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The mega-profit pharmaceutical industry relies on connections with the

agency tasked with regulating it.
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his week, three members of an 11 member FDA advisory committee of experts

resigned in protest over the FDA’s approval of Aduhelm (aducanumab) for the

treatment of Alzheimer’s disease. These resignations are extremely unusual,

but in this case, understandable.

Aduhelm was approved by the agency despite the fact that both pivotal trials were

stopped early because they were judged to be futile, the FDA’s own statistical reviewer

did not support approval, and the FDA advisory committee reviewing the application

voted it down overwhelmingly. Additionally, in a survey conducted by Endpoint News,

whose readership is heavily weighted to biopharmaceutical industry staffers and

executives, over 80 percent consider the approval to be a bad idea. So, how did

Aduhelm’s June 7 approval happen? Two words: regulatory capture.

Regulatory capture is defined as when a supposedly objective regulatory agency ends

up promoting the ends of the industries they are regulating. The FDA has been captured

for quite a while. In a 2016 study published in the British Medical Journal, the majority of

the FDA’s hematology-oncology reviewers who left the agency ended up working or

consulting for the biopharmaceutical industry. In another investigation by Science

magazine, 11 of 16 FDA reviewers who worked on 28 drug approvals and subsequently

left the agency are working or consulting for the companies they recently regulated.

For example, Dr. Thomas Laughren, a former director of psychiatric products for the

FDA, who had a history of less than objective actions while at the agency, left the FDA in

2012 and started a consultancy to help companies focused on psychiatric products

navigate the regulator’s approval process. One of these companies is AstraZeneca,

maker of Seroquel. He was instrumental in getting Seroquel a broader approval in 2009,

going so far as to personally minimize questions about cardiac risk related to the drug at

an FDA advisory committee meeting. After approval, however, there was no hiding from

these side effects and a warning label had to be added to the drug in 2011.

Back in 2016, there was a major controversy related to the actions of Dr. Janet

Woodcock, the current acting FDA commissioner, while she was the director of the

Center for Drug Evaluation and Research (CDER). The FDA, at the behest of Woodcock,

overruled significant internal dissension to approve Exondys, a therapy for Duchenne

muscular dystrophy (DMD), a rare and severe disease which currently has an annual

treatment cost of around $1 million per patient per year. Luckily for the public, the FDA

published the internal dissension with their approval documents.

One of the most vocal objections came from Dr. Ellis Unger, who was director of the

Office of Drug Evaluation at CDER. According to Unger, Woodcock was intensely

involved in the review of Exondys from the very beginning and decided to approve the

drug before the actual review team had finished its own recommendation. And besides

interference, Unger was very vocal in his belief that Exondys is ineffective, even calling it

a “scientifically elegant placebo.” Exondys was approved based on its impact on

dystrophin which is thought to be a biomarker for efficacy. Unger pointed out that the

impact on dystrophin is so small that if you had 10 inches of snow on the sidewalk, the

drug effect would be equal to 1/32 of an inch. Additionally, Dr. John Jenkins, who was the

director of new drugs at the agency, also voiced opposition to the approval and retired

soon afterwards.

Why did Woodcock fight so fiercely for the approval of Exondys? The worst reason was

probably due to worries over the stock price of Sarepta, the manufacturer of Exondys. In

her presentation in front of the Agency Scientific Dispute Process Review Board (SDR

Board), Woodcock noted that Sarepta “needed to be capitalized” and mentioned how

the stock reacted to different FDA actions. She also suggested that if Sarepta did not

receive approval, the company might have insufficient capital to continue its study of

Exondys and other drugs in the company’s pipeline. Or in essence, we have to approve

this drug so they can study it.

And we shouldn’t forget the political pressure, of course. Within the approval documents

it was noted that both Unger and Woodcock received significant correspondence from

Congress and the public, urging approval for the drug. It was also probably not a

coincidence that Sarepta significantly increased its lobbying spending ahead of and

during the approval process. Lobbying continues to have a fantastic return on

investment, as Exondys revenues are currently over $400 million per year (after

spending less than a year’s worth of revenues from one patient on the activity on an

annual basis).

