, Study Warns.”

But concerns over what these groups might do are starting to take precedence over scientific progress.

 “Scientists’ perception of public irrationality is having an impact on our ability to rationally discuss things that deserve discussion,” says Andrew Read, the director of the Center for Infectious Disease Dynamics at Pennsylvania State University. Dr. Read studies how pathogens evolve in response to vaccines, and he is fiercely pro-vaccine — his goal is to keep the shots effective. He says he has had unpleasant encounters at scientific conferences; colleagues have warned him, for instance, not to talk too openly about his work. “I have felt the pressure — and for that matter the responsibility — acutely,” he says.
In 2009, Danuta Skowronski, the lead epidemiologist in the division of Influenza and Emerging Respiratory Pathogens at the British Columbia Center for Disease Control, and her colleagues stumbled across unexpected data that suggested a link between seasonal flu shots and an increased risk for pandemic flu. The findings could not prove a causal link — perhaps people who get seasonal flu shots differ from those who don’t in ways that make them more susceptible to pandemic strains. But one possible interpretation is that seasonal flu shots inhibit immunity to those strains. Dr. Skowronski’s team replicated the findings in five different studies and then shared the data with trusted colleagues. “There was tremendous pushback,” Dr. Skowronski recalls, and some questioned whether “the findings were appropriate for publication.”

“I believed I had no right to not publish those findings,” Dr. Skowronski says. “They were too important.” The findings were submitted to three journals and underwent at least eight lengthy reviews before the final study was published in PloS Medicine.

Last September, researchers with the Vaccine Safety Datalink, a collaborative project between the Centers for Disease Control and Prevention and various health care organizations, published a study in the journal Vaccine that found an association — not a causal link, the authors were careful to note — between a flu vaccine and miscarriage. Soon after, Paul Offit, the director of the Vaccine Education Center at the Children’s Hospital of Philadelphia and co-inventor of a lifesaving rotavirus vaccine, said in The Daily Beast that the paper shouldn’t have been published, in part because the study was small and conflicted with earlier research. He also suggested that the authors had cherry-picked their data — a charge they vehemently deny. One physician questioned in the popular blog Science-Based Medicine why the research had been funded in the first place.
Dr. Offit says that researchers should handle findings differently when there’s a chance they might frighten the public. He thinks that small, inconclusive, worrying studies should not be published because they could do more harm than good. “Knowing that you’re going to scare people, I think you have to have far more data,” he explains.

But even an inconclusive paper can be important, others say, as it can spur the larger, more definitive studies that are needed. It should be “put out there for the scientific community, to look at it, see it, know about it, refine study design and go and look again,” says Gregory Poland, a Mayo Clinic vaccinologist and the editor in chief of Vaccine. It is crucial, though, for researchers to carefully explain such results in their papers to prevent misinterpretation.
If a study scares parents away from vaccines, people could die. That’s a big risk to take to protect the sanctity of scientific discourse. I was warned several times that covering this issue could leave me with “blood on my hands,” too. But in the long run, isn’t stifling scientific inquiry even more dangerous?
 “If we get to the point where we don’t want to look anymore because we don’t want to know the answer, then we’re in trouble,” says Dr. Edward Belongia, one of the authors of the Vaccine study and director of the Center for Clinical Epidemiology and Population Health at the Marshfield Clinic Research Institute.
This is not to say that anyone is covering up major safety problems, by the way; critical studies generally concern minor issues in specific contexts. But scientists could one day miss more important problems if they embrace a culture that suppresses research. And at the end of the day, by cherry-picking data, public health researchers are doing “exactly what the anti-vaccine people do,” Michael Osterholm, the director of the Center for Infectious Disease Research and Policy at the University of Minnesota, warns.

There’s no question that bad vaccine science does not deserve a forum — and much of the research cited by anti-vaccine activists is very bad indeed. But good science needs to be heard even if some people will twist its meaning. One thing vaccine scientists and vaccine-wary parents have in common is a desire for the safest and most effective vaccines possible — but vaccines can’t be refined if researchers ignore inconvenient data. Moreover, vaccine scientists will earn a lot more public trust, and overcome a lot more unfounded fear, if they choose transparency over censorship.
[Source: Editorial by Melinda Wenner Moyer, The New York Times, 4 August 2018].  
Is there greater harm in suppressing negative or inconclusive data when one believes that these data represent an exception?
What are some ways to mitigate harm/misuse of such data?

