
 

BEIJING | BRUSSELS | LONDON | NEW YORK | SAN DIEGO | SAN FRANCISCO | SILICON VALLEY | WASHINGTON 

WWW.COV.COM 

 

E-ALERT | Food & Drug 
June 11, 2012 
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MAY 2012 

This e-alert is part of a series of monthly e-alerts summarizing publicly-available FDA enforcement 
letters (i.e., warning letters and untitled letters) relating to the advertising and promotion of drugs, 
biologics, and medical devices.  In May 2012, FDA’s Office of Prescription Drug Promotion (OPDP) 
posted the following enforcement letters on its website:1 

 Warning letter to Pfizer Inc. re: EpiPen® and EpiPen® Jr. (epinephrine) Auto-Injectors (May 24, 
2012) (“Pfizer Warning Letter”)2  

 Untitled letter to Vertex Pharmaceuticals, Inc. re: INCIVEK™ (telaprevir) Film Coated Tablets (May 
25, 2012) (“Vertex Untitled Letter”) 

The Office of Compliance and Biologics Quality (OCBQ) in FDA’s Center for Biologics Evaluation and 
Research (CBER) posted the following letter on FDA’s website: 

 Untitled letter to Greer Laboratories, Inc. re: Greer®30,000 AU/mL Standardized Mite Extract 
(April 12, 2012) (“Greer Untitled Letter”) 

During May 2012, the Office of Compliance in FDA’s Center for Devices and Radiological Health 
(CDRH) did not post any enforcement letters relating to the advertising and promotion of medical 
devices.  The letters posted by OPDP and OCBQ raise a variety of allegations and conclude that the 
cited advertising/promotional issues render the subject product misbranded. 

This alert merely summarizes the allegations contained in FDA’s letters.  It does not contain any 
analysis, opinions, characterizations, or conclusions by or of Covington & Burling LLP.  As a result, 
the information presented herein does not necessarily reflect the views of Covington & Burling LLP 
or any of its clients.  

Overstatement of Efficacy 

FDA’s letters contain the following allegations under an “Overstatement of Efficacy” subheading: 

Pfizer Warning Letter:  EpiPen and EpiPen Jr. Auto-Injectors are “indicated in the emergency 
treatment of allergic reactions (Type I) including anaphylaxis to stinging insects . . . allergen 
immunotherapy, foods, drugs, diagnostic testing substances . . . and other allergens . . . .”  According  
to the product label (“PI”), “EpiPen® and EpiPen® Jr. Auto-Injectors are intended for immediate  
 
 
1 Only enforcement letters posted to FDA’s website in May 2012 are included herein.  Letters issued in May but 
not posted to the website by May 31, 2012 will be summarized in our alerts for the months in which those 
letters are posted.  
2 The dates referenced for the letters are the issue dates.  
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self-administration as emergency supportive therapy only and are not a substitute for immediate 
medical care.” 

A TV ad for EpiPen included the following presentation: 

“Mother: ‘Excited for Max’s birthday party?  Should be pretty awesome.’  
Son: ‘Yeah!’ 
Mother: ‘Even with your peanut allergy and a cake made of who-knows-what.’ 
 
SUPER (over visual):  EpiPen® (epinephrine) Auto-Injector can’t eliminate the risk of 
anaphylaxis.  [frames 1 to 2] 
 
Mother: ‘Because we’re prepared, right Jake?’ 
Son: ‘Yup!’ 
Mother: ‘With EpiPen.’ 
 
SUPER (over visual):  Be prepared.  With EpiPen®.  EpiPen® (epinephrine) Auto-
Injector can’t eliminate the risk of anaphylaxis.  [frame 3]”3 
 

According to OPDP, the TV ad misleadingly suggested that “a child who has a peanut allergy can take 
a chance eating a piece of birthday cake with unknown ingredients and feel completely free from 
worry about any potential risk of anaphylaxis if prepared with EpiPen.”  OPDP further observed that 
the standard of care to prevent a potentially life-threatening anaphylactic reaction is to take 
precautionary measures to avoid the allergen.  The TV ad, however, implied that “EpiPen alone 
obviates the need for taking precautionary measures and provides protection against any potential 
risks due to exposure to an allergen[,]” when this is not the case.  OPDP found the violation 
particularly alarming because the misleading presentation could result in serious consequences, 
including death. 

Vertex Untitled Letter:  According to its PI, “INCIVEK (telaprevir), in combination with peginterferon 
alfa and ribavirin, is indicated for the treatment of genotype 1 chronic hepatitis C in adult patients 
with compensated liver disease, including cirrhosis, who are treatment-naïve or who have previously 
been treated with interferon-based treatment . . . .”  Vertex submitted a branded story to FDA 
describing the life and medical history of James.  James had been diagnosed with hepatitis C and 
stage 3 cirrhosis and had failed to respond to six months of treatment with pegylated-interferon and 
ribavirin therapy.  Based on James’ subsequent treatment with Incivek, the branded story included 
claims such as:  

 “And six months after treatment ended, I found out I’d cleared the virus.  That made me feel so 
good.  I was so happy to know I’d be around a little longer to see my son grow up.”   