Now let’s get back to Aduhelm. In March of 2019, Biogen’s two identically designed

randomized controlled studies looking at Aduhelm in mild Alzheimer’s patients (trials 301

and 302) were stopped due to the data safety monitoring board judging them to be futile

and unlikely to produce a clinically meaningful benefit. Then in October of that year,

Biogen announced that after receiving additional data from one of the trials, they

decided to file for approval of the high dose tested (10mg/kg) with the FDA. This despite

the fact that the benefit was only seen in trial 302, while in trial 301 patients on the high

dose actually did worse than patients on placebo. Even the pooled data, combining that

from both trials, did not show a significant benefit for the high dose.

After Biogen made the decision to move forward, the company then went to work on the

narrative. At the Clinical Trials on Alzheimer’s Disease conference in December 2019,

during a session to discuss the data, no skeptics or even statisticians were given a

platform to speak. Additionally, no open question-and-answer segment was allowed and

all microphones were removed from around the room. This was highly unusual,

especially given that question-and-answer sessions are the rule at a medical

conference. Even more shocking was that Biogen and the FDA released joint briefing

documents for the meeting of the FDA Advisory Committee (a panel of experts

convened prior to a drug’s approval) to discuss the safety and efficacy of the drug. In my

22 years looking at the biotechnology sector, I don’t remember this ever happening.

Typically, the FDA has one set of briefing documents where they discuss the data from

their point of view, and the company has a different set.

Despite this questionable degree of collaboration, if not collusion, the meeting did not go

well for Biogen. Statisticians typically do not like the acrobatics required to make a

negative study into a positive one, and the FDA’s statistician at the meeting, Dr. Tristan

Massie, was no different. He concluded that the evidence was conflicting and that

approval might actually negatively impact the development of more effective

treatments, both with regard to the design of future trials as well as recruitment (patients

often would prefer to use an approved drug over one in clinical trials). The advisory

committee shared his view and on the key question regarding whether trial 302 provided

evidence of effectiveness of the drug; not a single committee member voted yes and 10

voted no, with one abstention. A pretty overwhelmingly negative response.

And yet, the FDA approved it anyway. Even worse, the actual drug label, which is what

physicians and patients review when considering a drug, reads like it was written by

Biogen’s marketing team. First, the label indicates that it is approved for the treatment of

all stages of Alzheimer’s disease, even though it was only tested in mild patients and had

meager efficacy even there. This greatly inflates the addressable market size, as now all

six million Americans with Alzheimer’s are eligible for therapy. Given the company

decided to price the drug well ahead of any projections, at $56,000 per patient per year

(the Institute for Clinical and Economic Review calculated a fair price to be between

$2,500 and $8,300), this drug could be a real budget buster. And this six million patient

estimate only includes people over the age of 65, hence they will be covered by

Medicare (specifically Medicare Part B as it is an infusion). In 2019, total spending by

Medicare Part B was $37 billion. If just 15 percent of patients with Alzheimer’s decide to

go on Aduhelm, that would equal $50 billion in spending.

The FDA also stated that they approved Aduhelm because of reduction in amyloid

plaques—misfolded proteins between nerve cells—even though that was not the

primary endpoint of either study and there is actually no evidence that a reduction in

plaques improves anything. Even in the case of Aduhelm, both studies indicated a

significant reduction in plaques and yet one of the studies showed a placebo

outperforming the high dose. We’ve seen a similar scenario play out before. Merck’s

Verubecestat was able to show 60 to 80 percent reductions in plaques and was still

unable to show any clinical benefit (and was even worse than placebo on several

important measures).

There were a couple of additional irregularities in the label which seem to benefit

Biogen. Trial 301 was the “bad” one while trial 302 was the “good” one. The label

reverses the numbering so that the “good” trial is referred to as “Study 1,” which allows

them to speak about that data first and in detail. When discussing “Study 2,” the label

excludes any presentation of the clinical data that showed that placebo patients did

better than patients who received the approved dose, despite the fact that this occurred

with regard to the primary endpoint of the trial. That’s a very key piece of information

that would be important for patients and physicians to know about when considering

therapy and whether the benefit outweighs the risk of side effects, which include

cerebral microhemorrhage (19 percent of patients who received the high dose) and

cerebral edema (35 percent of patients).

