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OPDP’s Mission and Objectives 
• Mission 

• Protect the public health by ensuring that 
prescription drug information is truthful, balanced, 
and accurately communicated 

• Objectives 
• Ensure that prescription drug promotion is not false 

or misleading 
• Ensure that balanced picture of drug is conveyed 
• Aid in the communication of more useful 

information about drugs and diseases to the 
American public 
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OPDP’s Role 

• Compliance with Federal Food Drug & 
Cosmetic Act and Code of Federal 
Regulations 

• Advice to industry and within FDA 

• Surveillance 

• Guidances and policy development 

• Research 

• Enforcement 

 



Bad Ad Program 
• FDA-sponsored outreach program designed to 

increase awareness of healthcare professionals 
(HCPs) about the role they can play in helping FDA 
ensure that prescription drug promotion is truthful and 
not misleading 

• When HCPs have concerns about prescription drug 
promotion, they can report it to FDA: 

• Call 
• 855-RX-BadAd 

• E-mail 
• BadAd@fda.gov 
 

• Continuing Education Program for HCPs 
• Physicians, pharmacists, nurses, physician 

assistants, nurse practitioners  

 

mailto:BadAd@fda.gov�


Regulations 
Prescription Drug Advertising 

(21 CFR 202.1) 

• Not be false or misleading 

• Consistent with FDA-approved product labeling  

• Supported by an appropriate level of evidence 

• Present a fair balance between efficacy and risk 
information 

• Reveal facts material with respect to consequences 
that may result from the use of the drug as 
recommended or suggested 



Regulations 

Requirements on content and 
format of labeling for human 

prescription drug and biological 
products 

(21 CFR 201.56(a)(2)) 
 

“. . . . The labeling must be informative 
and accurate and neither promotional in 
tone nor false or misleading in any 
particular. . . .” 



OPDP’s Role in Product Labeling  

•  OPDP reviews draft drug labeling for 
promotional implications, in collaboration 
and consultation with various entities within 
the FDA. 

• Labeling is a critical component for 
prescription drug promotion. 

 



Product Labeling and Prescription Drug 
Promotion 

• The FDA-approved product labeling is an 
integral part for reviewing proposed 
promotional materials when Sponsors 
request advisory comments, and for 
evaluating promotional claims in the public 
domain. 



TussiCaps® Product Labeling and  
Enforcement Example 

• Warning Letter (July 27, 2015, professional sales 
aid) 

• Indication 
• For relief of cough and upper respiratory symptoms 

associated with allergy or a cold in adults and 
children 6 years of age and older 

• Contraindications  
• Patients with a known allergy or sensitivity to 

hydrocodone or chlorpheniramine  
• Children less than 6 years of age due to the risk of 

fatal respiratory depression  

 



TussiCaps® Product Labeling and  
Enforcement Example 

• Warnings 
• Respiratory depression, head injury and 

increased intracranial pressure, acute 
abdominal conditions, obstructive bowel 
disease, and pediatric use  

• Precautions 
• Patients with narrow-angle glaucoma, asthma, 

or prostatic hypertrophy, elderly or debilitated 
patients, and patients with severely impaired 
hepatic or renal function, hypothyroidism, 
Addison’s disease, or urethral stricture  



TussiCaps® Product Labeling and  
Enforcement Example 

 

• TussiCaps is associated with drug abuse and 
dependence. 

• Adverse Reactions: nausea and vomiting, 
sedation, drowsiness, mental clouding, lethargy, 
impairment of mental and physical performance, 
anxiety, fear, dysphoria, dizziness, psychic 
dependence, mood changes, and dose-related 
respiratory depression, which has been 
associated with death  



TussiCaps® Product Labeling and  
Enforcement Example 

• Omission of material 
facts 

•  For the relief of cough and 
upper respiratory 
symptoms associated with 
colds or allergies 

• Omission of “in adults and 
children 6 years of age and 
older” 

 



TussiCaps® Product Labeling and  
Enforcement Example 

• Image of coughing young 
child 

• Contraindicated in 
children < 6 years of age 
due to the risk of fatal 
respiratory depression  

• PI also indicates that 
caution should be 
exercised when 
administering to pediatric 
patients > 6 years of age  

 



TussiCaps® Product Labeling and  
Enforcement Example 

 

“This brochure is the property of ECR 
Pharmaceuticals and is to remain in the 
representative’s possession.  Appropriate 
product labeling should accompany 
discussion with the healthcare 
professionals and distribution of product 
samples.” 