Are there already rules in place to guide publishing of clinical trial data?  What are these, and do they apply?
CASE IV: A LUNG FOR A LUNG

There are almost 1,700 people in the USA on the waiting list for a lung transplant, including 31 children under age 11, according to the Organ Procurement and Transplantation Network. But none captured the public's attention like the case of Sarah Murnaghan, age 10, who suffered from end-stage cystic fibrosis.

Organ transplantation requires explicit rationing and relies on public trust and altruism to sustain the organ supply. The well-publicized cases of two pediatric candidates for lung transplants have shaken the transplant community with emergency legal injunctions arguing that current lung-allocation policy is “arbitrary and capricious.” Although the resulting transplantation seemingly provided an uplifting conclusion to an emotional public debate, this precedent may open the floodgates to litigation from patients seeking to improve their chances of obtaining organs. These cases questioned the potential disadvantaging of children and the procedural fairness in lung allocation. But legal appeals exacerbate inequities and undercut public trust in the organ-transplantation system.

The controversy began when the parents of Sarah Murnaghan, a critically ill 10-year-old awaiting a lung transplant for cystic fibrosis, appealed through her physicians to the Organ Procurement and Transplantation Network (OPTN) for an exception to the policy that restricts lung-transplant candidates younger than 12 years to receiving organs from donors younger than 12.
 When this appeal failed, the Murnaghans appealed to the media, politicians, and finally a federal judge to grant access to the larger pool of lungs from adult donors. They argued that mistreatment of pediatric candidates for transplants would probably result in Sarah's death. The merits of the case were never argued, since during the 10-day temporary injunction, Murnaghan received two lung transplants from adult donors. She has had serious complications, including pneumonia, and required a tracheostomy.

In 2005, to improve equity and efficiency, the OPTN switched from prioritization based on waiting time, a first-come–first-served approach that often prioritized less-urgent cases for organs, to an approach that incorporated consideration of urgency. After a 5-year review, the OPTN had developed a lung allocation score (LAS) using medical factors that predict disease severity and the likelihood of dying on the waiting list. Such scores were assigned only to patients 12 or older, because there were insufficient data to support their applicability to younger populations, owing to their different diagnoses and limited outcomes data. Thus, patients younger than 12 were excluded from consideration for adolescent and adult donors' lungs (which are allocated according to the LAS and geography) and limited to use of pediatric donors' lungs, which are allocated according to two priority levels (different degrees of urgency based on medical criteria) and geography.

The LAS policy has increased lung-transplantation rates and reduced mortality on the waiting list among older patients. Pediatric patients, however, continue to have higher waiting-list mortality and are less likely to receive transplants.  Despite wider geographic sharing of pediatric organs and the use of urgency levels — primarily because there are few pediatric donors. The supporters of the “under-12 rule” argue that it promotes equity and efficiency because of its aggregate benefits. They also cite the problematic discrepancy in lung size between adult donors and pediatric recipients. Furthermore, as a treatment for cystic fibrosis (the most common diagnosis among pediatric candidates for lung transplants), transplantation has been shown in several retrospective studies to have only marginal benefit, owing to improvements in medical management (although some data suggest otherwise). Lung transplantation in pediatric patients is also associated with high postoperative morbidity and mortality, largely because of the recipients' underlying diagnoses.

