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Re: Citizen Petition for Clarification of Informal Policy
Requiring ANDA Suitability Petitions for Parenteral Drugs
in Different Container Sizes

Dear Sir or Madam:

A. Action Requested

This citizen petition requests that the Food and Drug Administration (FDA) clari~
its informal policy of requiring suitability petitions for parenteral drugs where the only
change from the listed drug is in the size of the container and not in the strength of the
drug. The clarification should state that a suitability petition is required only for changes
in single-dose liquid parenteral drug container sizes.

B. Statement of Grounds

1. Background

The Hatch-Waxman Amendments expanded section 505 of the Food, Drug, and
Cosmetic Act (FDCA) to authorize the submission of abbreviated new drug applications
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(ANDAs). 21 U.S.C. $ 355(j)(l). An ANDA must contain information to show, among
other things, that the proposed drug has the same route of administration, dosage form,
and strength as the listed drug. ~ Q355(’j)(2)(A)(iii). An ANDA for a drug with a
different route of administration, dosage form, or strength maybe submitted if the change
is authorized by approval of a suitability petition. Q $ 355(j)(2)(C). FDA must approve
an ANDA if it contains sufficient information to show that the route of administration,
dosage form, and strength of the proposed drug are the same as those of the listed drug,
~ $ 355(j)(4)(D), or, if a change in one or more of those characteristics has been
authorized by approval of a suitability petition, the ANDA contains the information
required by FDA in the letter approving the petition. ~ $ 355(j)(4)(E).

FDA’s implementing regulations authorize the submission of an ANDA for a drug
that is “the same as a listed drug,” 21 C.F.R. $3 14.92(a)(l), an~ for a drug “which is not
identical to a listed drug in route of administration, dosage form, and strength,” upon the
approval of a suitability petition. ~ Q314.93(b). The regulations speci~ the
information a suitability petition must contain. ~ Q3 14.93(d). If a suitability petition is
approved, an ANDA for a drug with a change of the type specified maybe submitted. ~
$3 14.93(c). No other type of change in a drug maybe authorized by a suitability
petition. ~ Q3 14.93(a).

FDA is required to publish and maintain a list of all drugs approved under FDCA
section 505. 21 U.S.C. Q355@(7). FDA meets this requirement by publishing the
specified information in the Orange Book. 1 21 C.F.R. $3 14.3(b). The Orange Book lists
drugs in categories based on their active ingredients. Within each active ingredient
category, there are subcategories of drugs having the same dosage form and route of
administration. Within those subcategories, drugs are subdivided by strength. For each
drug/dosage form/route/strength, a reference listed drug is designated. If there is more
than one approved drug in a subdivision, then therapeutic equivalence ratings appear next
to each entry. Drugs rated “A” are therapeutically equivalent and may be substituted for
each other.2

I Approved Drug Products with Therapeutic Equivalence Evaluations, 19th Ed.
(1999),

2 The organization and meaning of the Orange Book entries are explained in
Section 2 of the Orange Book.
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2. Parenteral drug containers and strenpths

Parenteral drugs are available in several dosage forms, such as solutions and
powders. Parenteral drugs are provided in a variety of containers, such as vials, ampules,
and bottles. Some containers for parenteral drugs are “single-dose.” These containers
provide a quantity of active ingredient to be used at one time. Other containers are
“multiple-dose.” These containers provide a quantity of active ingredient to be used
more than one time.

A single-dose container of a liquid parenteral drug is analogous to a dosage unit of
a solid oral dosage form drug. For example, a prefilled syringe containing a solution of
20 mg of active ingredient intended to be administered at one time is similar to a 20 mg
tablet of that active ingredient. A multiple-dose parenteral drug container is analogous to
a container with several tablets. For example, a vial containing a solution of 500 mg of
the active ingredient to be withdrawn in successive portions is similar to a 25-unit bottle
of 20 mg tablets of the active ingredients

Drugs in solid oral dosage form are generally provided and administered as
discrete dosage units. Therefore, their “strength” can be expressed as the amount of
active ingredient in each dosage unit, as in the example, above, of a 20 mg tablet. The
strength of a parenteral drug (as well as of other drugs not in unit dosage form) cannot, by
definition, be expressed as the amount of active ingredient in each dosage unit. Rather,
the strength of a parenteral drug can only be expressed as an amount of active ingredient
in a specified weight or volume of the drug or, alternatively, as a percentage.

With respect to strength, therefore, the analogy between solid oral dosage form
drugs and parenteral drugs must take into account the fact that containers of parenteral
drugs, unlike tablets and capsules, are not “dosage units.” Hence, the total content of
active ingredient in a parenteral drug container does not correspond with a “strength” in
the same way that the total content of active ingredient in a tablet or capsule does. To the
extent that the “total content” of active ingredient in a parenteral drug container can be
said to correspond with “strength,” that situation exists only in the specific case of a

3
A container of a powder form of a drug for injection is accompanied by
instructions for reconstitution. These instructions specifj the amount of diluent to
be used to attain a specific concentration of the active ingredient in the final
solution. Depending on the drug, specified diluent, and instructions, the solution
may be used for a single dose or for multiple doses. This petition does not address
powder form parenteral drugs. All references in this petition to parenteral drugs
are to liquid preparations.
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single-dose container of a liquid parenteral drug. In that case, all of the contents of the
container are meant to be administered at one time (immediately or over a specified time)
to one patient, or, at least are capable of being so administered, consistent with the
directions for use of the product.

