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Disclosures

The National Center for Health Research is a
nonprofit public health think tank that focuses
on the safety and effectiveness of medical and
consumer products and does not accept funding
from companies that make those products.




ﬁ% FDA’s Drug Approval Criteria

v Safe (studied on humans)
v Effective

v Inspected




NC
AR What Does Safe and Effective Mean?

Safe and Effective means the benefits outweigh the
risks for most patients for a specific indication.

> It’s subjective! Who decides?
> What if 60% improve slightly based on
a biomarker, but 1% die?

> Is “giving patients hope” a benefit?




,(”5% FDA Approval Process

> Companies pay impressive researchers to conduct
the studies.

> FDA scientists review the data (not the raw data).

> FDA may hold a public Advisory Committee meeting
* Company praises their product for 2 hours
* FDA scientists agree or disagree for 1-2 hours
* 1+ hour of public comments (3-5 min each,

many speakers are recruited by the company)
e



/@g Evolving FDA Standards

> Substantial evidence from “2 adequate and well-
controlled clinical trials” to prove it is safe and
effective for its intended use.

» Congress has passed laws to push for faster, “less
burdensome” standards to be #1 in the world.

» FDA and Congress are asking patients what they want.
They are not hearing from harmed patients, they are
hearing from industry and groups supported by industry.



/@g Results of Evolving Standards

»NOW: Often just 1 clinical trial. May not be blinded or
randomized or well-controlled.

»May use a surrogate endpoint rather
than a meaningful clinical endpoint
like survival or not being hospitalized.

> Fewer patients, shorter follow-up

> “Hope” is a benefit that patients

tell FDA they want.
e




NC Flexibility vs. Meaningful Evidence

» When there is an “urgent unmet need (for a rare
or deadly disease), FDA weakens the evidence
standards.

> “Flexibility” lessens the evidence burden on
industry, but burdens patients and physicians to
make decisions without adequate information.

» Studies have fouqd that mos’g new cancer drugs ‘/ogzsa'r';n'!;e';d.
are proven to shrink tumors in short-term but do "

NOT improve overall survival. Are patients
warned about that, or about side effects or
serious AEs that harm quality of life?




/(”)% Policies for Labeling and Ads

» Labeling is drafted by companies, and FDA must approve
them. Differences of opinion are negotiated. Labels are
not user-friendly.

» Wording in ads must be consistent with the label. But how
that information is presented is decided by the company.
FDA usually regulates the content after the fact. Penalties
for misinformation are the “price of doing business.”

» Why do TV ad warnings start with “Do not take __ if you
are allergicto___?



/@g Published Findings, Labeling and Ads

» Vague summaries of AEs: “Generally well-tolerated” and
“most AEs are mild to moderate and don’t last long.”

“ That summary can mean anything (e.g. 51%).

» Patients with co-morbidities or likely risks are not studied,
but drug approval isn’t limited to healthier patients in
public communication.

» Few subgroup analyses for age, race, or sex, but that is also
not mentioned in public communication. No requirement to
mention unknown risks or benefits.



NC .
_HR Conclusions

» FDA evidence standards and public communication of
risks and benefits have not improved despite years of
efforts.

» Gold standard of 2 double blind randomized clinical
trials studying patients’ health is an endangered
species.

»FDA’s and HHS recent efforts at improving
communication via “Expert Panels” and podcasts have
provided clear but one-sided messaging.
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