Why did the FDA do all of this? Besides the usual incentives for post-FDA careers, there

were likely political considerations at work, as in the case of Sarepta (and remember

Janet Woodcock, who heavily influenced that decision, is currently acting FDA

commissioner). Less than two weeks prior to the approval, President Joe Biden said that

“if we don’t do something about Alzheimer’s in America… every single [hospital bed] will

be occupied in the next 15 years with an Alzheimer’s patient.” Guess which 2020

candidate was the largest recipient of campaign funds by a large margin from Biogen

and affiliated parties? Joe Biden, with $76,241. And like Sarepta, Biogen also

significantly increased their lobbying ahead of the FDA decision, with 2020 being a

record year and 2021 being a record first quarter. The FDA did not publish the internal

deliberations like they did with Sarepta, but my guess is that they wouldn’t necessarily

be that different and would indicate similar pressures.

I have a lot of respect for the FDA and I think the vast majority of reviewers are looking to

do the right thing, but the system is broken and there need to be more firewalls to

insulate the FDA from manipulation. A 2006 survey of FDA scientists indicated that 18.4

percent of them had “been asked, for non-scientific reasons, to inappropriately exclude

or alter technical information or their conclusions in a FDA scientific document.” I have to

imagine a similar survey wouldn’t show any better results today.

Maxim Jacobs is a managing partner and director of research for North America for

Edison Group, an investment research, investor relations, and consulting firm. Follow him

on Twitter @MaxJacobsEdison
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Ruth Harris • 6 months ago

•

I am 77 years old. I have been hearing about the corporate capture of regulatory agencies for
decades. Whistleblowers from both industries and their regulating agencies come forward
with stories of malfeasance over and over, yet little or nothing is done. It just goes on and on.
The US has no effective firewall between corporate money and politicians, but try to address
that and you are accused of meddling in someone’s free speech. It is difficult to change a
broken system when there are powerful people who benefit from the brokenness.

 19△ ▽

John Leonard  • 6 months ago

•

> Ruth Harris

All to true. Indeed, it seems to be getting worse — nowadays, bringing up matters like
this in certain company will get you labeled a “conspiracy theorist.” It makes one
wonder what the next epithet will be. Perhaps “domestic terrorist”?
 7△ ▽

Feral Finster  • 6 months ago

•

> John Leonard

Pretty much, yes.

Why why why do you hate our freedoms?
 2△ ▽

Kent  • 6 months ago

•

> Ruth Harris

The only thing that can be done is to vote against your incumbent Congressman and
Senators, regardless of political affiliation. If enough get kicked out, it will open space
for less corrupt individuals as well as put a little fear in those who remain.

Unfortunately, it seems everyone loves their sitting corrupt politicians. Because it is
extremely, extremely rare for them to be voted out.
 2△ ▽

Anejo_Diego  • 6 months ago

•

> Kent

Unfortunately most Americans vote for their respective party mostly because
they view the other party as the enemy. At this point it is very clear that both
parties are owned by corporate America.
 8△ ▽

dbriz  • 6 months ago

•

> Kent

While I don’t object to your advice its conclusion is more to the realm of
wishful thinking. As a part time practitioner myself of same, I cannot count the
times of disappointment that near always bring me to conclude it’s not who is
elected so much as the system they are elected into.

Well intentioned people go to the Imperial City I’m sure, to “do good”. Very
quickly they learn how things are done and nearly as quickly accede to the
systemic requirements, many of which punish those that might think
independently. To get anything done requires obedience anchored by a lot of
winks and nods.

Churchill reportedly said democracy is the worst system except for all the
others. But we should remember the good man uttered much while in his
cups. In any case, it’s not saying much.

Devolving the Empire would be the first requirement to meaningful change.
Economics may lend a hand.
△ ▽

Kent  • 6 months ago

•

> dbriz

The sitting Congressman in my District in Florida, Mr. Bill Posey, was
first elected in 2009. He got a lot of votes on the promise that he would
only serve 2 terms. He's still there. Before entering politics, he was a
low-level realtor in the town of Rockledge. Today, he lives in a beautiful
multi-million dollar mansion on the intracoastal waterway.
 1△ ▽

cjl  • 6 months ago

•

> dbriz

The phrase you were looking for, unfortunately I do not know the
original source is:

They went to Washington to do good, and ended up doing well.