3. FDA’s informal suitability P etition policy for different
container sizes of parenteral drugs

FDA has an informal policy of requiring the submission of a suitability petition to
obtain authorization for an ANDA for a parenteral drug in a drug-container size (or
volume) in which the total content of the container is different from the total content of a
container approved for the listed drug or in a previous suitability petition for an ANDA.
This policy applies notwithstanding that there is no change in the concentration of the
parenteral drug.

We do not know the specific elements of this informal policy. The existence of
the policy has been publicly referred to by FDA staff but, to our knowledge, the policy
has never been reduced to writing or publicly explained by the agency. The only
evidence of what the policy consists of is indirect, in the form of suitability petitions filed
by persons who believe, or have been advised by FDA, that a petition is necessary.

On the evidence of the suitability petitions accepted and acted on by FDA, the
agency’s policy is to require suitability petitions for different-size parenteral drug
containers containing the same concentration of drug, irrespective of whether a container
is a single-dose or a multiple-dose container. Recent examples of approved suitability
petitions include 98P-0649 for daunorubicin hydrochloride 5 mg/ml in a 10 ml single-
dose vial referencing a 4 ml single-dose vial and 92P-0355 for etoposide 20 mg/ml in a
12.5 ml multiple-dose vial referencing a 5 ml multiple-dose vial.

4. FDA is not authorized to require suitability petitions
for different container sizes of par~nteral drugs

a. FDA’s definition of drug “strength.” FDA is required to
accept and approve an ANDA containing information that shows that the route of
administration, dosage form, and strength of the proposed drug are “the same as that of
the listed drug.” 21 U.S.C. $$ 355(’j)(2)(A)(iii), @(4)(D)(i). FDA may require a
suitability petition for an ANDA only if the proposed drug is “different” in its route of
administration, dosage form, or strength. ~ $$ (’j)(2)(C), (Jo). The term
“strength,” and the terms “same” and “different” in relation to “strength,” are not defined
in the Hatch-Waxman provisions of the statute. They are derived fi-om FDA’s statement
in a 1983 Federal Register document issuing the predecessor of21 C.F.R. Q 314.92,
which sets forth the conditions under which an ANDA can be submitted. See H.R. Rep.
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No. 98-857 at21 n.3 (1984) (Attachment 1). Under the former regulation, FDA would
accept an ANDA only for a drug that was “the same in active ingredient, dosage form
and strength, route of administration, and conditions of use” as a drug subject to a DES
effectiveness finding. “Abbreviated New Drug Applications; Related Drug
Amendments,” 48 Fed. Reg. 2751,2755 (Jan. 21, 1983) (Final rule) (Attachment 2).

FDA’s Hatch-Waxman regulations use similar language, defining “same as” to
mean “identical in active ingredient(s), dosage form, strength, route of administration,
and conditions of use. . . .“ 21 C.F.R. $3 14.92(a)(l). In response to a comment asking
FDA to define “strength” in the context of this provision, FDA said:

“Strength’ refers to the amount of the product’s active
ingredients and is usually expressed in terms of weight, For
example, a drug that is available as a 50 milligram (mg) tab
and a 100 mg tablet has two “strengths.”

“Abbreviated New Drug Application Regulations,” 57 Fed. Reg. 17950,
1992) (Final rule) (Attachment 3).

et

7956 (April 28,

This explanation equates “strength” with the amount of active ingredient in a
dosage unit of a solid oral dosage form drug. The explanation thus uses the special case
in which the drug is provided in unit dosage form, and the “strength” of the drug
corresponds with the amount of active ingredient in the dosage unit.

Consistent with this explanation, the origin of the 1983 regulation makes clear that
“strength,” as used in the 1984 statute and in the 1992 regulation, refers to the amount of
active ingredient in the dosage unit of a solid oral dosage form drug or in a stated amount
of the total drug, and not to the total amount of active ingredient in a container of drug
not in unit dosage form. As proposed, the 1983 regulation provided that an ANDA was
suitable only if the generic product was “the same in dosage form, route of
administration, kind and amount of active ingredient, indication(s), and any other
conditions of use as the” approved DESI drug. 43 Fed. Reg. 39126, 39129 (Sept. 1,
1978) (Attachment 4). This language was adopted from FDA’s just-issued
bioequivalence regulations, 42 Fed. Reg. 1624, 1634 (Jan. 7, 1977) (Attachment 5),
which defined “pharmaceutical equivalents” as “drug products that contain identical
amounts of the identical active drug ingredient . . . in identical dosage forms,” the same
language as in the proposed bioequivalence regulations. 40 Fed. Reg. 26164, 26165
(June 20, 1975) (Attachment 6).

The 1975 proposed bioequivalence regulations, in turn, were based on the NDA
regulations then in effect. The NDA regulations required that both NDAs and ANDAs
contain information describing the composition of the drug, consisting of “the name and
amount of each ingredient, whether active or not, contained in a stated quantity of the
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drug in the form in which it is to be distributed.” Former 21 C.F.R. Q314. l(c)(2) (item 7)
(NDA) (Attachment 7) and id $314.1 (f)(l)(i) (ANDA) (Attachment 8). The-
requirement for NDAs added the parenthetical illustration “for example, amount per
tablet or per milliliter.” A statement of the amount of active ingredient per unit of drug
quantity was, then as now, defined as the “strength” of a drug in the drug GMP
regulations. Compare former 21 C.F. R. $ 210.3(d)(8)(i) (Attachment 9) with current
21 C.F.R. $ 210.3 (b)(16)(i).

