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ATTACHMENT A.: NO INCREASED USE

The following are types of actions that are not considered to result in increased use of an active
moiety if approved by the Agency:

L Chemistry, manufacturing and control supplements (§§ 314.70, 601.12).

®  Abbreviated applications.

. Lower doses than previously approved for the same indication (i.e., total daily dose).

. Shorter duration of use than previously approved for the same indication (e.g., number of
days). :

. Exclusion of a patient population in the labeling (e.g., by age, gender, complicating

medical conditions).

® A prodrug for which the active metabolite is an approved product in the United States and
which is intended to substitute directly* for that approved product. An active moiety
which is the active metabolite of an approved prodrug in the United States would be
considered similarly. '

L New dosage forms that substitute directly for an approved product.

. Product reformulations in which the labeled amount of active moiety/biologic substance
remains constant.

L] Packaging changes/dosage form product line extensions that substitute directly for an
approved product (e.g., new delivery system, addition of a different vial fill size).

* Combination drugs in which the single product substitutes directly for two approved
products that would be administered separately.

* In context of Antachments A and B, substitute directly means that the drug or biclogic preduct {i.e., active
mwoiety or hiologic substance) will be used for the same indication, at the same or lower dosage levels (i.c., total daily
" dose), and for the same or shorter duration of use (e.g., number of days) as previously approved by the Agency for the
same active moiety or biologic substance.
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ATTACHMENT B: INCREASED USE

The following are types of actions that are considered to result in increased use of an active
moiety if approved by the Agency:

° New molecular entities.

° A new indication for a drug that was previously approved. This includes those actions
requesting approval of off-labe] uses and switches from a second-line to first-line
indication.

e R to OTC switches.

] Higher doses than were previously approved (i.e., total daily dose).
L Longer duration of use than previously approved (e.g., number of days).
. Inclusion of a patient population in the labeling that had previously been specifically

excluded (¢.g., by age, gender, complicating medical conditions).

L New dosage. forms/routes of administration that increase the amount of active
ingredient/biologic substance used. For example, the use.of the active motety or biologic
substance for the same indication will normally increase if a switch is made from an
injectable dosage form to an oral dosage form.
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ATTACHMENT C: 40 CFR 1508.27

§ 1508.27 Significantly.
"Significantly” as used in NEPA requires considerations of both context and intensity:

(a) Context. This means that the significance of an action must be analyzed in several contexts
such as society as a whole (human, national), the affected region, the affected interests, and the
locality. Sigmficance varies with the setting of the proposed action. For instance, in the case of a
site-specific action, significance would usually depend upon the effects in the locale rather than in
the world as a whole. Both short- and long-term effects are relevant. '

(b} Intensity. This refers to the severity of impact. Responsible officials must bear in mind that
more than one agency may make decisions about partial aspects of a major action. The following
should be considered in evaluating intensity:

(1) Impacts that may be both beneficial and adverse. A significant effect may exist even if the
Federal agency believes that on balance the effect will be beneficial.

(2) The degree to which the proposed action affects public health or safety.

(3) Unique characteristics of the geographic arca such as proximity to historic or cultural
resour{:es, park lands, prime farmlands, wetlands, wild and scenic rivers, or ecologically
critical areas.

(4) The degree to which the effects on the quality of the human environment are likely to be
highly controversial.

(5) The degree to which the possible effects on the quality of the human environment are
highly uncertain or involve unique or unknown risks.

(6) The degree to which the action may establish a precedent for future actions with
significant effects or represents a decision in principle about a future consideration.

(7) Whether the action is related to other actions with individually insignificant but
cumulatively significant impacts. Significance exists if it is reasonable to anticipate a
cumulatively significant impact on the environment. Significance cannot be avoided by
terming an action temporary or by breaking it down into small component parts.

(8) The degree to which the action may adversely affect districts, sites, highways, structures,
or objects listed in or eligible for listing in the National Register of Histornic Places or may
cause loss or destruction of significant scientific, cultural, or historical resources.