The US has the best government that money can buy.
△ ▽

Slenderman2008  • 6 months ago

•

> Ruth Harris

Congratulations for reaching 77, something I don't imagine I'll accomplish. I think the
approval of the Alzheimer's drug is an outrage. But the real problem in our country,
somehow unmentioned in the article, is the opioid crises which was aided and
abetted by the chummy relationship between the FDA and pharma.
△ ▽

kenofken  • 6 months ago

•

> Slenderman2008

The opioid crisis is very old news even though we are still dealing with it’s
repercussions. It had less to do with the FDA than the dependence of the
medical profession on pharma marketing for information.
△ ▽

Slenderman2008  • 6 months ago

•

> kenofken

The opioid crisis is "old news"? Huh. And, you should know, pharma
uses FDA statements about Oxycontin in the their marketing materials.
 1△ ▽

Anejo_Diego • 6 months ago

•

This is the end game of the anti government movement that started with Regan. Without
strong government oversight, without unions, and without enforced regulations, corporations
have been happy to step in to the void.

Big government may be bad, but big money is far worse. "We the People" will be ruled, it's
just a matter of who will do it.

 10△  ▽ 1

blej  • 6 months ago

•

> Anejo_Diego

Muh "Reagan Ruined Everything." LOL. These issues are much more bipartisan and
pervasive than that.
△  ▽ 1

Clyde Schechter  • 6 months ago

•

> blej

I won't pretend to read Anejo-Diego's mind. I don't know what he or she
intended. But all that was said is that it started with Regan [sic]. It was
certainly continued by both Bush's, Clinton, Obama, and Trump. In fact, it isn't
really accurate to place the start of it with Reagan since there was already a
strong push to deregulation under Carter.
 1△ ▽

blej  • 6 months ago

•

> Clyde Schechter

Very true.
△ ▽

Guessed  • 6 months ago

•

> Clyde Schechter

So why was Pharma as a whole so opposed to Trump?

Could it have to do with the fact that he tried to get the federal
government to negotiate over drug prices (previously only allowed in
the VA portion of the federal government)?

Could it be due to the fact that he tried to require drug companies to
advertise their prices in their TV ads?

I wonder how Pharma folks who voted for Uncle Joe feel, now that he
is considering lifting patient protection for COVID vaccines? I guess ok,
because now he is going to buy the drugs from Pharma and give to the
poor instead of letting India make the vaccines.
△ ▽

Megan S • 6 months ago

•
What is this, Mother Jones?
 1△  ▽ 7

cjl  • 6 months ago

•

> Megan S

Not exactly.
 2△ ▽

Gerry Z  • 6 months ago

•

> Megan S

My sentiments exactly.
△ ▽

TheSnark • 6 months ago

•

Hey folks, what do you expect? If you are expert in the process of testing and verifying
drugs, there are three places to work: for a drug company, as a consultant to a drug
company, or for the FDA. If you work for the FDA, your salary is capped at something like
$280,000, with the typical salary being much less. Not bad, but much less than you can get
as a corporate exec or consultant. So a very logical career path includes some time at the
FDA to get to know the insides of the regulator, then back to the private sector to make more
money

If you want to stop the revolving door, you need to pay the government employees about the
same as they can get in the private sector. As an example, that's what Singapore does...and
it has very low levels of corruption despite being a one-party state with lots of governmental
regulation of its private sector.
 7△ ▽

HandsomeMrToad  • 6 months ago • edited

•

> TheSnark

RE: "If you are expert in the process of testing and verifying drugs, there are three
places to work: for a drug company, as a consultant to a drug company, or for the
FDA."

Or, NIH, or CDC, or a university, or a hospital or ........
 2△ ▽

Ruth Harris  • 6 months ago

•

> HandsomeMrToad

Yes, but same rules apply.
 1△ ▽

Guessed  • 6 months ago

•

> HandsomeMrToad

NIH is the only one comparable to FDA and operates under the same rules.
Further, there is a steep pyramid and not very many slots open for new
employees at any point in time.

CDC is another federal agency, same rules for employees.