Although the cited provisions of the NDA regulations were replaced in 1985 (see
50 Fed. Reg. 7452 (Feb. 22, 1985)), they clearly served as the basis for the suitability
petition regulation issued in 1983 and, therefore, of the suitability petition provision of
the Hatch-Waxman statute. The 1983 regulation replaced “identical amounts” of active
ingredient, the language of the 1978 proposal, with “identical in . . . strength. ”
“Strength,” therefore, means identical amounts of active ingredient “in a stated quantity
of the drug in the form in which it is to be distributed” – such as “amount per tablet or per
milliliter.”

Conversely, the NDA regulations in effect when FDA’s original suitability
petition procedure was issued, as well as the bioequivalence regulations, treated drug
container size as entirely distinct from the strength of a drug. The NDA regulations
required a statement of drug strength in item 7 of the NDA, but separately required
information about containers, and the stability of drugs in various containers (including
any “proposed multiple-dose container”), in items 8i and 8p – parts of the NDA that had
nothing to do with the strength or composition of the drug. Similarly, in rejecting a
comment on the proposed bioequivalence regulations that “drug product” should be
defined to include “the active drug ingredient, the labeling, and the final package in
which the product is distributed,” FDA stated:

The purpose of the bioequivalence regulations is to assure that
pharmaceutical equivalents or pharmaceutical alternatives have
equivalent bioavailability, The container and labeling have no
bearing on this purpose.

42 Fed. Reg. 1624, 1626 (Jan. 7, 1977) (Attachment 10).

In sum, the “strength” of a drug for NDA and ANDA purposes is determined by
the amount of active ingredient in a stated quantity of the drug, such as a dosage unit of
the drug, or a specified weight or volume of the drug, and is not determined by the total
content of active ingredient in the container in which a non-unit-dosage-form drug is
distributed.

As noted above, defining drug “strength” as the amount of active ingredient in a
specified unit – of dosage, volume, or weight – is the same as the definition of “strength”
in the GMP regulations. The word “strength” is defked there as:
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The concentration of the drug substance (for example,
weight/weight, weightlvolume, or unit dose/volume basis). . . .

21 C.F.R. $ 210.3 (b)(16)(i). (For ingredients that are not well characterized, “strength”
refers to “potency.” 21 C.F.R. $ 210.3(b)(l 6)(ii).) The GMP regulations are based on
the statuto~ requirement that, to avoid being considered adulterated, a drug must be
manufactured so as to have, among other attributes, “the identity and strength . . . which
it purports or is represented to possess.” 21 U.S.C. $35 l(a)(2)(B). The GMP definition
equates “strength” with the amount of active ingredient in a specified amount of drug
substance, not with the total amount of active ingredient.

b. Parenteral drug ~’stren@h.” It is possible to package a
parenteral product in a container whose volume corresponds with the dosage unit, similar
to a tablet consisting of the desired amount of active ingredient. Thus, a single-dose
liquid parenteral drug container corresponds with a unit dosage of a solid oral dosage
form drug. Multiple-dose containers of parenteral drugs, however, are commonly used to
package quantities of parenteral drugs that do not correspond with a dosage unit.
Multiple-dose parenteral drug containers having the same drug concentration can include
an amount of active ingredient that is more or less than the amount to be administered.
The distinguishing feature of a multiple-dose parenteral drug container is that it does not
contain the amount of drug that is to be administered at one time – a dosage unit – but,
instead, an amount that is available to the physician or pharmacist to create a dosage unit,
either by using a portion of the contained amount or by combining the contained amount
with all or part of the contents of additional containers of the same drug.

The “strength” of a parenteral drug is not determined by the volume of a multiple-
dose container, any more than the “strength” of a tablet is determined by the number of
tablets in a 100- or 1,000-unit bottle. Rather, the strength of a parenteral drug in a
multiple-dose container is the concentration or percentage of the active ingredient in the
total amount of drug.

c. U.S. Pharmacopoeia (USP) definition of drug “strength.” This
conclusion – that drug “strength” is an amount of active ingredient per unit – is consistent
with FDA’s GMP definition of “strength’ for drugs not formulated as dosage units. It is
also supported by the USP, which states, under the heading “amount of ingredient per
dosage unit,” that:

Pharrnacopeial drug products not in unit dosage form shall be
labeled to express the quantity of each active ingredient in
each milliliter or in each gram, or to express the percentage of
each such ingredient. . . .
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USP 24 at 12 (Attachment 11). This requirement makes clear that the “strength” of
parenteral drugs in multiple-dose containers is the concentration of the active ingredient,
not the labeled amount of active ingredient in the container. See also USP 24 at 1776
(Attachment 12) (label of liquid preparation parenteral drug must state percentage content
of drug or amount of drug in a specified volume).