TussiCaps® Product Labeling and  
Enforcement Example 

• Omission of Risk  
• Fails to include any risk information despite numerous 

efficacy claims 
• Statements at the bottom of last page: 

• “This brochure is the property of ECR 
Pharmaceuticals and is to remain in the 
representative’s possession.  Appropriate product 
labeling should accompany discussions with the 
healthcare professionals and distribution of product 
samples.” 

• This does not mitigate the omission of risk. 
• By failing to present any information regarding the risks, 

including serious and potentially fatal risks, the sales 
aid is misleading because it suggests that TussiCaps is 
safer than has been demonstrated, and is especially 
concerning in its potential impact on the public health. 

 



Brovana® Product Labeling and 
Enforcement Example 

• Indication 
• Long-term, twice daily (morning and evening) 

maintenance treatment of bronchoconstriction in 
patients with chronic obstructive pulmonary 
disease (COPD), including chronic bronchitis and 
emphysema. BROVANA Inhalation Solution is for 
use by nebulization only.   

• Important Limitations of Use 
• Brovana is not indicated to treat acute 

deteriorations of COPD.  
• Brovana is not indicated to treat asthma.  The 

safety and effectiveness of Brovana in asthma 
have not been established. 

 
 



Brovana® Product Labeling and Enforcement 
Example 

• Boxed Warning 
• Asthma-related death 

• Contraindications 
• Patients with history of hypersensitivity to 

arformoterol, racemic formoterol, or to any 
other components of Brovana 

• Patients with asthma without the use of a long-
term asthma control medication 

 



Brovana® Product Labeling and Enforcement 
Example 

• Warnings and Precautions 
• Deterioration of disease and acute episodes, 

excessive use of Brovana and use with other Long-
Acting Beta2-Agonists (LABA), paradoxical 
bronchospasm, cardiovascular effects, coexisting 
conditions, hypokalemia and hyperglycemia, and 
immediate hypersensitivity reactions  

• Adverse Reactions (most common) 
• Pain, chest pain, back pain, diarrhea, sinusitis, leg 

cramps, dyspnea, rash, flu syndrome, peripheral 
edema, and lung disorder  

 



Brovana® Product Labeling and 
Enforcement Example 

 

 

Notice of Violation 
 
Patient Brochures 
 
October 24, 2013 



Brovana® Product Labeling and 
Enforcement Example 



Brovana® Product Labeling and 
Enforcement Example 

• Overstatement the Efficacy 
• Claims suggest that an outcome of treatment 

with Brovana is the ability for patients to 
resume their baseline activities of daily living. 

• Clinical Studies 
• BROVANA Inhalation Solution 15 mcg twice 

daily resulted in a statistically significant 
change of approximately 11% in mean forced 
expiratory volume in one second (FEV1) (as 
measured by percent change from study 
baseline FEV1 at the end of the dosing interval 
over the 12 weeks of treatment, the primary 
efficacy endpoint) compared to placebo.  
 

 



Brovana® Product Labeling and 
Enforcement Example 

Patient Brochures Claims: 

• “If you have COPD, Are you using your nebulizer 
sometimes 4 or more times a day?”  

• “If you have COPD, Do you feel you’re just not 
able to breathe in all your medicine?”  

• “If you have COPD, Is it hard for you to depress 
your inhaler and time your breaths to get your 
medicine out?”  

• “If you have COPD, Do you take your medicine 
correctly, but still feel like you may need 
something more?”  

