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What’s your 
favorite OTC 
drug flavor?

?



What’s a Drug, and an 
OTC Drug?

1



A Drug is an …

• article[] intended for use in the diagnosis, cure, mitigation, 
treatment, or prevention of disease in man or other animals

• article[] (other than food) intended to affect the structure or 
any function of the body of man or other animals

FDCA, Section 201(g)(1)
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A Cosmetic is an …

article[] intended to be rubbed, poured, sprinkled, or sprayed on, 
introduced into, or otherwise applied to the human body or any 
part thereof for cleansing, beautifying, promoting attractiveness, 
or altering the appearance

FDCA, Section 201(i)(1)
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A Food is an …

article[] used for food or drink for man or other animals,  

chewing gum

FDCA, Section 201(f)
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Why did we 
review these 
definitions?

?



Combinations:

Cosmetic-Drug: 

• Toothpaste, anticaries  

• Moisturizer sunscreens 

Food-Drug: 

• Mentholated cough drop 

• Baking soda (sodium bicarbonate) 
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A “food” OTC drug (such as mentholated cough drops and baking 
soda) are subject to food cGMPs and the Preventive Control Rule, 
not drug cGMPs.

21 C.F.R. 211.1(c)
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Fun Fact!
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Prescription Adequate Directions 
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Directions under which the 
layman can use a drug safely 
and for the purposes for 
which it is intended.

• Not safe unless under a 
practitioner’s supervision 
because of its toxicity or 
other potentiality for 
harmful effect, or the 
method of its use, or the 
collateral measures 
necessary to its use

• Limited by the approval



What is “OTC” really about …

OTC = how the drug is sold

OTC ≠ how the product gets to market
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OTC Monographs … 
Administrative Orders
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Requirements Solved by OTC Monographs

When is premarket approval 
not required, because the drug 
is Generally Recognized as 
Safe and Effective (GRASE or 
GRAS/E) under the conditions 
on the label

What are adequate directions 
for use
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OTC Monograph Equation 

Condition(s) for Use

Active Ingredient(s)

+    [Testing?] 

---------------------------

OTC Monograph Drug 
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I’m going to 
market an 
antacid! 

!



Monographs are arranged by drug 
categories 
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COMPANY + SHOOK

Step 1: Find the 
Monograph



Not only important to identify 
relevant ingredient(s), but also the 
concentration (usually) and other 
useful information
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Step 2: Identify 
the Active 
Ingredients
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Step 3: Identify 
the Labeling



Don’t forget other labeling 
requirements appear in 21 C.F.R. 
Part 201 and elsewhere, including 
guidances
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Step 3a: Identify 
the Labeling



Don’t forget sometimes there are 
other requirements, like testing
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Step 4: Identify 
Other Requirements
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What if I make 
an antacid 
(sodium 
bicarbonate) 
and cough drop 
(menthol)? 

!



Can only make a combination if the 
Monograph allows for it. 

Otherwise makes it an unapproved 
new drug
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No go 
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Product Development: Cough Drop

What if I say in my advertising L
“takes your cough  & 
runny/stuffy nose!”

“Only Natural flavors; most 
refreshing”



RUNNY/STUFFY NOSE

No go: makes it an unapproved 
new drug

NATURAL FLAVORS AND MOST REFRESHING

Better be true (natural flavors), 
but not a Monograph issue
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So can I?



But it can be an 
oral anesthetic 

…
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Product Development: Cough Drop
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Why can’t I find 
the oral 
anesthetic  
Monograph in 
the C.F.R.?!

!!!!



Backstory:

Kefauver Amendment (1962): Drugs must be safe “and 
effective”

Issue: How to determine that OTC drugs are effective [and 
appropriately labeled]?
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Backstory Cont. 