The USP further defines “multiple-unit container” as one “that permits withdrawal
of successive portions of the contents without changing the strenmh, quality, or purity of
the remaining portion,” and a “multiple-dose container” as a “multiple-unit container for
articles intended for parenteral administration only.” ~ at 11 (Attachment 13) (emphasis
added). The USP thus considers “strength” to be independent of the total drug content of
a container when a parenteral drug is packaged in a multiple-dose container. The USP
should be dispositive on this point. The USP is an “official compendium,” 21 U.S. C.
$32 l(j), for purposes of the drug adulteration and misbranding provisions of the FDCA.
A drug is adulterated if its “strength” differs from the standards set forth in the USP.
21 U.S.C. $35 l(b). A drug is misbranded if it is not “packaged and labeled as
prescribed’ in the USP. 21 U.S.C. $ 352(g). The USP provisions quoted above establish
that the “strength” of parenteral drugs, and other non-unit-dosage form drugs, is not
determined by the total active ingredient content of different-size containers of those
drugs.

d. FDA regulation of drug “strength.” Other than for suitability
petitions, FDA itself does not regulate different total contents of parenteral drugs
containing the same concentration of drug in different size containers as “different
strength” drugs.

Orange Book. The Orange Book lists different “strengths” of drugs as separate
entries. For example, oral tablets of chlorpropamide are approved in 100 mg and 250 mg
strengths. A tablet of chlorpropamide is one dosage unit. The Orange Book listing for
this drug has separate entries for each strength of the reference chlorpropamide tablet and
for each strength of each generic chlorpropamide tablet. Similarly, furosemide tablets are
listed in the Orange Book with strengths of 20, 40, and 80 mg per tablet.

For parenteral drugs, the Orange Book listings vary, but they are consistent with
the principle that the “strength” of a parenteral drug is the concentration of the active
ingredient, not the total drug content of a container of the drug. For example,
metoclopramide injection is approved at a concentration of 5 mg per ml. This drug is
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available in the marketplace in container sizes of 2, 10, 30, 50, and 100 ml.4 These
container sizes are not shown as separate entries in the Orange Book. Furosemide
injection is listed in the Orange Book as only one strength, 10 mg/ml. Yet the container
sizes in the marketplace are 2, 4, and 10 ml,5 with no Orange Book entries corresponding
with these container sizes. Cimetidine injection is listed as approved in a 300 mg/2 ml
strength but is available in both 2 ml and 8 ml vials,b with no Orange Book entry directly
speci~ing the 2 ml container size,7 or speci&ing the 8 ml container size at all.

On the basis of the Orange Book listings for parenteral drugs, therefore, FDA does
not view the total active ingredient content of a container as corresponding with
“strength.” Under FDA’s interpretation of FDCA section 505, each “strength” of a drug
is a separate “approved drug” and therefore, under the statute, must be listed in the
Orange Book as such. This is more than mere bookkeeping. The Orange Book is the
official list of approved drug products, required to be established and updated by the
FDCA. It serves as a Congressionally-mandated government notice to the public,
companies, pharmacists, physicians, and forrnulary committees. It is the basis for
decisions regarding the development of generic products, the prescribing and dispensing
of equivalent drugs, and the acquisition of drug products by health care institutions.
Failure to list different “strengths” of a drug product in the Orange Book is inconsistent
with the statutory mandate that all approved drugs be listed, and undermines the purpose
of the Orange Book to communicate information about “therapeutically equivalent

4 Drug Facts and Comparisons at 1559 (1999 Ed.) (Attachment 14). Several
companies have more than one entry for metoclopramide injectable products.
These entries may correspond with vial sizes other than those approved for the
reference drug. But those different vial sizes are not specified. Therefore, they
cannot be different “strengths” within the Orange Book meaning of that term.
Even if the vial sizes were specified, they would be an artifact of the suitability
petition policy we seek to have clarified, not of any separate standard or definition
of parenteral drug “strength” as equivalent to the size of the container.

5
~ at 723 (Attachment 15).

6
~ at 2090 (Attachment 16).

7 The Orange Book entries for injectable cimetidine speci~ 300 mg/2 ml. This is a
proportion, corresponding with conventional “strength” listings for ready-to-use
parenteral solutions as concentrations of active ingredient in a volume of total
drug. It does not specifi that the size of a container of injectable cimetidine is
2 ml.
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drugs.” Therapeutic equivalence cannot exist unless products are pharmaceutical
equivalents, which includes having the “same strength. ” & Letter from J. Woodcock,
M. D., to H. Moore and K. Parr, Dec. 4, 1998 (98P-0547) at 3, heading (“Each strength of
a listed drug product is itself a listed drug”) (Attachment 17).

The fact that FDA does not systematically specify and separately list all parenteral
drugs by the total amount of drug in each container means that the agency does not view
total content of a container as the “strength” of the parenteral drug packaged in that
container. If FDA believed that the total content of a parenteral drug container was
equivalent to “the strength” of the drug, then the agency would specifi, and separately
list, each parenteral container size for purposes of meeting the statutory requirement that
FDA list “each drug which has been approved” and of satis&ing the Orange Book’s
stated function of providing “therapeutic equivalence” ratings.

If FDA were to formally adopt the position that different parenteral container sizes
are different “strengths,” it could address the Orange Book requirement for listing “each
strength” by revising ~ parenteral drug listings to speci& fl permissible drug-container
configurations and sizes. This would not make the agency’s interpretation correct, but it
would, at least, eliminate the inconsistency between the Orange Book (container size is

f
not a “stren h“) and the informal suitability petition policy (container size is a
“strength”).

