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Expanded Definition of REMS Evaluation: 
Necessary for full REMS evaluation 

Initial evaluation of need for REMS 

 

Decision to discontinue previous REMS 

 

Ongoing evaluations of REMS 

 
 



Initial Evaluation of Need for REMS 
 

Is the evidence of risk, relative to the benefit, so 
great that non-approval or market removal would 
be the best course instead of a REMS? Is the 
precautionary principle being discarded in too 
many cases? Conversely is any REMS needed? 

      

     Non-approval examples: lorcaserin, Qsymia, 

  

     Ban examples:  sibutramine, propoxyphene, 
 rosiglitazone 



Reasons for Decisions on these 5 Drugs? 

• Qsymia: rejected by the EMA because of cardiovascular 
and psychiatric safety concerns. EMA will not even 
consider approving it in the future without a new trial on 
its cardiac dangers. FDA approval was conditioned on 
new trials being done after approval. 

 

• Lorcaserin: heart valve damage and other safety 
concerns by the EMA, including the potential risk of 
psychiatric disorders (such as depression) signaled 
probable EMA rejection of this weight loss drug. Well 
after FDA approval, the EMA application was withdrawn 
by Arena. (This drug does not even have a REMS).  

 



Reasons for FDA Decisions on these 5 Drugs? 

• Sibutramine: in addition to initial (1997) FDA medical 
officer non-approval recommendation because of 
cardiovascular risk, subsequent EMA ban 1/10 
because: “the benefits of sibutramine-containing 
medicines do not outweigh their risks, and therefore 
recommended that the marketing authorisations….be 
suspended across the EU.“ 
 

• More than 160,000 prescriptions filled for 
sibutramine in the U.S. between 1/10 EMA ban and 
10/10 FDA ban. An FDA Medication Guide-only REMS 
was in effect during the latter part of this interval. 
 



Reasons for FDA Decisions on these 5 Drugs? 

• Propoxyphene: Banned in the UK in 2006 and in the 
EMA in June, 2009 because of “the combination of 
dextropropoxyphene and paracetamol 
[acetaminophen] is no more effective than 
paracetamol on its own” and because “the 
difference between the dose needed to treat the 
patient and the dose that could harm the patient is 
small….many of the cases of fatal overdoses seen 
have been accidental.” 

• “Proposed activities to reduce this risk, such as 
including further warnings or restrictions, or limiting 
the size of packs, were not considered to be 
adequate to protect public health.“   



Reasons for FDA Decisions on these 5 Drugs? 

• Propoxyphene: (continued) In contrast to the EMA, 
the FDA, after the EMA ban and as part of denying 
our petition to ban the drug, stated that “other 
measures short of withdrawal are necessary — 
including initiating the process to require revisions 
to the product labeling, requiring a Medication 
Guide (MedGuide) as part of a Risk Evaluation and 
Minimization Strategy (REMS).” This denial occurred 
in July 2009, weeks after the EMA ban. FDA  
belatedly banned propoxyphene in November, 
2010, almost 1 ½ years after the EMA ban. 



Reasons for FDA Decisions on these 5 Drugs? 

• Rosiglitazone: EMA ban in 2010 stated: “the benefits of 
rosiglitazone no longer outweigh its risks and 
recommended the suspension of the marketing 
authorisation of the medicines…until the company can 
supply convincing data to identify a patient population in 
which the clinical benefits of rosiglitazone-containing 
medicines clearly outweigh their risks “ Three years later, 
no such evidence exists. 

 

• FDA left the drug on the market, restricting use with a 
REMS program designed to make the drug available to 
those who might benefit from it. Nothing in the REMS 
assures this.  



Decision to discontinue previous REMS 

According to current FDA data*, there have been 
138 REMS programs that have been “released“ 
after they were begun, presumably because they 
were no longer needed. These include Byetta 
(exenatide), Januvia (sitagliptin) and Samsca 
(tolvaptan). Where is the evidence that these 
decisions were based on diminished need for the 
patient risk mitigation as opposed to the REMS’ 
inhibition of prescribing and their “burden” to 
doctors, etc?  

*FDA website, July 23, 2013 



Ongoing evaluations of REMS 
 • OIG Conclusions: “FDA has not identified 

reliable methods to assess the effectiveness of 

REMS” and  “our findings raise concerns about 

the overall effectiveness of the REMS program” 

and “limited data to demonstrate that the 

remaining [32] REMS with ETASUs effectively 

ensure safe use of drugs or meet statutory 

requirements to minimize burdens on patients...”  

• Lotronex case study: An important part of FDA’s 

evaluation that the REMS was a success was 

data from company surveys of MD’s and 

pharmacists with response rates both < 10%, 

unacceptably low.   



Summary 

Just as the OIG found that there was grossly 
inadequate information to evaluate the 
effectiveness of current REMS, there is also 
a lack of evidence to justify either the initial 
decision to use REMS instead of a more 
effective means of risk reduction (non-
approval or ban) or to justify the decision to 
discontinue a REMS for a drug for which 
there has previously been one.  