Nevertheless, appeals to list children for adult organs have merit. First, designating age 12 as the cutoff arbitrarily disadvantages some children because age is a poor proxy for size. Younger patients who meet the size requirements and could benefit from adult lungs should be considered eligible. Second, in allocating other organs, we often prioritize children, partly on the basis of “fair innings” considerations (equalizing people's chances of living until a given age) and partly because of the unique importance for physical and cognitive development that a transplant may confer. These arguments also apply to lung transplantation. Third, transplanting lungs into children is similarly efficient to doing so in adults, since their graft-survival rates are similar. Lobar resection can facilitate transplantation of adult lungs into smaller pediatric patients — also with similar results. Finally, given the scarcity of pediatric lung transplants, the data necessary for optimal validation of the LAS in this population may never be available. Without conclusive data, we should err on the side of inclusion, not exclusion from access to a broader supply of lifesaving organs. Currently, only 30 children in the United States await lung transplants, and only 11 of them are 6 to 11 years of age. The change that would occur by allowing these children access would most likely have little effect on nonpediatric candidates.

In response to objections that children are unfairly disadvantaged, the OPTN will review its lung-allocation policy during the next year and allow expedited appeals to an expert lung-allocation board in the interim. Candidates approved during this period will gain access to the full pool of lungs on the basis of the LAS and geographic location, while maintaining their pediatric priority.

Are the organ-allocation and appeals processes fair? 
An ethical framework that is gaining traction in health policy, Accountability for Reasonableness (A4R), offers an approach for achieving fairness and legitimacy in allocating health resources. A4R requires transparency about the objectives of and evidence for decisions, consensus about the relevance of rationales used in resource allocation, a process for reevaluating and revising criteria in light of new evidence, and procedures for enforcing these conditions in the deliberative process. This approach claims that a fair deliberative process results in outcomes that are acceptable to all.

A4R has limitations in Murnaghan's case, including those resulting from the limited data regarding lung-transplantation outcomes in the pediatric population. But generally, organ allocation follows A4R's tenets: it is public, transparent, revisable, enforceable, and open to appeals, and it incorporates key stakeholders. Organ-allocation algorithms seek to balance equity and efficiency. Committees comprising medical and ethics experts, transplant recipients and donors, and other key stakeholders meet in a predictable and transparent way. They deliberate and issue reports and policy recommendations that are opened to public comment. Policies are enforced and revised regularly on the basis of new evidence.

Transplant candidates and their families go to great lengths to obtain lifesaving treatment. They should be assured of fair process and, in cases of error or newly available information, allowed to appeal decisions. Appeals waged through federal courts and the court of public opinion, however, undermine fairness. Judicial appeals grant discretionary access to wealthier people, exacerbating disparities and discrimination. Moreover, appeals are inefficient, complicating allocation and leading to longer allocation times, poorer matches due to expansion of criteria, and greater difficulty in managing the waiting list. Lawsuits also inappropriately saddle courts with decisions about health policy. Finally, appeals reduce transparency and predictability, undermining the public perception of fairness, which could reduce donation rates.

Although the OPTN's allowance of appeals to an expert panel is preferable to judicial appeals, it is problematic. Relying on physicians to appeal on behalf of candidates leaves patients of lower socioeconomic status, those less informed about their options, and those lacking advocates vulnerable to worse treatment. Physicians may also fear that accepting the responsibility of mounting appeals means assuming greater risk of poor outcomes and subsequent audits, which may also result in disparities.

To prevent unequal treatment, absent better data, we believe the OPTN should expand its policy to automatically assign an LAS to pediatric candidates and put those meeting the size and LAS criteria for adult and adolescent organs on the waiting list. Lung transplants should be allocated on the basis of the LAS and size match, with consideration of lobar resection for small recipients of adult lungs. Children should retain preference for lungs from pediatric donors.

Overall, we believe that the organ-allocation process is fundamentally fair, in part because of procedures in place to revise and modify allocation. It is because of this fair process that errors can be discovered and addressed. Our proposed changes would provide more lifesaving lungs to children; they would also provide useful data for the 1-year policy review and could ensure equal treatment for all children awaiting lung transplants.

Source: Keren Ladin, Ph.D., and Douglas W. Hanto, M.D., Ph.D. N Engl J Med 2013; 369:599-601 August 15, 2013 DOI: 10.1056/NEJMp1307792

Questions:

· Should children under the age of 12 be allowed into the adult lung transplant queue?
· Should urgency be the only factor determining place in the queue?