 



Brovana® Product Labeling and 
Enforcement Example 



Brovana® Product Labeling and 
Enforcement Example 
Unsubstantiated Superiority Claims 
• Claims suggest that Brovana will be effective for 

those who have not had success with other COPD 
therapies based on Brovana’s ability to overcome 
potential challenges associated with these 
therapies (e.g., therapies dosed > 4 times/day or 
delivery system (e.g., DPIs or MDIs). 

 
•  Clinical Studies  

• Trials included an active comparator 
(salmeterol).  However, studies were not 
designed to measure clinical superiority. 

 



Brovana® Product Labeling and 
Enforcement Example 

• Unsubstantiated Claims 

• Claims regarding the potential difficulty patients may 
encounter depressing an inhaler to administer therapy are 
misleading because they imply that patients with 
compromised manual dexterity will more easily be able to 
administer Brovana as compared to other COPD inhaler 
therapies. 

• Medication Guide includes lengthy directions for use. 

• In the absence of adequate evidence to demonstrate that 
patients with compromised manual dexterity are more easily 
able to administer Brovana as compared to other inhaled 
COPD therapies, the claims are misleading.  

 



Brovana® Product Labeling and 
Enforcement Example 

• Minimization of Risk 
• Efficacy claims 

prominently 
presented in large, 
bolded font size and 
colorful text and 
graphics surrounded 
by a significant 
amount of white 
space  

• Risk information 
presented in small 
font, surrounded by 
little white space, and 
in single-spaced 
format  

 



Diclegis Product Labeling and 
Enforcement Example 

• Indication 
• For the treatment of nausea and vomiting of 

pregnancy in women who do not respond to 
conservative management 

• Limitations of Use  
• DICLEGIS has not been studied in women with 

hyperemesis gravidarum.  

 



Diclegis Product Labeling and 
Enforcement Example 

• Contraindications 
• Women known hypersensitivity to doxylamine succinate, 

other ethanolamine derivative antihistamines, pyridoxine 
hydrochloride or any inactive ingredient in the formulation, 
as well as in women who are taking monoamine oxidase 
inhibitors (MAOIs)  

• Warnings and Precautions 
• Activities requiring mental alertness and concomitant 

medical conditions 

• Adverse reactions (most common) 
• Somnolence 

 



Diclegis Product Labeling and 
Enforcement Example 

Warning Letter 

Kim Kardashian 
Social Media Post  

August 7, 2015 

 



Diclegis Product Labeling and 
Enforcement Example 

• Omission of Risk  
• Presents various efficacy claims for Diclegis. 

However, it entirely omits all risk information. 
• Statements “[F]ind out more www.diclegis.com; 

www.DiclegisImportantSafetyInfo.com[,]” do not 
mitigate omission of risk. 

• Omission of Material Fact 
• Failed to provide material information that Diclegis 

has not been studied in women with hyperemesis 
gravidarum 

 



Diclegis Corrective 



Clinical Outcome Assessment (COA) 
Promotional Claims 

COA: any assessment that may be 
influenced by human choices, judgment, or 
motivation and may either support direct or 
indirect evidence of treatment benefit. 

• Patient-reported outcomes (PROs) 
• Clinician-reported outcomes (ClinROs) 
• Observer-reported outcomes (ObsROs) 
• Performance outcomes (PerfOs) 



Clinical Outcome Assessment (COA) 
Promotional Claims 

• Serves as the “gold 
standard” for good 
measurement principles 
for any COA 

• Outlines how the FDA 
interprets “well-defined 
and reliable” measures 
intended to provide 
evidence of treatment 
benefit 



Clinical Outcome Assessment (COA) 
Promotional Claims 

General Considerations with COAs: 
• In general, the same study principles that apply to 

other clinical endpoint measures apply to reported 
assessments (PROs, ClinROs, and ObsROs). 

• Should be designated as primary or key 
secondary endpoints 

• Instruments for reported assessments need to be 
well-defined and reliable in the clinical trial context 
of use. 