Substitution. Different “strengths” of a drug cannot be substituted for each other.
This is because different strengths are not pharmaceutically equivalent. The Orange
Book listings categorize drugs on the basis of pharmaceutical equivalence, as well as
bioequivalence, to facilitate substitution decisions.

The Orange Book listings for parenteral products do not systematically categorize
parenteral products on the basis of container size, or even identifi the approved container

f! For consistency’s sake, a similar expansion of Orange Book listings would be
necessary for all drug products not sold as dosage units. This would include
ointments, gels, creams, lotions, and inhalers. Suitability petitions would likewise
be required for each container size of these non-unit-dosage form products. ~
~, nystatin cream and ointment, approved as a ratio of 100,000 units per gram,
with the container size unspecified, and available in both 15 gm and 30 gm
containers. ~Comparisons at 3145 (Attachment 18). There is no
more – or less – basis for requiring suitability petitions for these differing
“strength (total drug content)” containers than for differing container sizes of
parenteral drug products that have no relationship to a dosage unit.
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size of a particular company’s product. Consequently, parenteral products within a given
pharmaceutical equivalence “strength’ category based on concentration are substitutable
for each other, irrespective of the size of the containers in which they are packaged.
Therefore, different parenteral drug container sizes are not different parenteral drug
“strengths.”

CDER Guidance. Guidance and other official documents issued by the Center treat
the “strength” of a drug as different from, and not determined by, the size and fill of the
container in which the drug is packaged. The Office of Generic Drugs (OGD) guidance
titled “Variations in Drug Products that May Be Included in a Single Abbreviated New
Drug Application” [date] states that “[different strengths or concentrations of a drug
product” may be submitted in “one original application. . . .“ Section IIF (Attachment 19).
Separately, the guidance states that “products utilizing different container sizes,
configurations, and materials . . . of one finished pharmaceutical product . . . may usually
be included in a single application.” Section IIG (Attachment 19). The Guidance
discusses “strengths or concentrations” as a different attribute of a drug from “container
sizes. ” Moreover, under “specific dosage forms,” this guidance states that one ANDA for
a parenteral solution or suspension product may include “one formulatiordone strength/
multiple fill sizes” but that more than one ANDA is necessary where there is “one
formulationlone strength/one or more multiple fill sizes/multiple packaging types or
container material s.” Section IIIB (Attachment 20). The matrix is, therefore, based on the
assumption that “strength” and “fill size” are not the same. The narrative for this matrix
also assumes that “strength” and “fill size” are distinct from each other (referencing
“varying fill volumes (e.g., 2, 5, and 20 mL vial sizes)” in connection with “one strength”
and “multiple fill sizes”).

The CDER Manual of Policies and Procedures (MAPP) contains a directive to
reviewers titled “Consistent Information in an Abbreviated Application,” MAPP 5225.2
(Nov. 1, 1995) (Attachment 21). This directive explains what information an ANDA
must contain about container/closure systems to support OGD review of the product and
to provide a basis for an accurate “I+ow Supplied” section of the approved ANDA
labeling. The “How Supplied” section must contain, “[i]n addition to information on the
batch number and strength of the drug product used, [etc.], . . . the following information
for each container, closure or stopper . . . . 2, complete listing of all fill volumes and
container sizes and how many units are contained in each. ” This document clearly
distinguishes between “strength,” on the one hand, and fill volume or container size, on
the other.

User fees. The agency interprets “strength” as different from container size in
determining drug product user fees: “Products that differ in strength or potency are
subject to separate product fees. Products of the same strength or potency packaged in
different container sizes are not subject to separate fees,” User Fee Correspondence 2,
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Attachment D – Application, Product, & Establishment Fees: Common Issues and Their
Resolution, paragraph A9 (Revised December 16, 1994) (Attachment 22). This guidance
interprets the statutory term “prescription drug product,” which “means a specific
strength or potency of a drug in final dosage form.” 21 U.S. C. $ 379g(3).

If the container size of a parenteral drug corresponded with the “strength” of the
drug, then it would be unlawful for FDA to excuse parenteral drug products in different
container sizes from separate user fees while imposing such fees on products of different
“strength” or “potency.” Therefore, the “strength” of a parenteral drug is not determined
by its container size or total content, Moreover, FDA’s statement that “products” can
both have “the same strength or potency” and be “packaged in different container sizes”
cannot be reconciled with the proposition that parenteral drugs in different container sizes
are “different strengths” for purposes of requiring suitability petitions.

e. Conclusion. FDA’s informal policy of requiring a suitability
petition for a different parenteral drug container size as a different “strength” under
21 U.S.C. $ 355@(2)(C) cannot be justified as a general rule, because container size and
strength do not correlate with each other in all cases. FDA is required to approve
ANDAs meeting the standards of $ 355(’j)(2)(A). A parenteral drug that differs from the
listed drug only in the size or total contents of its container does not have a different
strength, and therefore it meets the requirement of $ 355@(2)(A)(iii). To force an
applicant for such a drug to submit a suitability petition violates the statutory mandate
that FDA “may not require that an abbreviated application contain information in
addition to that required by clauses (i) through (viii)” of Q355(j)(2)(A).