· Is the arbitrary use of age a sufficient determination of suitability for transplant?

· What are your thoughts on the “fair innings” concept?

· Is automatic assignment based solely on LAS and size sufficient?  Is it fair?

CASE V: RIGHT-TO-TRY

Granting access to drugs, vaccines, biologics, and devices that have not yet been approved by governmental regulatory authorities is a growing challenge for physicians,

public officials, patient advocacy groups, institutional review boards (IRBs), and Patients. Although the issue of rapid access to investigational agents is not new, tracing back to the early days of the human immunodeficiency virus pandemic, the pace of requests

has increased. This is attributable to many factors, including greater awareness of compassionate use on the part of patients and their physicians; more information available through the Internet and websites describing clinical trials; an increase in promising interventions, including genetic markers, immunotherapies, and recombinant vaccines; threats from potential epidemics such as Ebola, cholera, and influenza; and an increased willingness to try novel agents by patients who are chronically ill or dying.

Requests for rapid access to agents still under investigation fall into 2 categories—requests for groups of persons with the same disease and requests by individuals.

The former are often described as requests for expanded access, the latter as requests for compassionate use. Regulatory bodies in various countries have created various programs for providing greater access to requests from groups, including the creation

of expanded-access programs and emergency use waivers for patients who do not qualify for clinical trials.

Compassionate use requests have proven to be more difficult to resolve. Compassionate use requests can occur at any time in the research process—from product testing in animals, to early human safety trials, to the period nearing the end of clinical trials. Requests can come from patients who are dying, those facing disability and pain for which no approved agent has proven effective, those in the midst of lethal disease outbreaks and those newly affected, those who are chronically ill, and those who have limited access to therapies.

Until recently, the main strategy for patients seeking compassionate use was to try to locate a possible treatment for their disease, often but not always with the help of their physician. Once a potential therapy is found, patients seeking compassionate use might try to make direct contact with the researcher testing the agent, most often at a private company, or to use a connection with an individual to make a request to a corporate

official. Sometimes patients try to interest the traditional media in their plight or launch campaigns using social media to draw attention with the hope that public pressure might be brought to bear on the private parties who own the agent to provide it.

In the United States, some have claimed that the key obstacle for those seeking compassionate use is the Food and Drug Administration (FDA). Even though the application process can be cumbersome, the FDA grants approval for 99% of compassionate use requests.  The major pathway for patients is to secure approval by a

company moving the agent through the regulatory approval process. Unless that happens, the FDA plays almost no role in responding to compassionate use requests.

However, granting compassionate use requests can at times compete with development of the agent for a larger group of patients. Companies have no legal obligation to offer access to experimental treatments, are often uncertain how to respond to requests, and maybe uncomfortable in determining how to respond fairly to requests from the well- connected or those using social media campaigns. Historically, evaluating compassionate use requests depended exclusively or predominantly on assessments from company employees.

In the USA, State-based legislation emerged under the auspices of The Goldwater Institute (http://goldwaterinstitute.org/en/work/topics/healthcare/right-to-try/right-try/.)

More recently (03 January, 2018) a federal Right to Try Act (S.204) was signed into law by Act of Congress.

Passage into law nullifies, in practice, some FDA rules that prevent pre-approval treatments from being used by terminally ill patients. 

The Act allows a patient who:

· has been diagnosed with a life-threatening disease or condition, 

· and who has exhausted approved treatment options and is unable to participate in a clinical trial involving the eligible investigational drug, 

· as certified by a physician 
· who is in good standing with the physician’s licensing organization or board and, 
· who will not be compensated directly by the manufacturer for so certifying
· who has provided to the treating physician written informed consent (or obtained from an authorized party).

· It would allow access only to medications that have completed Phase I clinical trials and not licensed for use
· A medication would be made available only if the company manufacturing it chose to do so. 

Interestingly, FDA may not use clinical outcome data associated with the use of an eligible investigational drug to delay or adversely affect the review or approval of the drug unless, the Secretary makes a determination that the use of these data is critical to determining the safet6y of the eligible investigational drug; or the Sponsor requests use of such outcome data. 
In addition, the Sponsor must submit an annual summary of any use of such drug and include the number of doses supplied, the number of patients treated, the uses for which the drug was made available, and any known serious adverse events.