• Content validity of instruments need to be 
established 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Labeling Example: 

Approved Product 
Labeling for 
Jakafi™ 

(ruxolitinib), tablets 
for oral use 

November 2011 

 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Jakafi™ Labeling Example: 
Clinical Studies: 

• The primary efficacy endpoint was the proportion 
of pts achieving ≥ 35% reduction from baseline in 
spleen volume at Week 24 (measured by MRI or 
CT). 

• A key secondary endpoint was the proportion of 
pts with a >50% reduction in Total Symptom Score 
from baseline to Week 24, as measured by the 
modified Myelofibrosis Symptom Assessment 
Form (MFSAF) v2.0 diary. 

 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Jakafi™ Labeling Example: 

Instrument: 

• The MFSAF is a daily diary that captures the 
core symptoms of myelofibrosis (abdominal 
discomfort, pain under left ribs, night sweats, 
itching, bone/muscle pain, and early satiety). 

• Symptom scores range from 0 (no symptoms) 
to 10 (“worst imaginable” symptoms).  The 
scores were added to create the daily total 
score (maximum=60). 

 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Jakafi™ Labeling Example: 
Results: 

• A higher proportion of pts in the Jakafi group had a 
50% or greater reduction in Total Symptom Score than 
in the placebo group, with a median time to response 
of <4 weeks.  

 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Jakafi™ Labeling Example: 

 



Clinical Outcome Assessment (COA) 
Promotional Claims 

Jakafi™ Labeling Example: 

This figure indicates 
that all 6 of the 
symptoms 
contributed to the 
higher Total 
Symptom Score 
response rate in the 
Jakafi group. 



Enforcement Examples with COA 
Claims 

Notice of Violation: 

Aptiom® 
(eslicarbazepine 
acetate) Tablets 

December 15, 2014 



Enforcement Examples with COA 
Claims 



Enforcement Examples with COA 
Claims 



Enforcement Examples with COA 
Claims 

“The claims and presentations misleadingly overstate 
the efficacy of Aptiom by suggesting that the drug 
has been shown to have treatment benefits on 
patients’ feelings of confinement associated with 
seizures.” 

 



Enforcement Examples with COA 
Claims 

Aptiom Labeling (Sec 14 CLINICAL STUDIES): 



Enforcement Examples with COA 
Claims 

Aptiom Labeling (Sec 14 CLINICAL STUDIES): 



Enforcement Examples with COA 
Claims 

Aptiom Labeling (Sec 14 CLINICAL STUDIES): 

• “Although Aptiom may 
reduce seizure 
frequency, FDA is not 
aware of substantial 
evidence demonstrating 
any effectiveness of 
Aptiom on patients’ 
feelings on confinement 
associated with 
seizures.” 

• No patient-reported 
data in the labeling  

 



Enforcement Examples with COA 
Claims 

Notice of Violation: 

Rapaflo® (silodosin) 
Capsule for oral use 

May 19, 2015 



Enforcement Examples with COA 
Claims 



Enforcement Examples with COA 
Claims 

The presentation is misleading because it “implies that 
in addition to improving BPH symptoms, Rapaflo has 
also been shown to improve both sleep disturbance 
(i.e., quality of sleep) and work productivity.” 



Enforcement Examples with COA 
Claims 

Rapaflo Labeling (Sec 14 CLINICAL STUDIES): 



Enforcement Examples with COA 
Claims 

Rapaflo Labeling (Sec 14 CLINICAL STUDIES): 



Enforcement Examples with COA 
Claims 

Rapaflo Labeling (Sec 14 CLINICAL STUDIES): 

• “These studies did not measure the impact of treatment on 
individual symptoms, such as nocturia.  Therefore, efficacy 
claims and presentations for Rapaflo that suggest 
improvement in one of the IPSS subscore symptoms (i.e., 
nocturia) are not supported by substantial evidence.” 

• “Moreover, the pivotal studies did not evaluate the impact of 
Rapaflo on quality of sleep or work productivity.” 