If you work at a university you won't make really big money getting
government grants. The big money comes from...tada, consulting for industry.
△ ▽

cjl  • 6 months ago

•

> TheSnark

Thanks for bringing up Singapore. While the US spirals downward, it’s depressing
how many models of functional governments there are “out there” to emulate.
 1△ ▽

Yale U  • 6 months ago

•

> TheSnark

no, it isnt capped at 280k. Patrizia Cavazzoni is the new head of CDER under Bidan
and she is the liberal shill doing the bidding of the WH on this drug. She earned $320k
back in 2019:

https://web.archive.org/web...

⛺ View — uploads.disquscdn.com

 1△ ▽

Guessed  • 6 months ago

•

> Yale U

The feds know they cannot compete with anyone for medical talent, and so
they have things like physician's comparability pay in addition to the GS15
money that gets them well above that level, but not really competitive with
private practitioners. This only gets adjusted at long intervals, so your pay can
be capped for long periods of time when you top out. Again, Fauci makes
$415,000 per year, and he is the highest paid federal employee.
△ ▽

Guessed  • 6 months ago

•

> TheSnark

Exactly what I did, personally for those very reasons.

People complain about how overpaid the federal employees are, and it may be true
for clerical workers. But that is certainly not true for the technical subject matter
experts and physicians. I had no pay increase for a six year period and was artificially
capped when they declared me to be a GS15/10 employee when I was making much
less than that, even as an MD, PhD. The physician comparability allowances they add
onto the civil service money still does not get you close to private sector money.

If you look at Anthony Fauci, our highest paid government employee (like him or not)
at $415,000 per year, plenty of private practice physicians across the street from NIH
at Suburban Hospital make more than that in private medical practice and drive much
nicer cars. And the hospital administrators at even small community hospitals make a
lot more than that, which is yet another story. If the FDA paid experienced
Hematology/Oncology reviewers $300,000 per year a lot of those reviewers would not
have left FDA.

I actually worked harder at FDA than in my private sector position, and was
completely unable to take time off incentive awards given for superior work. Maybe
that is why they gave those awards; they know you can't use them and you can't
cash them in.

Look at the lawyers who sit on the government side of the table when negotiating
against corporate lawyers who charge their clients thousands of dollars per hour in
consulting fees and ask why you get the regulations you get and the best people with
the highest level skills cross over to the other side.
△ ▽

blej • 6 months ago

•

Watch out, bigot. We BELIEVE SCIENCE and all of your 'wuhangate' style conspiracy theory
about 'conflicts of interest' (a very white adjacent concept) among the experts who know
more about science than you smacks of far right terrorism.
 1△  ▽ 1

marku52 • 6 months ago

•
Great, well documented article. Thanks to TAC for this
 3△ ▽

dba12123 . • 6 months ago

•

Most patients simply take what ever drug their doctor prescribes without question. That is a
serious mistake. There have been patients who, after a brief time on Abilify, one of the most
frequently prescribed drugs in the US, develop tardive dyskinesia, a condition in which they
experience involuntary muscle movements. For some, the condition is permanent. I have
been in the mental health field for 35 years and have observed that the frequency of side
effects like tardive dyskinesia and substantial weight gain is far higher than the
pharmaceutical company's literature acknowledges. I believe that the FDA turns a blind eye
to this. Doctors are complicit as well because they rarely provide the information that their
patients should have before deciding to take a medication. I urge everyone to research any
drug that they are prescribed thoroughly before taking it.
 4△ ▽

Ruth Harris  • 6 months ago

•

> dba12123 .

I stopped trusting doctors when I learned they killed my mother with a toxic drug. She
was not the only one to suffer such a fate. around half a million people die every year
from the side effects of the drugs taken under doctor supervision. 
https://bit.ly/3iz3aL6
 2△ ▽

HandsomeMrToad  • 6 months ago

•

> Ruth Harris

That's bad for the half million. But how many people live longer because of the
drugs? If the total number of days lost to the half million because they get
killed by the drugs is smaller than the number of days gained by everyone else
who takes the drugs, then you probably will live longer taking the drugs than
refusing them.
 2△ ▽

R. Lee Quinn  • 6 months ago

•

> HandsomeMrToad

Your cost-benefit analysis is similar to what most people think about
the risk trade-offs of driving an automobile. But for whatever reason,
the auto industry hasn't captured the regulators (EPA, NHTSA) to the
same degree that Big Pharma has. Plus most of us understand at least
approximately how automobiles work, whereas you need a degree in
pharmacology to really understand drug interactions.

