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Abstract 

This article is a record of an interview with Dr. Peter Lurie by Chieko Kurihara in Washington 
DC on 14 August, 2024, as a part of a programme of webinars held on 5 and 26 August to discuss 
the 2024 revision of the Declaration of Helsinki from the perspectives of external stakeholders. Lurie 
participated in the 26 August webinar as an invited commentator. Kurihara participated as an 
invited panelist at the regional meeting organized by the World Medical Association/American 
Medical Association on the revision of the Declaration of Helsinki in Washington DC on 15 and 16 
August. We took this opportunity to discuss the ethical issues of the placebo clause in the Declaration 
of Helsinki (2013 version and available draft versions for the 2024 revision). 
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1. Introduction: Controversy on placebo trials in 1990s and current topics 
 
Chieko Kurihara  Thank you so much for accepting this interview at Washington DC, following our 
previous collaborations for the ethics of placebo-controlled trials12. I am happy to be able to meet you 
here, just before participating in the regional meeting on the 2024 revision of the Declaration of 
Helsinki (DoH), held by the World Medical Association (WMA)3. As one of the organizers of our 
webinar held on August 5 and 264, by a group of stakeholders, external from the WMA, to discuss 
about the 2024 revision of the Declaration of Helsinki (DoH), I wish to have this interview in order 
to publish together with the proceedings of the webinar. This is because you took a historically 
important role to open the international debate on ethics of placebo-controlled trial, by the paper 
published from New England Journal of Medicine in 19975, as well a paper with Prof. Dirceu Greco 
which appears on the cover page of the Lancet6. We published extensive analysis on the issues of 
placebo7 and post-trial access8 in Springer book published last November. Prof. Greco is also an 
organizer of our webinar and strongly wishes to involve you. First, I would like to ask you to speak 
about your activity in which you are now most interested in and most involved in. 
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Peter Lurie After being deeply involved in research ethics discussions first as an academic and 
then at the consumer advocacy group Public Citizen, I worked for the FDA (Food and Drug 
Administration) for about eight years on various issues. When the Trump administration came in, I 
didn’t feel it was the right place for me, so I left and joined the Center for Science in the Public 
Interest (CSPI), an advocacy group in Washington. 

CSPI’s primary focus is on food, especially labeling, and claims around nutrients like added sugars, 
saturated fat, and sodium. As head of the organization, I’ve expanded our work to include drugs, 
medical devices, diagnostics, COVID, dietary supplements, and misinformation. These are our 
current focuses. 

Kurihara Could you introduce how is the starting of the debate on placebo-controlled trials in 
developing countries? 

Lurie In early 1990th, I was invited to a meeting with journalists in Abidjan, Cote d'Ivoire, West 
Africa about HIV, focusing on African research and journalism. The CDC Group in Abidjan 
presented a study on short-course AZT for preventing HIV transmission from pregnant women to 
infants. The journalists became extremely upset, shouting at the CDC representative, who was 
African, questioning why they were given only “half a dose” of AZT. The CDC explained that a half 
dose might be safer and cheaper than the full dose that had been proved effective in a randomized, 
controlled trial vs. placebo. I went to the microphone and questioned what the comparison group 
was. The CDC replied it was a placebo. Shocked, I agreed with the African colleagues that the study 
was troubled. 

We then compiled a list of studies by the American government, other governments, and WHO 
UNAIDS, discovering that all but one study in developing countries used a placebo group. 
Interestingly, American studies had no placebo group, highlighting a double standard. This led to 
our New England Journal of Medicine paper, which spurred thinking and inquiry into international 
research ethics. Many have since advanced the debate, and it was significant to be at the start of it. 
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2. Public understanding of placebo-controlled trial 
 

Kurihara How was the public debate involving Congress members or the general public in the 
US? 

Lurie I think many people in the Congress found it a difficult issue and didn’t fully understand 
it. Understanding it required knowledge of technical issues, such as randomized trials, control 
groups, sample size calculations, and even some economics.  

On some level, it was true that the issue was complicated, so people often deferred to those they 
trusted. I felt people weren’t exercising enough independent judgment. However, the debate was 
simple and elemental enough for most lay people to understand. When explained fairly and 
objectively, most lay people I knew were horrified by what was happening. 

Kurihara In Japan, ethics committee or informal consent process, for any randomized controlled 
trial, we can accept the trial when we don't know which arms are better.  If we stand this argument, 
“clinical exposure” or “uncertainty” is paramount rather than the level of risk stated in the DoH “no 
increase of risk of serious or irreversible harm”.  This is very difficult for the general public to 
understand, and our group of patient and public expressed their opinion how it was difficult for 
them9. 