 “ . . . I’m cleared, I can take my son to the batting cage.  We go sailing on my boat and take nice 
vacations.  I even retired from the railroad and started a successful cab business, which I really 
enjoy.  I’m loving life.” 

According to OPDP, these claims misleadingly implied that most or all cirrhotic prior null responders 
infected with hepatitis C successfully achieve sustained virologic response (“SVR”) on Incivek 
combination therapy.  According to OPDP, the Clinical Studies section of Incivek’s PI states that only 
14% of prior null responders4 with cirrhosis who received Incivek combination therapy achieved SVR, 

 
3 Emphasis in original. 
4 Prior null responders are defined as subjects with less than 2-log10 reduction in HCV-RNA at week 12 of prior 
treatment with peginterferon alfa and ribavirin. 
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versus 10% in the control group.  Other cirrhotic population groups (i.e., prior relapsers5 and prior 
partial responders6), however, achieved significantly higher rates of SVR compared to null 
responders.7 

Additionally, OPDP found that the branded story’s claims misleadingly suggested that the usual 
outcome of Incivek treatment was a positive effect on a patient’s interpersonal relationships, 
physical functioning, work productivity, and overall quality of life.  As FDA was not aware of 
substantial evidence to support these claims, OPDP found that these claims overstated the efficacy 
of Incivek combination therapy. 

Omission of Risk Information 

FDA’s letters contain the following allegations under an “Omission of Risk Information” subheading: 

Greer Untitled Letter:  Standardized Mite Extract is indicated for the diagnosis of skin test reactivity 
to dust mite allergen and for treatment of mite-induced allergic asthma, rhinitis, and conjunctivitis in 
patients that show hypersensitivity to dust mites.  OCBQ found that Greer’s brochure for 
Standardized Mite Extract was false and misleading because it did not include any risk information 
and was disseminated without the PI.  According to OCBQ, “[t]he omission of risk information 
misleadingly suggests that there are no safety risks, when in fact such is not the case.”   

Minimization of Risk Information 

FDA’s letters contain the following allegations under a “Minimization of Risk Information” 
subheading: 

Vertex Untitled Letter:  According to Incivek’s PI, serious skin reactions—including Drug Rash with 
Eosinophilia and Systemic Symptoms (DRESS), Stevens-Johnson Syndrome (SJS), and severe rash—
have been reported in patients receiving Incivek combination therapy.  The branded story contained 
the claim:  “When the side effects kicked in, I got a rash and lost some hair, but that was nothing.”  
OPDP concluded that this claim misleadingly minimized the risks associated with Incivek, as 
Incivek’s Medication Guide cites rash “as a skin reaction that should prompt an urgent call to a 
healthcare provider.”  Furthermore, because Incivek must only be prescribed with both peginterferon 
alfa and ribavirin, and alopecia is a common adverse reaction associated with peginterferon and 
ribavirin, OPDP found that the branded story’s claim that the side effect was “nothing” misleadingly 
minimized the risk. 

Omission of Material Fact 

FDA’s letters contain the following allegations under an “Omission of Material Fact” subheading: 

Vertex Untitled Letter:  James’ branded story contained claims such as “I cleared the virus,” and “I’m 
cleared.”  OPDP concluded that these claims omitted material information regarding treatment 
success in clinical trials.  Specifically, OPDP found that these claims misleadingly implied that Incivek  
 

 
5 Prior relapsers are defined as subjects with undetectable HCV-RNA at the end of treatment with a pegylated 
interferon-based regimen, but detectable HCV-RNA within 24 weeks of treatment follow-up. 
6 Prior partial responders are defined as subjects with greater than or equal to 2-log10 reduction in HCV-RNA at 
week 12 of prior treatment with peginterferon alfa and ribavirin. 
7 According to Incivek’s PI, “SVR rates among cirrhotic subjects who received INCIVEK combination treatment 
compared to [the control group] were: 87% (48/55) compared to 13% (2/15) for prior relapsers, [and] 34% 
(11/32) compared to 20% (1/5) for prior partial responders[.]” 
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combination therapy removes hepatitis C virus (HCV) from the body, even though patients with 
undetectable HCV-RNA levels post-therapy may still have replication competent virus. 

 

* * * 

 
If you have any questions concerning the material discussed in this client alert, please contact the 
following members of our Food & Drug practice group: 

Michael Labson 202.662.5220 mlabson@cov.com 
Erika Lietzan 202.662.5165 elietzan@cov.com 
Scott Cunningham 202.662.5275 scunningham@cov.com 
Scott Danzis 202.662.5209 sdanzis@cov.com 
Julia Post 202.662.5249 jpost@cov.com  
The information presented in this alert does not necessarily reflect the views of the firm or any of its clients.  This information is not 
intended as legal advice.  Readers should seek specific legal advice before. acting with regard to the subjects mentioned herein.  

Covington & Burling LLP, an international law firm, provides corporate, litigation and regulatory expertise to enable clients to achieve their 
goals.  This communication is intended to bring relevant developments to our clients and other interested colleagues.  Please send an 
email to unsubscribe@cov.com if you do not wish to receive future emails or electronic alerts.   
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