A person would be foolish to completely trust Big Pharma but also
foolish to entirely distrust them. They are greedy, not evil.
 1△ ▽

John Leonard  • 6 months ago

•

> R. Lee Quinn

Your first paragraph is right on in my view, R. Lee.

As for the second — and leaving aside the question of whether greed is
not a form of evil — are you saying that Big Pharma does not
maliciously try to injure and kill people, but only that it doesn’t care if it
does, so long as its bottom line is unaffected? I can grant the
distinction, but practically speaking I am not sure to what extent it is
supposed to help us trust these companies.
△ ▽

R. Lee Quinn  • 6 months ago • edited

•

> John Leonard

 ... ...Big Pharma does not maliciously try to injure and kill people,
but only 
that it doesn’t care if it does, so long as its bottom line is 
unaffected?

You raised a good point. But Big Pharma is just a collection of persons
and companies with multiple overlapping interests, ultimately focused
on the bottom line:

brand management & public goodwill
dealing with FDA regulators & anti-trust
handling tort claims
R&D... ... etc.

I'm not carrying water for Big Pharma. Like many others, I have been
helped and harmed by prescription drugs at various points in my life.

We talk about banks that are too big to fail. Some industries may just
be too big to regulate [effectively]. Big Pharma and Big Media come to
mind. I don't have any answers for that.

On the greed question, capitalism is organized greed with a veneer of
legitimacy--which sets it apart from organized crime.
△ ▽

Guessed  • 6 months ago

•

> John Leonard

My wife had a medical school classmate who was a VP at a well known
Pharma company. She told us that the doctors and scientists come up
with drugs that are reasonable for the right patient population to take
for a certain condition, then the advertising and marketing people come
in and try to get everyone in the world to take that drug, which brings
out a lot of adverse events that otherwise would not have happened.
And the finance people count up the lawsuits and the revenues and
decide what to do on that basis.
△ ▽

John Leonard  • 6 months ago

•

> Guessed

That is extremely interesting, Guessed, and also disquieting. It seems
to me in general that the process of science has been so refined and
fragmented into specializations that there is no longer any way of
assuring the proper interrelation of the various parts; all manner of gaps
are opened up for the kind of greedy or immoral, or perhaps just non-
scientific, interventions that you have noted here.
 1△ ▽

HandsomeMrToad • 6 months ago • edited

•

RE: "The FDA also stated that they approved Aduhelm because of reduction in amyloid
plaques—misfolded proteins between nerve cells—even though that was not the primary
endpoint of either study and there is actually no evidence that a reduction in plaques
improves anything."

Yes, that is the big flaw here.

But there is some good news, believe it or not. Aduhelm got this approval through FDA's
"Accelerated Approval Program". And according to FDA's web site:

The FDA instituted its Accelerated Approval Program to allow for earlier approval of drugs
that treat serious conditions, and that fill an unmet medical need based on a surrogate
endpoint. A surrogate endpoint is a marker, such as a laboratory measurement,
radiographic image, physical sign or other measure that is thought to predict clinical
benefit, but is not itself a measure of clinical benefit. The use of a surrogate endpoint can
considerably shorten the time required prior to receiving FDA approval.

Drug companies are still required to conduct studies to confirm the anticipated
clinical benefit. These studies are known as phase 4 confirmatory trials. If the
confirmatory trial shows that the drug actually provides a clinical benefit, then the FDA
grants traditional approval for the drug. If the confirmatory trial does not show that the
drug [really] provides clinical benefit, FDA has regulatory procedures in place that
could lead to removing the drug from the market.

So we can hope that when Aduhelm fails to show actual clinical benefit in the required phase
4 confirmatory trials, FDA will re-think the approval. Based on my experience (which
admittedly was a long time ago, back in the 1990s, in fact) FDA will likely take this very
seriously. Anyway, I hope it will. No harm hoping, right?

