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Fact:

Drug manufacturers know the most about their drugs, the 

FDA knows a little less and prescribers and clinicians know 

less than that

But, the labeling can now be a surprisingly fruitful area to 

look for information in 2025
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October 29th, 2009

“Drug labels are written by drug companies, then negotiated and approved by the FDA.”

   and therefore……

“Much critical information that the FDA has at the time of approval may fail to make its 

way into the drug label and relevant journal articles.”
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The number of drugs approved in U.S. every year is fairly stable

N Engl J Med; June 2014

1938: FDA and Cosmetic Act 

in response to Elixer 

Sulfonilamide: Drugs could 

be marketed 180 after 

submission unless FDA 

determined it was unsafe

1951: Durham-

Humphrey establishes 

need for prescription for 

certain high risk drugs

1962: Kefauver-Harris 

requires proof of 

efficacy for approval
1988: Fast Track 

established to expedite 

certain drug reviews, 

largely in response to the 

AIDS crisis

1992: Prescription Drug 

User Fee Act (PDUFA) sets 

a fee for NDA submission; 

e.g. the “applicant pays for 

the review”
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FDA must be in the loop regarding studies intended to be used for U.S. 

labeling

Step 1: Animals investigated in “pre-clinical” phase of drug 

development

Step 2: Investigational New Drug (IND) application filed. The 

company often seeks advice from FDA and “must show the FDA 

what they plan for human testing.”

Step 3: Phase 1 testing in healthy, volunteers to look for obvious 

toxicities (transaminitis, QTc prolongation, subjective symptoms, 

etc) and determine pharmacokinetics (peak concentrations, 

average half-life, etc) for purposes of establishing dose

n <100

n=100

   -500

N=1000

    -3000

Step 4: Phase 2 testing to look for efficacy. Patients with 

condition are studied. Surrogate endpoints common (A1C, 

systolic BP, LDLc)

Step 5: Phase 3 testing typically after consultation with FDA 

to look for clinical endpoints. Different dosages and often 

combinations of drugs are studied.
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Once Phase I, II and III research completed, the “molecular entity” 

becomes a “drug” with hopes for $$billions in sales:

NDA: New Drug Application submitted with all 

pre-clinical and clinical data. The FDA has 60 

days to decide whether to review. Goal is to 

complete 90% of reviews within 10 months of 

acceptance of submission.

Phase 4, post-marketing surveillance is 

“required” but is an area of much criticism for 

drug manufacturers. The FDA is more often 

requiring specific Phase 4 research to be 

conducted
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What is still less than ideal about this process?

1. Labeling being initially drafted by the manufacturer is not ideal

2. Drugs which don’t get approved don’t have to release any of their clinical trial data 

into the public realm. It remains proprietary with the manufacturer and not even 

subject to FOIA requests.

3. Drugs that do get approved don’t have to publish the data they don’t like

4. The FDA is little concerned with magnitude of effect – the drug just needs to be 

superior to placebo or, no worse than a standard of care

5. Historically, CMS has been obligated to cover any drug approved by the FDA, 

although much of that is mediated through insurers
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Jan. 17, 2008

So…..our comprehensive literature search would lead us 

to believe that antidepressants are very effective: Of 51 

published trials, 37 would have been positive and 3 

negative
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So, given some persistent glitches in U.S. drug approval process, the FDA 
has responded to pressure to improve lableing…..let’s look ….www.fda.gov
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Can also generally Google “FDA PI and drug _______________”
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Lindsay Vaughn Sleep Med ad….
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Then you can pause and ask yourself some questions – What outcomes would I hope to 
see measured (what matters to patients?)? What adverse effects would I want to know 
about to help inform a decision to prescribe? For a sleep aid specifically……

How would you do a sleep study objectively? Can you trust a home diary? Do I need to 
house patients for 1 week to study objectively? Two weeks? A month? What 
measurements do I collect?
If patients look like they’re resting comfortably, are they asleep? Should peaceful rest 
count?

These sorts of questions are why the FDA wants to be informed and notified of potential 
studies for U.S. labeling BEFORE the studies are performed
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From the NEJM “Perspective” on lack of FDA drug information in labeling:

NEJM, Oct. 29, 2009
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What would I expect for ADRs from a sleep aid? What would I want to see 
measured?
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So what do we think of QUVIVIQ?

What would we pay for it if 
it was out-of-pocket?

Should insurers make it highly available (tier 1 
status? Low co-pay?) or put restrictions in place to 
limit use (high tiering, require other agents be tried 
first? High co-pay?)
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So, FDA labeling has improved in the past 2 decades but quality of the drugs 
approved still varies
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So, pick your favorite new drug and start exploring. And if you see a drug ad on TV that 
you decide is misleading….
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Thank you. Questions anytime

Craig Williams, PharmD
williacr@ohsu.edu
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