5. The policy should be clarified to apply onlv to
single-dose liquid parenteral dw~ containers

Liquid parenteral drugs are supplied in multiple-dose and single-dose containers.
.According to the USP, a “single-dose” parenteral drug container “provides the amount
specified for parenteral administration at one time . . . .“ USP 24 at 1777 (Attachment
23). The “single-dose” parenteral drug container is a subcatego~ of the “single-unit
container,” which is a container “designed to hold a quantity of drug product intended for
administration as a single dose.” ~ at 11 (Attachment 13),

Under the USP approach, the amount of active ingredient in a “single-dose” liquid
parenteral drug container could be interpreted as corresponding with “strength” as
defined by FDA in the preamble to the Hatch-Waxman regulations, i.e., it is the amount
of active ingredient in one “dosage unit.” It is not the position of this petition that this
interpretation is necessarily correct. However, the interpretation is defensible, whereas
interpreting “strength” to apply to the amount of active ingredient in M liquid parenteral
drug containers, including multiple-dose containers, is not defensible. Accordingly, FDA
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should, at a minimum, clarify that its suitability petition policy is limited to changes in
the “total drug content” of single-dose liquid parenteral drug containers, because the size
of such a container bears a rational relationship to the “strength” of the drug as
determined by the amount of active ingredient in a given dosage unit of the drug.
Moreover, as we understand the agency’s rationale for the policy, it is only single-dose
parenteral drug containers that have the risk (potential excessive dosing due to user error)
the policy is intended to address. To apply the policy to multiple-dose parenteral drug
containers of different sizes cannot be defended either legally or on the basis of the
policy’s own logic.

If the agency has additional concerns about multiple-dose parenteral drug
container sizes, it should not address them by inappropriately requiring suitability
petitions. It should address them by conducting an internal review of ANDAs for
parenteral drugs in different multiple-dose container sizes based on the requirement that
an ANDA contain information to show that the proposed generic drug has “the same
conditions of use” as those of the listed drug.

The “conditions of use” interpretation has the advantage both of being more
defensible on its own terms and of avoiding the unintended consequences that may result
from an overly broad interpretation of the term “strength’ for the purpose of justi~ing a
suitability petition requirement that FDA believes is necessary to address issues that have
nothing to do with “strength.” Because the applicability of several other provisions of
FDCA section 505 is based on whether or not an ANDA relates to a distinct drug
product, interpreting the term “strength” – one of the defining attributes of a distinct drug
product – to apply to different multiple-dose container sizes of parenteral drugs may
result in the inappropriate use of these other provisions in situations where there are not,
in actuality, different drug products, but only one drug product in containers of different
sizes.

In any event, whether or not FDA relies on the “same conditions of use”
requirement to deal with issues relating to multiple-dose liquid parenteral drug container
sizes, it cannot lawfully rely on the suitability petition requirement of the Hatch-Waxman
Amendments. That requirement applies only to changes in drug “strength,” and other
basic pharmaceutical attributes. There is simply no conceivable view of the concept of
drug “strength” that applies to different multiple-dose liquid parenteral drug container
sizes. For this reason, we request that FDA clari~ its informal policy to limit the
requirement for suitability petitions for liquid parenteral drugs with different total drug
contents to those in single-dose containers.
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c. Environmental Impact

A claim for categorical exclusion horn the requirements for Environmental
Assessment is made pursuant to 21 C.F.R. ~ 25.3 l(a).

D. Economic Impact

Provided on request.

E. Certification

The undersigned certifies that, to the best knowledge and belief of the
undersigned, this petition includes all information and views on which the petition relies,
and that it includes representative data and information known to the petitioner which are
unfavorable to the petition.

Thomas Scarlett

TS/sas
Attachments
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LEGISLATIVE HISTORY
P,L, 96-417
[page 21]

ANDA k for drugs which are the same

In the case of drugs which are the same as the listed drug, the
focus of the bill is to provide the Food and Drug Administration
(FDA)with sufficient information to assure that the generic drug is
the same as the listed drug z that has previously been determined
to be safe and effective, Some have suggested that a generic drug
must be identical in ~] respects to the listed drug instead of the
same. The regulations that permit ANDA’s for pre1962 pioneer
drugs make no such distinctions In rejecting the use of the term
identical, the FDA regulation comments that “identical means a
product that is the same in dosage form, strength, and route of ad-
ministration, contains the same active ingredient, and is recom-
mended for use under the same conditions of use.” 4 The Cemmit-
tee has adopted the FDA’s polic of utilizing the term “same”

Jexcept that the bill permits an A DA to be approved for less than
all of the indications for which the listed drug has been approved
as explained below.

First, an ANDA must include sufficient information to show that
the conditions of use for which the applicant ti seeking approval
are the same as those that have been previously approved for the
listed drug. The applicant need not seek approval for all of the in-
dications for which the listed drug has been approved. For exam-
ple, if the listed dru has been approved for hypertension and

fangina pectoris, and i the indication for hypertension is protected
by patent, then the applicant could seek approval for only the
angina pectoris indication.

While the FDA’s current regulations for considering ANDA’s for
pioneer drugs approved before 1962 permit an applicant to petition
for approval for an indication other than that which has been ap
proved for the pioneer drug, section 101 of the bill overturns that
policy, 5 Thus, an ANDA may not be considered for a condition of
use that has not been previously approved for the listed drug,

An ANDA must also contain sufficient information to show that
the active ingredients of the generic drug are the same as those of
the listed drug. If the listed drug has one active ingredient, then
the active ingredient of the generic must be the same. If the listed
drug has more than one active ingredient, then sufficient informa-
tion must be included to show that all of the active ingredients in
the generic drug are the same,

In addition, an ANDA must contain sufllcient information to
show that the route of administration, the dosage form and the
strength of the generic drug are the same as those of the listed
drug.