A similar bill has passed in the UK (The Saatchi Bill), allowing terminally ill patients, with no access to clinical trials, to petition pharmaceutical sponsors directly to gain access to drugs in very early stages of development.

In the UK, the recent case of Charlie Gard has brought these issues into sharp focus. The Children Act of 1989 [http://www.legislation.gov.uk/ukpga/1989/41/contents]

is the governing legislation in the UK, and it stipulates that the courts have jurisdiction over extraordinary life-sustaining efforts.  The Act states that children's welfare should be the paramount concern of the courts. It also specifies that any delays in the system processes will have a detrimental impact on a child’s welfare. The court should take into account the child’s wishes; physical, emotional and educational needs; age; sex; background circumstances; the likely effect of change on the child; the harm the child has suffered or is likely to suffer; parent's ability to meet the child’s needs and the powers available to the court.  An editorial by Art Caplan recounts some of the difficult choices [ http://thehill.com/blogs/pundits-blog/healthcare/341024-Charlie-Gard-will-likely-die-soon—lets-learn-from-the-battle].
Proponents claim that the FDA Compassionate Use programs are too slow and restrictive.  Right-to-try laws are immensely popular with both citizens and legislators, as they are viewed as offering terminally ill patients one last chance at saving their lives. The chief advocate of right-to-try laws is the Goldwater Institute, a libertarian think tank based in Arizona, which created the legislation template on which the state laws are modeled. 

 Kurt Altman, national policy adviser for the Institute, has said that right-to-try laws return control of medical decisions "back to a local level".  Other proponents include patients and their families, as well as patient advocate groups. Supporters of these laws sometimes describe them as “Dallas Buyers Club" bills, a reference to a movie about an American man with AIDS who smuggled unapproved treatments from foreign countries to fellow patients. Some have likened the efforts of terminally ill patients to procure unapproved drugs in development to those of ACT-UP and other AIDS organizations of the 1980s.

Opponents claim that bypassing FDA-mandated protections leave vulnerable patients at risk. Right-to-try laws have been called unethical by bioethicists. They argue that the laws don’t require companies to provide the drugs being sought, and, as companies are often reluctant to do so, the laws should be considered toothless legislation that offers only false hope to dying people. 

Since the laws require only that drugs have completed Phase I of clinical testing, there are no data on the efficacy of the drugs. There are also no safety data on how they would affect very sick people. This makes true informed consent on the part of the patient impossible, because informed consent entails, first, knowledge of the pros and cons of a proposed treatment and then a decision made in light of those pros and cons.

The text of the Right to Try Act (S.204) is available at:  https://www.congress.gov/bill/115th-congress/senate-bill/204/text
Consider the dynamic tension between:

· Obligation to Protect vs. Obligation to Rescue

· Practice vs. Research

· Individual vs. Society

· Universal decision-making standard(s) vs. case-by-case

· Responsibility vs. Accountability in the context of Individual Choice (Agency)

· Data vs. Emotion

· Needs of current patient vs. Needs of future patients

Questions:

· What are your concerns about using R-T-T vs. Clinical trials under FDA auspices?
· Are there specific cases which you feel warrant R-T-T vs. FDA Compassionate Use?
· What are the protections that should be in-place for R-T-T situations?
· Who pays for R-T-T and associated costs?
· Do Desperate Circumstances Warrant Desperate Measures?

· Is it legitimate to create “one-off” ethical standards?

· If Right-to-Try is not considered as research, is it exempt from protections embodied in “research-based” standards?

· Is the right to be offered rescue impacted by efficient use of resources?

· Do anecdotes = data?

· How are the probability of harm and possibility of benefit adequately conveyed in Informed Consent?

· Is Expanded Access a surrogate for clinical trials?  

· Do you distinguish between Supportive vs. Pivotal studies?

· Are participants in clinical trials really “guinea pigs”?