(9) The degree to which the action may adversely affect an endangered or threatened species
c]n!'9 ;t; habitat that has been determined to be critical under the Endangered Species Act of

(10) Whether the action threatens a violation of Federal, State, or local law or requirements
imposed for the protection of the environment.
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ATTACHMENT D: EA FORMAT

Date

Name of Applicant/Petitioner

Address

Description of Proposed Action

a. Requested Approval

b. Need for Action

c. Locations of Use

d. Disposal Sites

Identification of Substances that are the Subject of the Proposed Action

a. Nomenclature
i. Established Name (U.S. Adopted Name - USAN)
ii. Brand/Proprietary Name/Tradename

fii. Chemical Names or Genus/Species of Biologic Product (e.g., virus)
. Chemical Abstracts (CA) Index Name
L Systematic Chemical Name

Chemical Abstracts Service (CAS) Registration Number
Molecular Formula

Molecular Weight

Structural (graphic) Formula/Amine Acid Sequence
Environmental Issues

Mitigation Measures

Alternatives to the Proposed Action

List of Preparers

References

Appendices

er s

o
.
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ATTACHMENT E: SAMPLE DATA SUMMARY TABLE

SAMPLE DATA SUMMARY TABLE

PHYSICAL/CHEMICAL CHARACTERIZATION

“ " Water Solubitity'

" Dissoctation Constant(s)

Log Octanol/Water Partition Coefficient (Log FJ
K..)! .

Vapor Pressure or Henry's Law Constant

Sorption/Desorption (Kocj'

DEPLETION MECHANISMS |

lr Hydrolysis - H

" Aerobic Biodegradation "

Soil Biodegradation . "

Photolysis . ||

Metabolism
ENVIRONMENTAL EFFECTS?

Microbial Inhibition

Chronic Toxicity

|
“ . - Acute Toxicity

'Depending on dissociations constant(s), water solubility and octanot/water partition coefficient may have to be
determined at pH 5 and 9, in addition.to pH 7 or K_. may have to be determined in acidic and/or alkaline soil in addition
to neutral soil. See section IV.B.1.a.ii for guidance..

*Identify organism(s) and reporn results, e.g., NOEC, MIC, EC,, LC,, in ppm of active moiety.
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ATTACHMENT G: GLOSSARY OF TERMS

Active Moiety: The molecule or ion, excluding those appended portions of the molecute that
cause the drug to be an ester, salt (including a salt with hydrogen or coordination bonds), or other
noncovalent derivative (such as a complex, chelate, or clathrate) of the molecule, responsible for
the physiological or pharmacological action of the drug substance (21 CFR 314.108(a)). The
active moiety is the entire molecule or ion, not the "active site."

Bioaccumulation: The process by which industrial waste, chemlcals and other substances
gradually accumulate in living tissue.

Bioconcentration: The process by which industrial waste, chemicals, and other substances
accumulate directly from water into and onto aquatic organisms.

Biological (biologic) product: Any virus, therapeutic serum, toxin, antitoxin, vaccine, blood,

blood component,-derivative, allergenic product, or analogous product applicable to the

- prevention, treatment, or cure of a disease or condition of human beings (scctxon 351 of the
Public Health Service Act). :

Biomass: The plant, plant part {(e.g., bark, leaves, flower, seed), animal, or animal part (e.g.,
skin, liver, stomach) that is collected for processing into a drug or biologic.

Drug product. A finished dosage form, for example, tablet, capsule, or solution, that contains a
drug substance, generally, but not necessarily, in association with one or more ingredients (21
CFR 314.3(b)).

Drug substance: An active ingredient that is intended to furnish pharmacological activity or
other direct effect in the diagnosis, cure, mitigation, treatment, or prevention of disease or to
affect the structure or any function of the human body, but does not include intermediates used in
the synthesis of such ingredient (21 CFR 314.3(b)).

