(prescription medicine)

(nonprescription medicine)

oTC
Nonprescription
Prescription medicine Nonprescription
medicine 1951 -
Nonprescription
oTC
oTC
FDA oTC
U.S. Federal Trade Commission(FTC)
OoTC 750,000
55,000
FDA The FDA Center for Drug Evaluation and Research
oTC The Nonprescription Drugs Advisory Committee, NDAC
NDAC
NDAC 14
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oTC 1) OTC OTC Drug monographs
2 FDA Center for Drug Evaluation and Research CDER
NDA 2 OoTC 1

1) OTC

OoTC

generally

recognized as safe and effective GRAS/GRAE FDA

CDER

Division of Nonprescription Regulation Development DNRD

30 oTC
80
Federal Register
Code of Federal Regulation CFR 21 21 CFR 300
2) NDA
NDA CDER Division of Nonprescription Clinical
Evaluation DNCE NDA
oTC
FDA356h NDA OoTC
C-R
oTC
U.S. Consumer Product Safety
Commission(CPSC) 1972 Poison Prevention Packaging
Actl(PPPA) C-R
oTC
oTC
oTC OTC Drug Facts
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Drug Facts

NDA

FDA

FDA

WHAT'S ON THE NEW LABEL

All nonprescription, over-the-counter (OTC) medicine labels
have detailed usage and warning information so consumers can

properly choose an

use the products.

Below is an example of what the new OTC medicine label looks like.

ACTIVE INGREDIENT @

Therapeutic substance
in product; amount of
active ingredient per
unit

us:s. ........... S aasnde o)
Symptoms or diseases

the product will treat

or prevent

WARNINGS @:------* )
When not to use the
product; conditions
that may require advice
from a doctor before
taking the product;
possible interactions or

side effects; when to

stop taking the product
and when to contact a
doctor; if you are
pregnant or breastfeeding,
seek guidance from a
health care professional;
keep product out of
children’s reach

(Consumer Healthcare Products Association, Regulatory and Scientific Affairs Committee Subcommittee on

Advisory Committee Processes,

ot holi
R when G POy o drinks

i ing a  May increage.
i 1Y ocour, Vehicle or. drows nesg.
ProGnant or bragerre 2ol In chigree” *'olNg
e e e

Sontrl Conter g genidren. | 3l projegg

@ INACTIVE INGREDIENTS
Substances such as colors or
flavors

The new Drug Facts labeling requirements do not apply to

@ PURPOSE

¢ Product action or cate-
: gory (such as an anti-

¢ histamine, antacid, or

cough suppressant)

@ DIRECTIONS
Specific age cate-
gories, how much to

: take, how to take, and
how often and how
long to take

@ OTHER
INFORMATION
How to store the
product properly and
required information
about certain
ingredients (such

as the amount of
calcium, potassium,
or sodium the product
contains)

dietary supplements, which are regulated as food products,

and are labeled with a Supplement Facts panel.
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Table 1: The Switch Considerations List

Considerations for Rx-to-Nonprescription Switch *

Derived from Selected Post-2002 First-in-Class Switches, FDA 1990 and 1998 Switch Principles
and an Analysis of Naloxone as a Switch for Novel Conditions of Use

Overarching Consideration:
1. Because of the nature of the active ingredient or its formulation, does the drug application for the switch
candidate need all or some of the following components?

Rx Fundamentals
Safety
2. Has the Rx product been on the market for a sufficient time and extent to enable full characterization
of the drug’s safety profile, including:
a) Margin of safety;
b) Safety across the drug’s therapeutic range and at high doses;
¢) Potential masking of serious disease by short or long term use;
d) Potential for genotoxicity, tumorigenicity, and fetal and developmental toxicity;
e) Any known special toxicity with discontinuation of therapy;
f) Drug-drug interactions;
g) Safety in special populations (e.g., women of child-bearing age, children, elderly)
h) Other special conditions or toxicity in its class that may be associated with the acute, chronic or chronic
intermittent use;
3. Can the condition be adequately self-diagnosed, or is there a need for physician diagnosis?
a) To what extent is misdiagnosis associated with current Rx practices relating to the intended OTC use of
the product?

Efficacy
4. Is the minimally effective dose known?
5. Are there efficacy studies needed to support the intended OTC use of the switch candidate?

Rx Use Pattern
6. What are the patterns of diagnosing, prescribing and patient use in the Rx setting related to

OTCness
General
7. Are the studies supporting OTCness generalizable to the intended OTC target population?

TC intended use?

Human Factors Studies
8. Are human factors studies needed to determine if laypersons can properly prepare or use the product (e.g.,
syringe; monitoring meter, etc.) based upon the directions?

Label Comprehension:

9. Would all important information necessary for effective and safe use of OTC product be able to be contained in
the nonprescription Drug Facts Label?

10. Do consumers understand key communication objectives of the label, relating to directions of use,
contraindications, in-use warnings and precautions?

11. Do consumers show they would be likely to be able to assess and take action on the treatment effect
(e.g., take appropriate action if the drug is not working, serious side effects emerge, or self-monitoring
is needed)?

12. Would a consumer leaflet be needed for nonprescription drug use?

Actual Use:
13. Do consumers demonstrate successful self-selection and de-selection of the product under conditions (or
simulated conditions) of actual use?
14. Does the pattern of actual use support that the label can be successfully used in practice? That is, does the
pattern of use show that consumers will likely:
a) Know when they should see a physician before using the product and once they have begun using the
product.
b) Use the drug on an acute or chronic basis for conditions other than that intended by labeling;
) Use the correct dosage for the period of time specified in the label;
d) Evaluate response(s) to treatment and successfully monitor progress with therapy, including identifying
serious adverse events symptomatically or, for example, with periodic lab tests;
e) Or other actions, as specific to the switch candidate.