Lurie  In the early days of the AIDS epidemic, AIDS activists criticized the lack of drug 
treatments for HIV. I remember waiting for a movie in San Francisco with an ACT UP activist 
behind me, who argued that placebos were always unethical. At that time, many AIDS activists 
shared this view. 

Over time, as AIDS activists interacted more with mainstream medicine, they saw that drugs they 
were confident in often didn’t work. Many AIDS activists became very rigorous in their approach, 
and some of the most rigorous individuals today are former AIDS activists who value good data. 
Initially, there was hostility towards placebos and randomization, but AIDS history shows a 
development of greater trust, which has been highlighted by the COVID situation. 

The value of randomized trials became clear with hydroxychloroquine, vaccines, and ivermectin. 
The COVID experience has demonstrated the importance of randomization in clinical trials. 

In my current work, this appreciation for randomized trials continues to grow. Many nutritional 
recommendations were based on observational studies, which often showed conflicting results when 
tested in randomized trials.  
 
3. Other examples of ethical controversies of controlled trials 
 
3.1 Surfaxin trial 
 

Kurihara I'd like to ask for your opinion or experience of the other unethical, not only the 
unethical but some kind of important examples of the randomized trial or placebo-controlled trial. 
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Lurie After completing our work on perinatal trials, we kept an eye out for similar examples. It 
didn’t take long to find one: Surfaxin, a surfactant for use in ventilated neonates to restore normal 
ventilation 10 . Several placebo-controlled trials showed dramatic benefits in both aeration and 
mortality. The FDA had approved at least four similar drugs by then. 

Discovery Laboratories wanted to develop a fifth drug and faced a dilemma: compare it to nothing 
or to one of the existing drugs. We argued that with four proven effective drugs and the poor 
prognosis of the patients for which the drug was indicated, continuing placebo-controlled trials was 
unacceptable. The study design was already set, but the location was still undecided, a clear 
indication that it was not locally initiated. 

Interestingly, many found the Surfaxin case easier to understand than the perinatal trials. This 
was likely because Surfaxin involved a drug company, whereas the perinatal trials involved public-
interest organizations like governments or the UNAIDS program.  

From my perspective, it doesn’t matter if the entity withholding effective therapy is a government, 
NGO, or drug company. For patients, the distinction is irrelevant if they’re not receiving effective 
treatment. The National Bioethics Advisory Commission in the US also implicitly made this 
distinction, focusing on condemning Surfaxin while avoiding the perinatal trials issue. 
 
3.2 Needle Exchange Program 
 

Lurie  Another example, a lesser-known case involved Needle Exchange Programs. I had 
previously worked on needle exchange programs and had written a report for the CDC in which and 
we concluded that the needle exchange programs reduced new HIV infections without increasing 
drug use. Major public health organizations globally endorsed needle exchange as part of HIV 
prevention for drug users. However, I was invited by a researcher in Alaska to join an ethics 
committee for a randomized trial involving drug users. The study planned to randomly assign 
participants to either a Needle Exchange Program or to receive advice on obtaining syringes from a 
pharmacy. 

Participants in the Needle Exchange Program could exchange syringes, while those not selected 
were given tips on how to trick pharmacists into selling them syringes. This approach seemed absurd 
and unethical, resembling the issues seen in Surfaxin or the perinatal trials. 

Furthermore, the study aimed to measure needle exchange effectiveness by comparing hepatitis 
B rates between the groups, because there wasn't enough HIV up in Anchorage where the study was 
to take place, despite the availability of an effective FDA-approved hepatitis B vaccine. This 
approach was similar to the Tuskegee study, where individuals were deliberately left untreated to 
observe outcomes. 

Ultimately, Harold Varmus, head of the NIH, overruled the advisory group on the vaccination (but 
not the needle exchange) aspect and mandated vaccination for participants. This decision 
presumably undermined the trial’s design as the vaccine was highly effective. The study eventually 
failed due to low participant numbers and infections, but it highlighted how unethical practices in 
global research could also impact domestic studies, especially in a country with significant health 
disparities. 

 
3.3 COVID-19 vaccine: issues of acceptable risk and double standard 
 

Kurihara Next, COVID-19 vaccine, you talked previously in the webinar (ref.2). 
Lurie  There were a number of ways I compared COVID to the examples I just mentioned11. One 

was the magnitude of the risk. As soon as the COVID epidemic occurred and people pursued vaccines, 
we wondered about the practice with placebos. Many infections were in developing countries, so we 
wondered what would happen12. It wasn’t long before the WHO Experts said that even if a first 
vaccine was effective, it was still okay to trial a subsequent vaccine in the developing world with a 
placebo13, revisiting the same argument as in perinatal trials. 

