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Regulation of Regulation of 
Nonprescription Drug ProductsNonprescription Drug Products
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What are OTC drugs?What are OTC drugs?
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Historical Development of Historical Development of 
OTC Drug RegulationOTC Drug Regulation

1910 1920 1930 1940 1950 1960 1970 1980 1990 2000

OTC Drug Review:
Monograph process

1972

Durham-Humphrey Amendent:
prescription vs OTC

1951

Federal Food & Drug Act:
adulteration/misbranding

1906

Federal Food, Drug, 
and Cosmetic Act:

safety pre-approval
1938

Kefauver-Harris Amendments:
efficacy pre-approval

1962

Presenter
Presentation Notes
Dietary Supplement and Nonprescription Drug Consumer Protection Act:

mandatory adverse event reporting

2006

Passed 12/9/06, Effective 2007

NDAs already subject to AE reporting reqs 21 CFR 314.80

Mandatory reporting of serious AEs (death, life-threatening, hospitalization, disabling/incapacitation, congenital anomaly/birth defect

Record for 6 years for all AEs

Also, FDA can refuse admission of imported OTCs if credible evidence that new reporting requirements are not complied with
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OutlineOutline

Requirements for all OTC drug productsRequirements for all OTC drug products

Two regulatory pathways:Two regulatory pathways:

OTC New Drug Application (NDA)OTC New Drug Application (NDA)

OTC Drug MonographOTC Drug Monograph
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What are the requirements for What are the requirements for 
all OTC drug products?all OTC drug products?

Standards for safety and efficacyStandards for safety and efficacy

Good Manufacturing Practices (inspections)Good Manufacturing Practices (inspections)

Labeling under 21 CFR 201.66Labeling under 21 CFR 201.66
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Safety & Effectiveness Safety & Effectiveness 
Standards for OTC ProductsStandards for OTC Products

Same standards as prescription drugsSame standards as prescription drugs

Also, consumers must be able toAlso, consumers must be able to……
SelfSelf--diagnosediagnose
SelfSelf--treattreat
SelfSelf--managemanage

Which can be assessed throughWhich can be assessed through……
Label comprehension studiesLabel comprehension studies
Actual use studiesActual use studies
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OTC LabelingOTC Labeling

““Drug FactsDrug Facts””
Standardized labeling formatStandardized labeling format
Similar to Similar to ““Nutrition FactsNutrition Facts”” & & ““Supplement FactsSupplement Facts””

21 CFR 201.6621 CFR 201.66

Required as of May 2005Required as of May 2005
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OTC Labeling & AdvertisingOTC Labeling & Advertising
FDA regulates OTC drug labelingFDA regulates OTC drug labeling

FD&C Act: FD&C Act: ““labelinglabeling”” means all labels, and other means all labels, and other 
written, printed, or graphic matterwritten, printed, or graphic matter……
1.  upon any article or any of its containers, or1.  upon any article or any of its containers, or
2.  accompanying such article 2.  accompanying such article 
(physical attachment not necessary)(physical attachment not necessary)

FTC regulates OTC drug advertisingFTC regulates OTC drug advertising
No No fair balancefair balance requirement:requirement:
benefits vs. warnings/contraindicationsbenefits vs. warnings/contraindications
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OTC NDAOTC NDA
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Types of NDAsTypes of NDAs

RxRx--toto--OTC switchesOTC switches
full switch (NDA supplement)full switch (NDA supplement)
partial switch (new NDA)partial switch (new NDA)

DirectDirect--toto--OTC      OTC      

NDA deviation (NDA deviation (§§ 330.11) 330.11) 

Generic (ANDA)Generic (ANDA)



Review of Review of NDAsNDAs for for 
Nonprescription DrugsNonprescription Drugs

MAPP 6020.5R MAPP 6020.5R ““Good Review Practice: OND Good Review Practice: OND 
Review Management of Review Management of INDsINDs and and NDAsNDAs for for 
Nonprescription Drug ProductsNonprescription Drug Products””

Specific Subject Matter Review Division (SSMRD) may Specific Subject Matter Review Division (SSMRD) may 
review clinical trialsreview clinical trials
ODEODE--IV/Div. of Nonprescription Clinical Evaluation reviews IV/Div. of Nonprescription Clinical Evaluation reviews 
consumer behavior studies and consumer behavior studies and postmarketingpostmarketing safety datasafety data

http://www.fda.gov/AboutFDA/CentersOffices/CDER/ManualofPoliciesProcedures/default.htm
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NDA vs. OTC Drug MonographNDA vs. OTC Drug Monograph

 No preNo pre--market apmarket ap
NDA ProcessNDA Process OTC Monograph ProcessOTC Monograph Process

PrePre--market approval market approval provalproval
Confidential filingConfidential filing Public processPublic process
Drug productDrug product--specificspecific Active ingredientActive ingredient--specificspecific

■■

 

OTC drug categoryOTC drug category
May require a user feeMay require a user fee No user feesNo user fees
Potential for marketing exclusivityPotential for marketing exclusivity No marketing exclusivityNo marketing exclusivity
Mandated FDA review timelinesMandated FDA review timelines No mandated timelinesNo mandated timelines
May require clinical studiesMay require clinical studies
■■

 

label comprehensionlabel comprehension
■■

 

actual useactual use

May require clinical studiesMay require clinical studies
■■

 

label comprehension and label comprehension and 
actual use studies not requiredactual use studies not required
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OTC Drug MonographOTC Drug Monograph



What is an OTC Drug Monograph?What is an OTC Drug Monograph?