 



Enforcement Examples with COA 
Claims 

Warning Letter: 

Luvox CR® 
(fluvoxamine maleate) 
Extended-Release 
Capsules 

July 6, 2010 



Enforcement Examples with COA 
Claims 

The patient 
brochure includes a 
patient profile for 
Ana, a 19-year-old 
college student. 



Enforcement Examples with COA 
Claims 

“The knots would form in my stomach  
weeks ahead of anything social...So I 
made excuses as to why I couldn’t go  
out.  I’d sit alone in my dorm room  
feeling nervous and sick to my  
stomach.  I stopped going to class.   
My grades were suffering.  If it kept up,  
I would flunk out of school. I knew other  
people who were anxious.  They went  
to see a psychiatrist and took  
medication.” 



Enforcement Examples with COA 
Claims 

“The knots would form in my stomach  
weeks ahead of anything social...So I 
made excuses as to why I couldn’t go  
out.  I’d sit alone in my dorm room  
feeling nervous and sick to my  
stomach.  I stopped going to class.   
My grades were suffering.  If it kept up,  
I would flunk out of school. I knew other  
people who were anxious.  They went  
to see a psychiatrist and took  
medication.” 

“Recently, I got a B on my bio midterm 
and I’ve been playing flute in a jazz  
quartet after classes.  Small steps, but 
everything is starting to go well.  My 
psychiatrist is really pleased and thinks 
I’m doing better. 



“The overall impression created by 
these presentations is that the 
treatment with Luvox CR will 
markedly improve a patient’s social 
functioning and academic 
performance…We are not aware of 
substantial evidence or substantial 
clinical experience to support the 
implication that patients treated with 
Luvox CR will experience such 
improvements in social functioning 
or academic performance.” 

Enforcement Examples with COA 
Claims 



Enforcement Examples with COA 
Claims 

Luvox CR Labeling (CLINICAL PHARMACOLOGY): 



Enforcement Examples with COA 
Claims 

Luvox CR Labeling (CLINICAL PHARMACOLOGY): 



• Luvox CR has been shown to 
improve total scores in the 
Liebowitz Social Anxiety Scale 
(LSAS) at Week 12. 

• The LSAS includes 6 subscales 
and 24 items: 

• Subscales include: total fear, fear 
of social interaction, fear of 
performance, total avoidance, 
avoidance of social interaction, 
and avoidance of performance 

Enforcement Examples with COA 
Claims 



• The LSAS does not measure the 
impact of treatment on the 6 
individual subscales or the 24 
individual items. 

• Clinical trial results showed 
improvements of 13.4 and 8.4 in 
total LSAS scores: 

• Scoring scale is in 15-point 
increments (moderate [55-65], 
marked [65-80], severe [80-95], very 
severe [>95])  

• No evidence that these 
improvements in LSAS scores 
correlate with the drastic 
improvements claimed  

 

Enforcement Examples with COA 
Claims 



• Early and proactive discussions with the appropriate 
review division on how best to plan for the 
interpretation of study findings to avoid conducting 
studies that are not able to support your desired 
labeling/promotional claims 
• Review divisions will consult with the COA Staff 

and/or OPDP as necessary. 
• Target Product Profile 

 

 

Recommendations 



Conclusions 

• Labeling has a significant impact on 
drug promotion. 

• Early communications with FDA is the 
key to optimizing your goals! 



OPDP Contact Information 
Telephone Number: 
 
301-796-1200 
 
Fax Numbers: 
 
301-847-8444 
301-847-8445 

Submission Address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 



OPDP Web Resources 
• OPDP home page 

http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandToba
cco/CDER/ucm090142.htm 

• OPDP organization listing 
http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandToba
cco/CDER/ucm154886.htm 

• Guidances 
http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandToba
cco/CDER/ucm109905.htm#Guidances 

• Warning and untitled letters 
www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/EnforcementA
ctivitiesbyFDA/WarningLettersandNoticeofViolationLetterstoPharmaceuticalCo
mpanies/default.htm 
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