Further, an ANDA must include sufficient information to show
that the generic drug is bioequivalent to the listed drug.

zThe term “listad drug” u ●xplaind in psrmgmph !6) of new mectionWJj) of the FFKXX
Oenerally, ● listed d mcluda ●y drug that hu been approved for safety snd effectivenem or
that hm been .qjrfrv~under new tukection (j).

a 48 Fed Reg (51 {19631.
q Id. ●t ?7S3.
* Id. ●t 2i56.
21 C.F.R. 914.~cI provides in part
“’Aprmpe.3ive applicant may -k a determination of the sui~bility of ●n sbbretitad new

drug ●pplication for ● prdtct that the cpplicant believee similar or relmad to t drug product
that has been dedared to be rentable for an dbrewauxi new drug ●pplication .“

2654
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under isuihority d~l~~ilt~d to the
Commissioner of Food iirl(i Drags (JI
CFR 5.10], PRrM 310 nnd 314 are
~mcndcd m follows:

PART 31 O-NEW DRUGS

I. Part 310 is ~mrmdcd in $310.6 by
revising the section heading, the seventh
sentence of partigrirph [a). md
par~graphs [b) nnd (c), to read rrs
fLrllrrws:

$310.6 Applicability of “new drug”’ or
safety or effectiveness findings in drug
efficacy study implementation notices and
notices of opportunity for hearing to
identical, related, and similar drug
products.

(U) “ ‘ * However, it is essential that
the findings and conclusions that a drug
product is a “new drug” or that there is
a lack of evidence to show that a drug
product is safe or effective be applied to
all identical, related, and similar drug
products to which they are reasonably
applicable. ‘ ● ‘

[b)(l) An identicaI, relaied, or similar
drug includes other brands, potencies,
dosage forms, salts, and esters of the
same drug moiety as well as of any drug
mrricty related in chemical structure or
known pharmacological properties.

(2) Where experts quaIified by
scientific training and experience to
evaluate the safety and effectiveness of
drugs would conclude that the findings
and conclusions, stated in a drug
efficacy notice or notice of opportunity
for hearing, that a drug product is a
“new drug” or that there is a lack of
evidence to show that a drug product is
safe or effective are applicable to an
identical, related, or similar drug
product, such product is affected by the
notice. A comhinaticm drug product
containing a drug that is identical,
related, or similar to a drug named in a
notice may also be subject [o the
findings and conclusions in a notice that
a drug product is a “new drug” or that
there is a lack of evidence to show that
a drug product is safe or effective.

[3) Any person may request an
opinion on the applicability of such a
notice to a specific product by writing to
t}le Food and Drug Adminis[riltion at the
a-lriress shown in paragraph [c] of !his
section.

(c] Manufacturers irnd {!ist[ibu[ors of
drugs sho~ld rcyiew, iheir products as
drug efficacy nctices are published ttnd
assure that identical, related, or similor
prudr.m[s comply with all applicable
provisions of the notices.
.*** *

PART 314—NEW DRUG
APPLICATIONS

Z. Purt 314 is amended:

R. In $314.1 by removing paragraph (f)
and by revising the first sentence of
paragruph [a)[l), to read as follows:

$314.1 Appllcatlons.
(a)(I) Applications to be filed under

scclion .505(b] of the act shall be
sl;l)mittcd in the form dcscribcd in
paragraph (c] of this section or
optionally in the form described in
p:ir,lgrilph (d) of this sectiun ~nd
assembled as required by p.:~.igraph [c]
of this section: if the drug product is one
f,>r )vhich an iibb~uvi~tcd nc’,~ drug
application hus been found by the Food
and Drug Administration to be
sufficient, the application may be
limited to the information described in
S 314.2 unless otherwise specified in
such finding.
● *** ●

b. By adding new $314.2, to read as
follow’s:

$314.2 Abbreviated new drug
applications.

(a) The Food and Drug .4dminis[ra:icn
has determined that many drug products
covered by the drug efficacy study may
be approved for marketing ~vithout the
submission of additional evidence of
preclinical and clinical studies [other
than in vivo bioavailability studies) to
show safety and effectiveness. LVhen
such a finding has been made for a drug
product, an abbreviated form of a new
drug application is sufficient for thaf
product.

(b)(l) The Food and Drug
Administration will accept an
abbreviated ne~v drug application only if
it has made a finding that an
abbreviated application is suitabIe for
the drug product.

[z) A finding by the Food and Drug
Administration that itn abbre~ i~ted rww
drug application is suitable for a drug
product applies only to a product that is
the same in active ingredient, dosage
forr.1 rind strength, route of
administration, and conditions of use as
the drug product that was the subject of
the finding. For a drug product that is
similar but different in onr or more of
thcsr characteristics, an i+bbreviated
new drug application will be accepted
only if [he Focal and Drug
Administration has made a separale
finding of suitability. However,
acceptance of an abbreviated new drug
application for a drug product does no!
signify that the product is safe and
effective unti! the :ipplica(ion is
approved.