That was very disappointing. The arguments are similar. One difference is the degree of risk in 
COVID was much less than in perinatal. The perinatal example was extraordinary because the 
Number Needed to Treat (NNT) to prevent a baby from getting a fatal infection was about six, as 
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high as anything in medicine. It was remarkably effective. Part of what went wrong in the perinatal 
debate was not fully appreciating that effectiveness and its implications. 

Even I remember when it came out, people said, “Well, maybe it works, but it causes anemia.” I 
said, ”Yes, I don’t care much if it causes anemia when one time in six it saves a baby’s life.” I’m 
willing to tolerate a lot of anemia for that. They said maybe it doesn’t work in the developing world 
or something. They kept coming up with these arguments. Many were saying nothing about the 
original trial with AZT. I thought it was a remarkable intervention, and it was worse that it was 
being withheld. 

The COVID vaccine was different because while a baby with HIV would likely die within 10 years, 
most COVID cases were not as severe, and, in epidemiological terms, few died. Thus, the number 
needed to treat was in the hundreds. This made it different from perinatal. 

Was that difference enough to come out the other way on the ethical question? I don’t think so. At 
some point, the risk is very, very small. It’s truly minimal. But that was not where we were with 
COVID. 

We tried to find if there were any COVID vaccine trials with placebos after the initial ones had 
shown effectiveness and eventually found a small phase II trial. It was already completed. We didn’t 
follow up due to our focus on other COVID issues.  

Kurihara The first point concerns the difference in acceptable risk from losing opportunity of 
effective treatment. The second point involves a double standard. In Japan, a pharmaceutical 
company conducted a placebo study, for example, in Vietnam. This situation is similar to the WHO's 
statement. In Japan there is no additional vaccine needed, because Japanese government bought 
top vaccines 7 times of volume for entire population14. The need would be only for assuring capacity 
of Japanese company to produce vaccine. For this reason, the company conducted a placebo trial 
outside Japan. In Japan, only a pharmacological study was conducted as “bridging study” to find 
immunological response in Japanese research participants. 

Lurie Yes, you make a good point. The question I was addressing was the magnitude of the risk, 
which raises the issue of how much risk is acceptable. Reasonable people can disagree about that, 
but none of it justified the double standard. It also reached a point where the vaccines – Moderna, 
Pfizer, and so on – were somewhat available in these countries, so even the argument that “nothing” 
was the standard of care didn’t hold up. It wasn’t like when we were dealing with perinatal, where 
there was very little AZT available. 

But even then, a wealthy woman in Abidjan, for instance, could likely get AZT if pregnant and 
HIV-positive, but that was the top 1%. For COVID, WHO’s recommendation occurred at a time that 
hardly any countries had fewer than 10% vaccinated. This undermined that part of the argument 
and exposed the double standard, especially given the availability already present. 

 
4. Public involvement 
 

Kurihara Next, please share your experience and opinions on public involvement. 
Lurie This kind of activism is different from street activism, where big rallies occur. It’s elite 

activism based on science, taking place in closed, dark rooms. It’s activism nonetheless but in a 
different form. Influencing decisions can be easier if you have the right training and can express 
yourself in ways that those in power understand. 

Being trained and experienced helps you enter these rooms and make arguments, though 
sometimes you may be invited just as a token. Some places don’t even invite you, despite the 
potential benefits of saying they did. In the US, there are opportunities to be heard.  

When the government proposes a rule, there is a public comment period where you can express 
your views. The government must address each comment in writing before finalizing the rule. 
Additionally, you can obtain documents through the Freedom of Information Act, which can provide 
valuable information. For instance, during the perinatal issue, documents revealing internal CDC 
discussions were obtained, showing lack of equipoise in trials. 

You can also file petitions with the government, which must respond, and if they fail to act or 
respond as desired, you can take legal action. Access to the courts allows for challenging government 
decisions, providing a chance to win cases through legal means. 
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Kurihara For the government, it is better to request for public comment rather than battle in 
the court. 

Lurie The government generally wants to avoid court because it is time-consuming, distracting, 
and carries the risk of losing. Having been in government, I can confirm that being pulled into court 
is something the government tries to avoid at all costs. 

Currently, this is even more complex due to recent Supreme Court decisions that have been 
unhelpful to the government and likely empower big corporations. These rulings make it harder for 
the government to pursue actions in the public interest, as they are now more vulnerable to 
challenges than before, especially from industry. The current direction is not favorable for public-
interest governance. 

