
UC San Diego
UC San Diego Previously Published Works

Title
I petitioned the FDA to restrict hypnotics: here is why

Permalink
https://escholarship.org/uc/item/8m56734j

Author
Kripke, Daniel F

Publication Date
2016-07-01

DOI
10.1016/j.sleep.2015.12.011
 
Peer reviewed

eScholarship.org Powered by the California Digital Library
University of California

https://escholarship.org/uc/item/8m56734j
https://escholarship.org
http://www.cdlib.org/


Accepted Manuscript 

 
 

Title: I petitioned the FDA to restrict hypnotics: here is why 

 

Author: Daniel F. Kripke 

 

PII:  S1389-9457(15)02088-2 

DOI:  http://dx.doi.org/doi: 10.1016/j.sleep.2015.12.011 

Reference: SLEEP 2982 

 

To appear in: Sleep Medicine 

 

 

 

Please cite this article as:  Daniel F. Kripke, I petitioned the FDA to restrict hypnotics: here is 

why, Sleep Medicine (2016), http://dx.doi.org/doi: 10.1016/j.sleep.2015.12.011. 

 

This is a PDF file of an unedited manuscript that has been accepted for publication.  As a service 

to our customers we are providing this early version of the manuscript.  The manuscript will 

undergo copyediting, typesetting, and review of the resulting proof before it is published in its 

final form.  Please note that during the production process errors may be discovered which could 

affect the content, and all legal disclaimers that apply to the journal pertain. 

 

 



I petitioned the FDA to restrict hypnotics:  here is why 

Daniel F. Kripke, M.D. 

Contact: 

Daniel F. Kripke, M.D. 

8437 Sugarman Drive 

La Jolla, California, 92037-2226, USA 

email:  dkripke1@san.rr.com 

Telephone:  858-222-2934 

 

  

Page 1 of 6

mailto:dkripke1@san.rr.com


To the Editor,  

     After we presented data in 2012 showing that patients taking popular hypnotics suffered a 

four-fold increase in mortality [1], the U.S. Food and Drug Administration (FDA) wrote me, 

"We conclude that current evidence available for these drugs continues to support our 

determination that they are safe and effective for insomnia."  Our mortality results were then 

closely replicated in 2014 among over 100,000 British general practice patients [2].  Indeed, 

since 2012, there have been more than 50 papers with remarkable new evidence of the risks of 

hypnotics. 

    The FDA soon realized that the most popular generic and brand hypnotics (zolpidem and 

eszopiclone) were NOT safe in the recommended doses that had been approved [3].  Indeed, at 

this writing, there have been 34 epidemiologic studies of hypnotics mortality risks, of which 33 

found hypnotics associated with increased mortality (P<0.000001) [4].  One small study 

demonstrated no general mortality risk, only a cancer mortality risk.  There have been several 

new studies documenting that hypnotic use predicts cancer incidence and cancer deaths, several 

new studies documenting an association of hypnotic use with serious infections including lethal 

pneumonia, and a whole-nation-representative study documenting association of short-term use 

of hypnotics such as zolpidem with a 22.3-fold increased hazard of acute respiratory failure and a 

7.41-fold increase in cardiopulmonary arrest among patients with chronic obstructive pulmonary 

disease (COPD) ([5] and see supplement.)  A recent analysis found that among U.S. men ages 

45-54, overall mortality has been increasing.  The authors attributed this increasing mortality 

mainly to suicides including ingestion deaths related to opiates [6].  In many ingestion deaths 

related to opiates, hypnotics are involved, and hypnotics are associated with increased opiate risk 
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[7,8].   There is considerable individual variation depending on genetic factors, obesity, COPD, 

and concomitant drugs. 

     The lead manufacturer of zolpidem argued that the FDA's currently-recommended starting 

dose is NOT effective and admitted that zolpidem causes infections [9].  Indeed, other analyses 

confirmed that neither zolpidem nor eszopiclone were effective in the low doses now 

recommended.  The most authoritative NIH-sponsored meta-analysis concluded that "Z" 

hypnotics do not significantly increase polysomnographic total sleep time, even though much 

higher doses were included in that meta-analysis [10].  There seem to be no controlled trials with 

evidence that any U.S.-licensed hypnotic ever objectively improved any aspect of insomnia 

patients' daytime function or any aspect of general health.  Please let us know if anybody can 

find such evidence.  There are adequate new publications documenting that hypnotics impair 

objective daytime performance, as has been known for decades. 

       It is a mystery why hypnotics are usually prescribed.  According to the U.S. National 

Ambulatory Medical Care Survey, insomnia was a stated reason for a patient's visit in less than a 

quarter of office visits where a hypnotic was prescribed, and 35% received no sleep diagnosis of 

any sort [11].  Moreover, the prescriptions for hypnotics must have usually been contraindicated, 

since no more than 10% of the women were prescribed the recommended lower doses, 22% of 

sustained zolpidem users were also sustained users of opioids, 23% were sustained users of a 

second sedative, and 34% of sustained users were depressed (as indicated by antidepressant use) 

[12].   

 

 The FDA has not responded to the new evidence.  Hypnotics still carry no warnings 

about mortality or cancer risks.  Perhaps, despite the strong preponderance of evidence [4], the 
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FDA needs more iron-clad proof from randomized placebo-controlled trials before it can protect 

the public. 

          Therefore, I have petitioned  the Commissioner of the FDA to require phase IV controlled 

trials including vulnerable patients, of sufficient design and magnitude to demonstrate with 95% 

confidence whether hypnotics are free from excessive mortality risks. The manufacturers may 

decline to conduct such trials, which may raise questions about their confidence in the safety of 

their products. In any case there are unquestionably strong risks associated with hypnotic use, 

including increasing mortality and risk of infections. To prove the causality, however, rigorous 

studies as suggested above need to done.  Until then,  such hypnotics should be compassionately 

restricted to hospice care.   

 

 Please see supplement: “Petition to the FDA regarding hypnotic drugs” for further 

elaboration of my reasoning for restricting hypnotic use. 
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