Overall
15, Do the benefits of

Do f OTC availability outweigh the risks?

Regulatory Considerations
16. Would a clinically meaningful difference exist between the Rx product and the proposed OTC product so that
the Rx product(s) would remain on the market after OTC switch (e.g., difference in dosage form)?

*SOURCES: (1) Soller RW, Chan PV, Shaheen C. OTC considerations for expanding access to nonprescription medicines: A
critical synthesis of questions from the Food and Drug Administration to its advisory committees on Rx-to-OTC switch.
SelfCare. 2011:2(3);117-138. Reprinted with permission of SelfCare. (2) Soller RW, Shaheen C. SelfCare. 2012:3(6);121-137
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FDA OoTC
Issues to consider and address by pharmaceutical entrepreneurs when filing an
Rx-to-OTC switch application (based on CHPA 2000)

Fulfillment of regulatory switch criteria: toxicology, clinical pharmacology and epidemiology

1. Potential safety issues:
* toxicity:
- carcinogenicity
- reproductive toxicity
- side effects
* therapeutic hazards:
- misdiagnosis (self-selection, self-diagnosis)
- treatment failure (delayed professional treatment)
- incorrect use (long-term self-monitoring, overdose, misuse)
- drug interactions
2. Potential effectiveness issues, based on nature/severity of condition:
 choice of dose, dose interval, age restrictions, etc.

3. Ability of label to convey core communication objectives
4. Benefit/Risk assessment

Switch principles elaborated by Robert DeLap, MD and Director of the Office of Drug
Evaluation V, at the 1998 CHPA Research and Scientific Development Conference (from
Soller, R, Drug Information Journal 36,309-318.2002)

DeLap’s “Switch Principles”

Fundamentals:

1. Can the condition be adequately self-diagnosed?
2. Can the condition be successfully self-treated?

Points to consider:

1. Is there a need for physician evaluation of the condition?

2. What is the nature and severity of adverse effects of consumer misdiagnosis and delay in correct
diagnosis?

3. Regarding effective product use, what is the nature of consumer understanding of product use?

4. What is the consumer understanding of the expected benefit?

5. Does the consumer have the ability to assess treatment effect?

Safe product use:

1. What is the consumer understanding of product directions for safe use?

2. What is the consumer understanding of what to do if the product isn’t working?

3. What is the consumer ability to identify adverse effects and the consumer ability to determine when
adverse events may require professional care?

4. What is the consumer expectation of safety?
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Table 1: Switch Submissions Reviewed by NDAC*: 1993-2011

Switch Ingredient Indication Brand ACM/Yr" Comment
Approvals Requiring One NDAC Meeting
Naproxen Pain Aleve 06/93 | 2ndin classAA
Ketoconazole Dandruff Nizoral 02/94 | 1stinclass
Famotidine Heartburn PepcidAC 07/94 | 1stinclass
Ibuprofen Pediatric fever, pain Advil 03/95 | Product line extension
Ranitidine Heartburn Zantac 07/95 | 3rdin classAA
Ketoprofen Pain Orudis 07/95 | 3rdinclass
Nicotine Nicotine Replacement Therapy | Nicorette 09/95 | 1stinclass
Nizatidine Heartburn Axid 09/95 | 3rdinclass
Triclosan Gingivitis Total 02/96 | 1stinclass
Nicotine (dermal) | Smoking cessation Nicotrol, 09/96 | 2nd and 3rd in class (n=2)
Nicoderm
Cromolyn sodium | Allergy prevention Nasalcrom | 10/96 | 1stinclass
Minoxidil Hair regrowth Rogaine ES | 07/97 | Product line extension
Loratadine Claritin
Loratadine/PSE Claritin D st in class: non-sedating
Cetirizine Allergies Zyrtec 05/01 antihistamines (n=3)AAA
Fexofenadine Allegra
Fexofenadine/PSE AllegraD
Loratadine Hives Claritin 04/02 | New indication for prior switch
Levonorgestrel Emergency Contraception Plan B 12/03 | 1stinclass
Orlistat Weight loss Alli 1/06 1stin class
Approvals Requiring More than One NDAC Meeting
09/93
Cimetidine Heartburn Tagamet 07/94 2nd in class***
03/95
Minoxidil Hair regrowth Rogaine 07/94 1stin class
11/95
Omeprazole Frequent heartburn Prilosec 10/00 1stin class
01/06
Not Approved
Acyclovir Cold sores (herpes) Zovirax 05/94 | 1stinclass
01/95
Cholestyramine Lipid lowering Questran 09/95 | 1stinclass
05/97 (bile acid sequestrant)
Dex-ibuprofen Pain, fever (noname) | 10/96 | 4thin classAA
Cyclobenzaprine Muscle relaxant Flexeril 07/99 | 1stinclass
Lovastatin Mevacor 07/00
Pravastatin Lipid lowering Pravachol | 01/05 | 1stin class (statin)
12/07

* “Switch” broadly defined, see Results; NDAC, FDA's Nonprescription Drug Advisory Committee; list derived from

NDAC meeting list provided by Consumer Healthcare Products Association

** AC Mo/Yr: month and year of the NDAC meeting

*** Although cimetidine was the ground breaker for H2 antagonists, it technically is a 2nd in class switch due its 1995
approval date being 2 months after that of famotidine.

AA Naproxen, 2nd in class post 1984 ibuprofen switch; ketoprofen, 3rd in class; Dex-ibuprofen 4th in class

AAA Switch submission by Blue Cross of California by Citizen Petition
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