Expected environmental concentration (EEC): The expected concentration of the active
‘moiety or other structurally related substance of interest that organisms would be exposed to in
the environment (e.g., surface water) after consideration of spatial or temporal concentration or
depletton factors such as dilution, degradation, somption, bioaccumulation. This is sometimes
_referred to as the predicted environmental concentration (PEC).

Expected introduction concentration (EIC) for disposal: The expected introduction
concentration of the active moiety that may enter the environment due to disposal. Depletion
mechanisms that occur prior to introduction into the environment may be considered in the
calculation as indicated in the text. A
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Expected introduction concentration (EIC) for use: The expected introduction concentration,
based on fifth-year marketing estimates, of the active moiety that can enter the environment due
to use. Depletion mechanisms that occur prior to introduction into the environment and human
metabolism may be considered in the calculation as indicated in the text.

Half-life (1,): Time required to reduce by one-half the concentration of a material.

Lowest observed effect concentration (LOEC): The lowest concentration of a material used in
a toxicity test that has a statistically significant adverse effect on the exposed population of the
test organisms as compared with the controls.

Master file: A submission of information to the FDA by a person who intends it to be referenced
during the review of an application. See 21 CFR 314.420 for specific information on drug master
files. -

Maximum expected environmental concentration (MEEC): The expected introduction
concentration (EIC) or expected environmental concentration (EEC), whichever 1s greater.

Median effective concentration (EC,)): The concentration of material to which organisms are
exposed that is estimated to be effective in producing some sublethal response in 50 percent of the
test organisms. The EC,, is usually expressed as a time-dependent variable (e.g., 24 hour EC,,).

Median lethal concentration (LC,;): The concentration of material to which organisms are
exposed that is estimated to be lethal to 50 percent of the test organisms. The LC,, is usually
expressed as a time-dependent variable (e.g., 24 hour L.C,,). '

Minimum inhibitory concentration (MIC): The .lowest concentration of a chemical that
inhibits the visible growth of the test organisms.

New molecular entity: An active moiety (present as the unmodified base [parent} compound, or
an ester ora salt, clathrate, or other noncovalent derivative of the base {parent] compound) that
has not been previously approved or marketed as the active moiety in the United States for use in.
a drug product, either as a single ingredient or as part of a combination product, or as part of a
mixture of stereoisomers. '

No observed effect concentration (NOEC): The highest concentration of a material used in a
toxicity test that has no statistically significant adverse effect on the exposed population of test
organisms as compared with the controls. .

Octanol/water partition coefficient (K ): The ratio of a chemical's solubility in n-octanol and
water at equilibrium; also expressed as P. A measurement of a drug's or biologic's lipophilicity
and an indication of its ability to cross cell membranes. The logarithm of P or K_, is used as an
estimate of the tendency of the chemical to bioaccumulate or adsorb to soil or sediments.
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Parts per billion (ppb): One unit of chemical (usually expressed as mass) per 1,000,000,000
(10°) units of medium (e.g., water) or organism (e.g., tissue) in which it is contained. For water 1
pg/L = 1 ppb; for tissue 1 pg/kg = 1 ng/g = 1 ppb.

Parts per million (ppm): One unit of chemical (usually expressed as mass) per 1,000,000 (10%)
units of medium (e.g., water) or organism (e.g., tissue) in which it is contained. For water 1 mg/L

=1 ppm,; for tissue 1 mg/kg = 1 pg/g = 1 ppm.

Parts per trillion (pptr): One unit of chemical (usually expressed as mass) per
1,000,000,000,000 (10'%) units of medium (e.g., water) or organism (e.g., tissue) in which it is
contained. For water 1 ng/L = 1 pptr; for tissue 1 ng/kg = 1 pptr.

Soil or sediment/water partition coefficient (K_): The ratio of chemical adsorbed per unit
* weight of organic carbon in soil or sediment to the concentration of the chemical in solution at -

equilibrium.

Toxicity: The inherent potential or capacity of a material to cause adverse effects in a living -
organism.
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