 
5. Current draft of the 2024 revision of he DoH 
 

Kurihara How is your impression of the DoH current draft? 
Lurie I don’t follow these issues as closely as I used to, but what’s striking is how similar the 

current debate is to the old one. It’s the same issues and arguments repeating. I’m still struck by the 
lack of a true ethical basis for placebo use in the developing world. It seems driven to a significant 
extent by a desire for data, with ethical arguments retrofitted to justify that. 

The same arguments persist in this kind of work, requiring eternal vigilance. Even when you think 
you’ve won, the issue can resurface. I’m grateful for your work because without resistance, 
companies and governments will win. It’s critical to have people pushing back. 

In the long term, I believe people will see they were defending the indefensible, driven by 
expediency to gather data. There never was a good ethical argument for placebo use in developing 
countries when existing therapies were available. With time, I hope people will recognize the 
mistakes made in the HIV world in the 1990s and avoid repeating them. 

Kurihara The DoH may not change, but there is a change with CIOMS15. Another change 
involves the International Federation of Associations of Pharmaceutical Physicians and 
Pharmaceutical Medicine (IFAPP). I will participate in the regional meeting held by the WMA, 
representing the IFAPP, although my argument is not representing them, just authorization of my 
presentation slide16. IFAPP includes company staff and experts in drug development in academia, 
working with companies. Previously, IFAPP’s stance is not supporting the 2000 version of the DoH, 
but now the President and some members support the idea of 2000 version, which may be derived 
from Hippocratic principles17. Some of IFAPP members and Dirceu Greco and Ames Dhai are writing 
a paper just before publication (published after this interview) 18, supporting our ideas on placebo-
controlled trials, post-trial access. We are advocating for CIOMS's risk minimization approach over 
the current DoH. This is one significant shift. 

Additionally, I am working with a patient and public group to share their opinions on the DoH 
(ref.9). They offer excellent ideas, especially about the risk threshold described in the DoH is difficult 
for them to understand. They argue that comparative studies should be justified based on 
uncertainty about which treatment arm is better. This group is developing a Patient and Public 
Declaration of Research Ethics19. These external voices are vital for changing practices, even if the 
DoH itself does not change.  
 
6. Some examples of unethical placebo trials acceptable by the current DoH 
 

Lurie Do you want to know if there's a recent example, similar to Surfaxin, of a placebo study in 
a developing country that might be considered unethical? Has there been a case since Surfaxin where 
the use of a placebo was questionable? 

Kurihara Yes, there were some cases in Japan. I wrote a paper criticizing the withdrawal trial 
of a psychiatric drug, an antidepressant already approved in many countries but not in Japan. They 
conducted a trial to compare its effectiveness, which we argued was unnecessary and unethical2021. 

Lurie We had a paper, though unpublished, that addressed questions about acceptable risk 
levels. We reviewed all randomized trials of studies on drugs for recurrent genital herpes. There 
were two or three drugs involved, such as acyclovir and valacyclovir. We examined these trials over 
time, and it was remarkable. 
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From the outset, acyclovir was highly effective in reducing the incidence of recurrences. There 
were around two dozen placebo-controlled trials, all demonstrating significant effectiveness, yet they 
continued doing the same trials repeatedly. The results were consistent, with clear differences 
between placebo and treatment groups, but the trials were still repeated unnecessarily. Though 
genital herpes is not typically fatal, it’s unpleasant and disruptive. The study highlighted the 
question of acceptable risk and discomfort. 

Kurihara It seems that perhaps your case  exemplifies the differences between DOH and 
CIOMS.. During the COVID-19 pandemic, after the development of the BioNTech-Pfizer and 
Moderna vaccines, a number of placebo-controlled trials were conducted for new vaccine 
candidates22. Differently from the period when the top runner vaccines were successfully developed 
at the end of 2020, COVID-19 vaccines may no longer fit the definition of reducing the risk of 
serious or irreversible harm. Even in such settings, double standard would not be ethically 
acceptable. 

Lurie  As I mentioned, we investigated and found that many COVID vaccine trials were 
complicated by timing. Some participants received the vaccine or placebo before the Moderna or 
Pfizer results were released. For instance, vaccinations occurred in September, but results weren't 
available until November or December. In other cases, vaccinations in November, when the initial 
trial results were being released, wouldn’t show effectiveness until follow-up in May. Most trials we 
found followed this pattern, except for one small trial that differed. 

Kurihara I recall many papers statistically showing the discrepancy between conduct of clinical 
trials and post-trial access23, 24,25. In developing countries, numerous trials are conducted, but 
approval in these same countries is often significantly delayed. Such situations should be discussed 
more in depth continuously before and after the 2024 revision of the DoH. 
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