▶ Hidden treasures - Gioacchino Rossini - "Stabat Mater… — disq.us

 2△ ▽

YT14  • 6 months ago • edited

•

> HandsomeMrToad

Yep - the reasoning was that real phase 3 trial would be too expensive, so the idea
was to jump phase 3 and go to phase 4. The idea of reducing plaque size has been
around for ages. For example, that patients with Down's have accelerated mental
decline has been hypothesized to their having 3 copies of the gene for amyloid
protein that sits on chromosome 21. However, Alzheimer studies with cognitive
endpoints basically need like ages to complete. So, on to phase 4! Most MSM outlets
don't understand the reasoning, the rubes still think aducanumab was somehow
proven cognitively effective.
 1△ ▽

HandsomeMrToad  • 6 months ago • edited> YT14

Somehow I don't think the idea behind the Accelerated Approval Program was
to make a drug available for the enormous time it's gonna take to conduct
phase 4 confirmation trials of this antibody. To really measure, in a clinical trial,
whether or not it slows the progress of dementia - how long will we need to
run the trial, before a difference, if there is a difference, between the control
and the trial group becomes apparent? Years? Decades? And all that time we
will be wasting money and putting patients at risk with this drug.
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The fact that it's only approved provisionally, and still needs to be confirmed
beneficial by phase 4 trials, makes the FDA's decision a little less horrible than
I thought it was, but it's still horrible. They should modify the AAP to require
that the phase 4 trials be complete, and show benefit, within a certain time
frame. Deadlines, that's what we need. And if the benefit is too slow to meet
the deadlines, too bad for the manufacturer. We shouldn't let them market the
stuff if we're more than a certain limited time away from really knowing if it's
gonna help anyone.
△ ▽

YT14  • 6 months ago • edited

•

> HandsomeMrToad

Phase 4 trials are by definition trials after preliminary or not so
preliminary approval has been granted. Alzheimer's dementia is the
biggest insititutional problem facing developed nations, so I guess FDA
decided to try out phase 4 to prove or disprove the amyloid protein
plaque hypothesis.

Specifically, with very mild cases... Or even someone who is 50+
without ANY symptoms but is homozygote for say apoE4. I know, I
know, the first and second historic Alzheimer cases (very early onset)
were both actually E3/E3. Still, E4/E4 is a known configuration that
confers substantial predisposition.

In terms of how long? If one starts with very mild cases, or even a
genetic predisposition without symptoms I would guess it will be at
least a decade. The current Covid-19 vaccines give a sufficient cover
for such an experimental approach. The currently running, decade-long
phase 4 trials in multiple sclerosis are also quite informative.
 1△ ▽

Guessed  • 6 months ago

•

> HandsomeMrToad

Wait and see what happens if and when Biogen completes the
obligatory study. FDA could pull approval, or they could be pressured
to do more studies. It depends a bit on whether the Alzheimer's
community buys that the drug works. If you get enough testimonials
from people who think it does, that translates to a lot of political
pressure.
△ ▽

Guessed  • 6 months ago

•

> HandsomeMrToad

A problem with the accelerated approvals is that a lot of companies fall behind in their
commitments. There is a website for tracking that at FDA, but how many people know
or care about that?

Further, if the drug is out in the market and approved, then no patient wants to be part
of a randomized study because the drug is...FDA approved. So the trials are hard to
do, take forever, and the manufacturers eventually tell the FDA that they can't fulfill
their commitments. Oh, well.

Then, when the FDA sees a confirmatory study that shows no benefit or worse
outcomes with the drug (as occurred with bevicizumab after accelerated approval for
breast cancer) and the advisory committee recommends rescinding the approval then
the patient advocacy groups line up to complain that the FDA is taking away their
mother/father/grandfather/daughter's "only hope".

Not a good position to be in.