· Does the equation change in Placebo-controlled trials vs. Active-control?

CASE VI: Lowering the Bar
NOTE:  This case study assignment was prepared prior to the US Presidential election and, given how much of this is driven by politics, we may have already gone through this issue to resolution.  This being the case, we should generalize the context to one of any public health emergencies. It should also be noted that, for the most part, the examples are US-centric because of the particularly fraught political environment. This case is instructive in demonstrating how easily health, medicine, and science issues can be politicized and how often misinformation is consumed by those who are not willing to critically assess its validity.
Please read my article in EMWA’s journal, Medical Writing: Volume 29, Issue 2 - The Data Economy : Rush to publication – What do we have to lose?

Despite the rush for an effective COVID-19 therapy, biotech industry leaders insist rigorous research and complete data will be the standard preceding approvals.


In the wake of developments that have undermined public confidence in independent and science-based decision-making by FDA, SFDA, The Russian Ministry of Health (Minzdrav), industry leaders insist they will maintain high standards for clinical trials and regulatory submissions for new vaccines and therapeutics to combat COVID-19. Biopharma companies have invested enormous resources in developing new pandemic therapies, but realize that citizens will reject new vaccines and treatments without strong confidence in the safety and efficacy of these products.

In the midst of this pressurized environment, eight prominent biotech industry executives publicly emphasized the importance of rigorous clinical research and complete study data to support any authorization or approval of a new COVID vaccine or treatment. Issued by the Biotechnology Innovation Organization (BIO), the letter also calls on FDA to maintain its “historic independence as the gold-standard international regulatory body” to assure the public that its decisions reflect the “highest standards of scientific and medical integrity” (see here). Biotech leaders also urged politicians on both sides of the aisle to ensure that politics does not influence the development and approval of new medicines.

At the same time, five pharma CEOs stated they would not seek early authorization or approval of a new COVID treatment without a clear demonstration of product safety and efficacy from randomized clinical trials. During a virtual press conference organized by the Geneva-based International Federation of Pharmaceutical Manufacturers and Associations (IFPMA), Pfizer chairman Albert Bouria stated that his company “will not cut corners” or take any action that would tarnish Pfizer’s scientific reputation. Eli Lilly will publish all data and “subject it to scientific scrutiny,” stated chairman David Ricks, also IFPMA president. Merck chairman Kenneth Frazier and others urged reliance on FDA advisory committees to gain added transparency to approval decisions and to guard against political influence.

Most recently, the CEOs of nine biopharma companies currently developing COVID vaccines pledged to seek approval or emergency use authorization only after demonstrating product safety and efficacy through a Phase 3 clinical study that meets FDA requirements. The signers include AstraZeneca, BioNTech, GlaxoSmithKline, Johnson & Johnson, Merck, Moderna, Novavax, Pfizer and Sanofi.

Separately, Moncef Slaoui, the top vaccine scientist on the administration’s Operation Warp Speed (OWS) initiative, publicly acknowledged that there is “very, very low” chance of successful vaccine results by October, and that he would resign “immediately” if there is outside interference in the vaccine vetting process .[UPDATE NOTE: Obviously, they beat the timelines and we now have at least 4 viable vaccines, at the time of this homework assignment.]: 
These statements aim to offset fears that FDA and other agencies might soften their approval standards due to pressure from politicians to make available a COVID vaccine earlier than feasible. FDA commissioner Stephen Hahn recently said in an interview that a COVID-19 vaccine could be authorized for emergency use in some populations before the completion of Phase III studies. That followed questionable statements by Hahn supporting the Trump administration’s characterization of convalescent plasma as a major advance in treating COVID patients. Continuing predictions from the White House about a vaccine being available in two months, and instructions from the Centers for Disease Control and Prevention (CDC) that state public health departments should be prepared to distribute a vaccine by the end of October, heightened concerns that political pressure will lead to some kind of authorization of a new vaccine before the November 3 election.