Solution: OTC Monograph Review

• Identify ~300,000 OTC drugs in the market in 1972 and 
categorize them 

• Analyze the effectiveness by active ingredient (~700 actives) 
and conditions for use

• Establish regulations that specify the active ingredient and 
labeling
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The Monograph’s 3 Step Plan

Advance Notice 
of Proposed 
Rulemaking
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Tentative Final 
Monograph

Final Monograph

Source: FDA, Monograph Reform is Here! (5/20/2020), slide 8



Category I: GRASE

Category II: Not GRASE (usually 
not effective)

Category III: More data needed 
to determine if GRASE
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COMPANY + SHOOK

What do the 
three categories 
mean?



Backstory Cont. 

FDA to Congress in 1977:
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FDA to Congress in 2017:
Approximately one third of the monographs are not yet final, and several hundred individual 
ingredients (monographs can include multiple ingredients) do not have a final determination of 
safety and effectiveness. In addition, a number of planned safety labeling changes for monograph 
ingredients have not yet taken place while similar changes have already been made to prescription 
drugs containing the same ingredient. Finally, restrictions in the monograph system may discourage 
manufacturers from innovating.
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Practical 
implications of 
no final



Amending a Monograph

Requires engaging in the notice and comment process:

• Proposed rule

• Final rule
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NDA/ANDA Monograph
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Encouraged including the 
warning through a 
guidance document, 
despite the Monograph 
being unfinished (TFM 
Nov. 16, 1988)

FDA notified the 
NDA/ANDA holders, 
either requiring or 
requesting the change



Time and Extent Applications

• Different mechanism to update the Monograph, primarily to 
incorporate conditions outside of the U.S.

• Two step process:

• Step 1: material time and material extent? 

• Step 2: prove GRASE
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Not quite. 

The CARES Act transition to 
Administrative Orders is built on 
the Monograph process. 
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COMPANY + SHOOK

Why learn 
about the 
Monographs 
aren’t they 
outdated?



Administrative Orders

Monographs become Administrative Orders

• Active ingredient-based system 

• Specifies conditions (such as labeling) to market the drug 
without approval
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Administrative Orders in Process
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Exclusivity

18 month exclusivity when:

• A new active ingredient not previously included in certain non-
prescription drugs without an NDA

• A change in use that required new human data studies
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OTC User Fees

Created under the CARES Act, called “Over-the-Counter 
Monograph User Fee Act” (OMUFA)

• Manufacturer Fees:

• Monograph Drug Facility (MDF) Facility Fee

• Contract Manufacturing Organization (CMO) Facility Fee

• OTC Monograph Order Requests (OMOR)

• Tier 1 

• Tier 2 
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The Meantime 

Converted to Final Orders and thus can be marketed:

• Final Monographs 

• Category I subject to a TFM

Not under a Final Order, but can be marketed:

• Category I subject to ANPR

• Category III subject to TFM

No longer allowed: Category II
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OTC NDAs, Including Rx 
to OTC Switch

3



Another Route – New Drug Approval

• For not GRASE 

• Approaches:

• Full NDA 

• NDA [Monograph] Deviation

• Many common OTC drugs require an NDA/ANDA

• Ibuprofen (brand name, Advil or Motrin)

• Fexofenadine (brand name Allegra)

• Ranitidine (brand name Zantac)
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The Switch

• A prescription drug switches to over-the-counter

• How:

• NDA holder files a supplement 

• Citizen petition to force a switch (see Section 503(b)(3))

• FDA theoretically could do it on its own 

• Examples (yes that’s the same list):

• Ibuprofen (brand name, Advil or Motrin)

• Fexofenadine (brand name Allegra)

• Ranitidine (brand name Zantac)
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Behind-the-Counter
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A Third-Option?

• Not a prescription drug, but requires interacting with a 
medical professional prior to purchase

• Behind the Counter:

• Pseudoephedrine (not for FDA reasons, but limit 
methamphetamine production)

• Plan B (previously)

• FDA Draft Guidance: Innovative Approaches for 
Nonprescription Drug Products (2018)
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Wiley: The 
Orange 
Popcorn Cat

Help to lead to the Color Additive Amendment of 1960
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