Approvals should be, as former FDA Commissioner Scott Gottlieb recommended
"easy on/easy off" meaning not so exorbitantly expensive to obtain (to keep prices
down) but easy to remove (to protect patients when things go wrong). Currently, it is
very, very hard to pull an approval of a drug unless it is causing huge adverse events
that cost the company money and they take the drug off the market due to lawsuits.
Merck took Vioxx off the market for this reason, once the thrombotic risks were
known to the public. FDA did not pull the drug, because there were people for whom
it had a good risk-benefit analysis.
△ ▽

YT14 • 6 months ago • edited

•

I don't think it is regulatory capture. It looks more like FDA trying out a softer, EUA-like
regime on other experimental treatments. The data on aducanumab are indeed very very
soft. But I think FDA reasoned that the problem of how to treat Alzheimer will not be resolved
without a mass-experiment, including therapeutic leakage to very early cases. After 40 years
of research there is still no consensus on whether beta-Amyloid is the primary pathogen in
Alzheimer. Studies like the current one will pave way to such a consensus one way or the
other.
For example, if geriatric psychiatrists know for sure reducing Alzheimer plaque size won't
help, they'll turn to other targets like tau tangles. Lot's of them in Alzheimer brains too...
 1△ ▽

Les Brunswick • 6 months ago

•

Over the years, I have noticed conservatives switch back and forth on the question of
regulatory agencies. Most of the time they complain that they are far too harsh in their
regulations, and by doing so greatly damage the economy and society in many different
ways.

But then once in a while a disaster will happen because a regulatory agency is too lax, and
gives industry what it wants even though it is clearly wrong. When that happens,
conservatives change their story 100% and tell us that regulatory agencies have all been
corrupted by capture by industry. And then a month or two later conservatives will go back
to complaining regulatory agencies are far too strict.

This all makes sense when you realize that both stories lead to the same conclusion, namely
that regulatory agencies are a bad idea and should be done away with, because they
inevitably either regulate too much or not at all.
 2△ ▽

HandsomeMrToad  • 6 months ago

•

> Les Brunswick

It might be interesting to see whether there's a correlation between how people feel
about this decision and how they feel about "right-to-try" laws.
 1△ ▽

Les Brunswick  • 6 months ago

•

> HandsomeMrToad

What are right-to-try laws? I have never heard that phrase before.
△ ▽

HandsomeMrToad  • 6 months ago • edited

•

> Les Brunswick

Here, this explains it just as well as I could. It's partisan anti-Trump (like
much, probably most, of the medical profession) but the facts in it are
correct and clearly presented. Including, the fact that the Federal right-
to-try law created great photo-ops and opportunities for speeches and
hype, but actually changed almost nothing.

https://undark.org/2020/09/...
 1△ ▽

Guessed  • 6 months ago

•

> HandsomeMrToad

Right to try specifies terminally ill patients have the right to try an
experimental drug before approval. But that has always been true, in
fact for patients with any condition or any degree of severity (not just
cancer or terminally ill).

This was a feel good ploy to make people think Trump was cutting red
tape. I voted for Trump but this was not any real achievement so don't
start on me.

If you contact a drug manufacturer about using their drug before it is
approved you will be told to enroll in a clinical trial or if you are not
eligible they likely will let you use it under expanded access or what
used to be called compassionate use. You just have to fill out a request
(2-3 pages) and the FDA approves them 99% of the time.

Most people have no idea what the FDA permits and what it forbids.
Most doctors are too busy to find out. A lot of times doctors tell their
patients the FDA won't let them use Wonder Drug X to get out of
finding out how to get Wonder Drug X through expanded access, which
is pretty routine for drugs in development.

On the other hand, a company may decide not to allow you to have
their drug outside a clinical trial; it is possible that the supply is limited
or your bad reaction will jeopardize their approval. In the end, it is their
private property, and they get to make that decision. We don't (usually)
appropriate some company's experimental drug and make them give it
away (yet). That is a conservative position.
△ ▽

Guessed  • 6 months ago

•

> Les Brunswick

Easy on/easy off approvals as advocated by Scott Gottlieb could be a better
approach, but the agency should be rescinding bad approvals at a rate that indicates
they are serious about it. So far, it is a rare event. Once the patient community
concludes it "works" then conservatives say "let them try it". Only thing is, 3rd party
reimbursement is usually tied to FDA approval. When bevacizumab was unapproved
for breast cancer a lot people complained that FDA was taking away a therapeutic
option, but the real issue is that bevacizumab was approved and on the market for
other things, but once it no longer had approval for breast cancer, patients would
have to pay out of pocket for it. Which is a conservative position, but many
conservatives railed against pulling the approval.
△ ▽
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