Hahn later tried to show his independence by posting an apology for exaggerating efficacy claims for convalescent plasma. The Trump administration responded by dismissing health policy communications advisor Wayne Pines, evidently for encouraging Hahn’s plasma retraction. Hahn then removed top FDA press and external affairs staffers, who had been placed at the agency by administration officials and were seen as responsible for shaping Hahn’s enthusiasm for convalescent plasma.

The bottom line for FDA and for industry is to protect the integrity of the drug approval process from outside political agendas as vaccine data moves through the pipeline. Manufacturers recognize that premature approval of any products would erode FDA’s coveted gold-standard reputation, an imprimatur that is critical to market acceptance of complex and costly therapies around the world. Biopharma companies have much to gain from producing and distributing effective treatments able to slow or halt the lethal COVID pandemic, but even more to lose in reputation as well as financial health from providing patients with sub-potent or risky products.

[slightly modified from Jill Wechsler, Applied Clinical Trials, 8 September 2020]

Top White House officials are blocking strict new federal guidelines for the emergency release of a coronavirus vaccine, objecting to a provision that would almost certainly guarantee that no vaccine could be authorized before the election on Nov. 3, according to people familiar with the approval process.

Facing a White House blockade, the Food and Drug Administration is seeking other avenues to ensure that vaccines meet the guidelines. That includes sharing the standards — perhaps as soon as this week — with an outside advisory committee of experts that is supposed to meet publicly before any vaccine is authorized for emergency use. The hope is that the committee will enforce the guidelines, regardless of the White House’s reaction.

The struggle over the guidelines is part of a months-long tug of war between the White House and federal agencies on the front lines of the pandemic response. White House officials have repeatedly intervened to shape decisions and public announcements in ways that paint the administration’s response to the pandemic in a positive light.

That pattern has dismayed a growing number of career officials and political appointees involved in the administration’s fight against a virus that has claimed more than 212,000 lives in the United States.

The vaccine guidelines carry special significance: By refusing to allow the Food and Drug Administration to release them, the White House is undercutting the government’s effort to reassure the public that any vaccine will be safe and effective, health experts fear.

“The public must have full faith in the scientific process and the rigor of F.D.A.’s regulatory oversight if we are to end the pandemic,” the biotech industry’s trade association pleaded on Thursday, in a letter to President Trump’s health secretary, Alex M. Azar II, asking for release of the guidelines.

The Food and Drug Administration submitted the guidelines to the Office of Management and Budget for approval more than two weeks ago, but they stalled in the office of Mark Meadows, the White House chief of staff. Their approval is now seen as highly unlikely.

A main sticking point has been the recommendation that volunteers who have participated in vaccine clinical trials be followed for a median of two months after the final dose before any authorization is granted, according to a senior administration official and others familiar with the situation, who spoke on the condition of anonymity. Given where the clinical trials stand, that two-month follow-up period would all but preclude any emergency clearance before Election Day.

The conflict began almost as soon as the Food and Drug Administration submitted the guidelines to the White House budget office on Monday, Sept. 21. The next day, Dr. Stephen M. Hahn, the FDA commissioner, briefed Mr. Azar on the matter.

That Wednesday, Mr. Meadows raised a series of concerns, a senior administration official said. He questioned the need for two months of follow-up data, said that stricter recommendations would change the rules in the middle of clinical trials and suggested that Dr. Hahn was overly influenced by his agency’s career scientists. The White House on Monday did not respond to a request for comment.

Mark Meadows, the White House chief of staff, strongly objected to key provisions of the vaccine guidelines as too time-consuming and onerous.  

Mark Meadows, the White House chief of staff, strongly objected to key provisions of the vaccine guidelines as too time-consuming and onerous

Speaking to reporters on Sept. 23, Mr. Trump publicly cast doubt on whether the guidance would be approved. “We may or may not approve it,” he said, suggesting that the regulatory action “was a political move more than anything else.”

FDA officials later provided additional justification to the White House, explaining that the two-month follow-up was necessary to identify possible side effects and ensure that a vaccine’s protection against Covid-19, the disease caused by the coronavirus, was not short-lived. But they have been unable to break the stalemate.