““Recipe bookRecipe book”” for marketing an OTC drugfor marketing an OTC drug

A list and explanation of GRASE conditions A list and explanation of GRASE conditions 
GRASE = Generally Recognized As Safe and EffectiveGRASE = Generally Recognized As Safe and Effective

Final monographs are published in Final monographs are published in 
Code of Federal Regulations: 21 CFR parts 331Code of Federal Regulations: 21 CFR parts 331--358358

Presenter
Presentation Notes
Sometimes referred to as a “recipe” book for marketing an OTC drug

Just like following a recipe, following the steps of an OTC monograph leads to a desired product (legally marketed drug product)

The OTC monograph is a list of required conditions for marketing a product.  These conditions are referred to as GRASE…

Following GRASE conditions leads to a GRASE product (which can be legally marketed under the OTC monograph pathway)

OTC website for industry:  list of all FR publications, status of each OTC monograph drug category
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What is included inWhat is included in 
an OTC Drug Monograph?an OTC Drug Monograph?

GRASE active ingredientsGRASE active ingredients
dosage strengthdosage strength
dosage formdosage form

Labeling requirementsLabeling requirements
indicationsindications
warning & directions for usewarning & directions for use

Final formulation testingFinal formulation testing



§331.30(c) Warnings…“Do not take 
more than (max. rec. daily dosage) in a 
24-hour period, or use the maximum 
dosage of this product for more than 2 
weeks”

Example of a Example of a 
Final OTC Drug Monograph: AntacidFinal OTC Drug Monograph: Antacid
§331.10 Active ingredients…Calcium, as 
carbonate or phosphate; maximum daily 
dosage limit 160mEq. calcium (e.g., 8 
grams calcium carbonate)

§331.30(b) Indications…‘‘For the relief 
of’’ (optional, any or all of the following:) 
‘‘heartburn,’’ ‘‘sour stomach,’’and/or 
‘‘acid indigestion’’



How is an OTC Monograph established?

“The OTC Drug Review” (1972 – present)
Overview in 21 CFR 330

Advisory review panels → expert recommendations
Three-step rulemaking process

Federal Register publications

ANPR

TFM

FM

1. Advance Notice of 
Proposed Rulemaking

2. Tentative Final Monograph 3. Final Monograph
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How is an OTC monograph established? 
(cont.)

17 advisory review panels created
Antacid Panel, Antimicrobial Panel, 
Antiperspirant Panel, Dental Panel, 
Cough/Cold Panel…

9 member panels
Physicians, pharmacists, toxicologist, 
industry representative, consumer representative

Reviewed 14,000 volumes of data submitted by 
industry, healthcare professionals, and consumers
Held public meetings
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OTC Drug ReviewOTC Drug Review

Category I: GRASECategory I: GRASE
Category II: not GRASECategory II: not GRASE
Category III: cannot determine if safe and Category III: cannot determine if safe and 
effectiveeffective

Advisory Review Panel
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OTC Drug ReviewOTC Drug Review

Category I: GRASECategory I: GRASE
Category II: not GRASECategory II: not GRASE
Category III: cannot determine if safe and Category III: cannot determine if safe and 
effectiveeffective ANPR
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OTC Drug ReviewOTC Drug Review

ANPR

TFM
Comments
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OTC Drug ReviewOTC Drug Review

ta

TFM
Comments

Da

FM
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Citizen PetitionCitizen Petition

Time and Extent Application (TEA)Time and Extent Application (TEA)

Mechanisms to AmendMechanisms to Amend 
an OTC Drug Monographan OTC Drug Monograph
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Citizen PetitionCitizen Petition

21 CFR 10.3021 CFR 10.30

Can be used to amend OTC drug Can be used to amend OTC drug 
monograph at any stagemonograph at any stage

Limited to preLimited to pre--1975 marketing conditions 1975 marketing conditions 
““conditionsconditions””: active ingredient, dosage form, : active ingredient, dosage form, 
indication, etc.indication, etc.
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TEATEA
21 CFR 330.14  (Effective in 2002)21 CFR 330.14  (Effective in 2002)

Can be used to amend OTC drug monograph Can be used to amend OTC drug monograph 
for products marketed:for products marketed:

under an approved NDA after OTC Drug Review under an approved NDA after OTC Drug Review 
beganbegan
outside the United Statesoutside the United States

Meets Meets ““material timematerial time”” and and ““material extentmaterial extent””
requirements of 21 CFR 330.14(b)requirements of 21 CFR 330.14(b)

>>5 continuous years in the same country5 continuous years in the same country
10s of millions of dosage units sold10s of millions of dosage units sold



For More InformationFor More Information

internet site:internet site:
http://www.fda.gov/AboutFDA/CentersOffices/cder/ucm093452.htmhttp://www.fda.gov/AboutFDA/CentersOffices/cder/ucm093452.htm
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