The White House has the authority to intervene in such nonbinding guidance documents — a step below enforceable regulations — at least partly because of an October 2019 executive order that tightened restrictions over the issuance of such documents. That order asserted that “agencies have sometimes used this authority inappropriately in attempts to regulate the public.” White House officials have cited it to force the FDA and other agencies to submit pandemic-related guidelines to the White House budget office for review before public release.

Staff members at the budget office scrutinize the documents for statements that could undercut the president’s public message that the administration either has the pandemic under control or will soon, according to former and current federal officials.

The testing and release of a vaccine is an issue that has gained wide national attention. Mr. Trump has repeatedly misrepresented how quickly a vaccine might be available to most Americans, promising a major breakthrough in vaccine development as early as this month. No clinical trial in the United States has yet advanced far enough to prove that any vaccine is safe and effective, although Pfizer, one vaccine developer, is hoping for interim results soon from its trial.

The FDA’s new guidelines were intended to assure companies developing vaccines that they were being held to a common standard and to reassure the public. Polls suggest that Americans are increasingly wary about taking a coronavirus vaccine: A survey published last month by the Pew Research Center found that 51 percent of Americans would either probably or definitely take one, down from 72 percent in May.

Dr. Peter Marks, the FDA’s top regulator for vaccines, said last week in an event organized by Friends of Cancer Research that the government had to be transparent about the standards it was using to evaluate experimental vaccines in order to build public trust. He and other health officials have stressed that the companies developing vaccines are already fully aware of the agency’s expectations for products seeking authorization for emergency use.

Mr. Azar on Friday played down the conflict with the White House, telling a House panel that those concerned about its involvement in the guidelines were making “a mountain out of a molehill.”

“What the commissioner is proposing to put out is public emergency use authorization guidance on a vaccine that would be consistent with letters already sent to the manufacturers,” Mr. Azar said. “The FDA has already told the manufacturers what they’re going to look for.”

Some vaccine makers, including Johnson & Johnson, have publicly indicated that they will follow the agency’s recommendations, regardless of the White House’s actions.

At a recent meeting with FDA staff members, Dr. Marks said the agency “may hear more noise in the press” about trouble with the guidance but added that the “goal isn’t to get into fights,” according to people familiar with his comments. He said at the Friends of Cancer Research event that there was no reason “to get all excited” because “we are going to have a transparent advisory committee meeting for each and every emergency use authorization that comes through.”

Privately, Dr. Marks has told colleagues that an angry tweet from Mr. Trump attacking FDA scientists over the guidelines could damage public confidence in a coronavirus vaccine.

The guidance laid out more specific criteria for clinical trial data and recommended that it be reviewed by the advisory committee of independent experts. It is expected to be included in the briefing papers for the committee’s next meeting, scheduled for Oct. 22.

Food and Drug Administration officials hope the committee will consider those standards before giving its blessing to any emergency use authorization for a vaccine. The most likely recipients of any vaccine that wins that authorization will be high-risk populations such as health care workers.

In addition to the two-month follow-up period, the guidelines stated that there should be at least five cases of severe infection in the placebo group as evidence that a vaccine is effective in preventing more than just mild to moderate illness. About 10 percent of Covid-19 cases are considered severe.

The guidelines also laid out the agency’s expectation that vaccine makers would continue to assess the long-term safety and efficacy of the drug, if granted emergency use authorization.

[Modified from Sharon LaFraniere and Noah Weiland, Published Oct. 5, 2020

Updated Oct. 6, 2020, 10:57 a.m. ET   The New York Times]

Questions:

· What are the consequences of promoting therapies without empirical evidence of safety and efficacy?
· Are VIPs entitled to extraordinary medical care and experimental therapies because of their position in society?
· If a high-cost therapeutic regimen proves anecdotally effective, should the therapy be made available to the public-at-large?  Who pays for it?
· Do Desperate Circumstances Warrant Desperate Measures?

· Is it legitimate to create “one-off” regulatory standards? What are the consequences?
· How are the probability of harm and possibility of benefit adequately conveyed in Informed Consent and public promotion of therapies/vaccines that are “approved” based on lower standards?
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