IJ) A finding thi~t a drug product is a
““new drug,” bccisuse it is similar to a
product thnt is a “new drug, ” and,
[hrreforc, is subjecl to either a full or
al)l~reviutcd ncw drug application dots
not inc!ude a finding that an
~bbreviated application is suitable for
the similar product.

(4] A finding that a single-ac[ive-entity
dr:lg product is safe and effective and
that an al] brcviated new drug
;Ippl ication is suitable is not a basis for
dett~rminirtg t}l~i a combin:ition drug
product corrt~ining that entity as one of
it~ ;n~:cdicnis is tither Siife or effcctivc
~lr 1),,.! .1:] ul)brevi. itcd ncw drug
app!:ca!imr is suitable. The finding a]s LI

is n(]t ,ibtisis for determining thut the
(:[):llLl;lJtiUil drug product meets all of
[hc requirements for combination dru~s
as described in $300.50 of this chilpter,

(c] A prospective applicant may seek
u dticrmin ation of the suitability of an
iibl)re~’iated new drug application for a
product that the applicant believes
sin}ilar or related to a drug product thi]t
hi~s bpcn declared to be suitable for an
abbreviated ne~v drug application,
Extl’nsion of the finding that a drug
prm!uct is safe and effective to anoth[>r
product will ordinarily be limited to
utht, r dosage forms for the same route of
i{rfministration cr to closely related
ingredients. If preclinical or clinical
evident. c is needed to support the safety,
or if c!il]ic::l cvirience is needed to
support the effectiveness, of the
proposed product, then an abbreviated
ncw drug application is not suitable for
the similar or related drug product.

(d) A person seeking a determination
~hat tin abbre~ii+ted new drug
application is suitable for a similar or
related drug product shall use the
procedures established in ~ 10.30 of this
chapter. The petitioner shall set forth
the reasons that justify extending the
finding thiIt ~in abbreviated new drug
;:;]pliratiurr is ~uiti]blc for oire product to
the Sirnililr or related product proposed
to be miirketed.

[c] A rww drug application submitted
in the form of i]rl abbreviated new drug
application for a drug product that has
i]~t been the uuhject of a finding that
:illows an iibbreviilted application for
the pmdact will be considered t.o be a
peti[icil under $ 10.30 of this chapter and
~$ill be ;]r~lct:s::ed aS s[lch.

{f] Fh,h abhrcvia!ed new drug
application is required to contain a
rpfcrence to the finding of the Food and
Wig Administration that an
abbrmriated application is suitable for
tile spcciiic product that is the subject of
!!IC a;)p!ic:l!ion. I%ch abbreviated nmv
dr,, q ~PPlica!ion shall also contain:
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established name and proprietary name,
and the date of withdrawal from sale.

14. One comment asked FDA to clarify
whether an applicant’s obligation to
submit postmarketing reports begins
when FDA approves its ANDA or when
the ANDA approval becomes effective.

Although the preamble to the
proposed rule said proposed $314.81
would apply upon ANDA approval
regardless of the ANDA’s effective date
[54 FR 28872 at 28889], FDA has
reconsidered this position in light of its
policy on delayed effective dates and
approvals. FDA does not consider a
drug to be approved until the effective
date of approval and regards those drug
products with delayed effective dates as
having tentative approvals. This policy
affects $314.81 because section 5Ct5(k)of
the act authorizes reporting
requirements for drug products that
have an approval “in effect.” Thus, an
applicunt”s obligation to submit
postmarketing reports will begin when
the MIIIA approval becomes effective.

15. Two comments addressed the ls-
day reporting deadline in proposed
3 314.81(b][3)(iii)(u). One comment said
a company “does not always know
within 1S days of its last shipment that it
intends to discontinue marketing a
product” and “it is not always clear to a
company whether a product is going to
be withdrawn fmm marketing or just
temporarily suspended.” The comment
would have applicants notify FDA that
they will withdraw a product when they
decide to permanently withdraw the
product from sale. The secrmd comment
added that the existing rule’s annual
reporting requirement was satisfactory,

FDA believesthe first comment
misinterpretsthe provision.FDA does
not expect parties to submit reports
within I!i days fmm the date of their last
shipment. The 15-day period begins from
the time the firm decides to withdraw
the product fmm the market. Such
withdrawals are not limited to
permanent withdrawals; FDA is
interested in any decision to discontinue
marketing because of the possible
implications for the pmduct”s safety and
efficacy. The agency also declines to
replace the 15-day reporting period with
an annual reporting requirement as
suggested by the second comment. The
withdr~wal of an approved NDA drug
product may affect the marketing of
duplicate ANDA drug products, sc
timely reports of drug product
withdrawals may be very important.

Section 314.92-Drug Products for
Which Abbreviated Applications May
be Submitted

FDA received four comments on
proposed $314.92. The proposed rule

5-310999 CKI$@O)(27-APR-92-t022:~2)

stated that abbreviated applications are
suitable for certain drug products, such
as drug products that are the same as a
listed drug, drug products that meet the
monograph for an antibiotic drug for
which FDA has approved an
application, drug products for which
FDA has found an ANDA to be suitable
and has announced such a finding in the
Federal Register, and drug products that
FDA has declared to be suitable for an
ANDA submission under the petition
procedures.

18. One comment asked FDA to refuse
ANDAs for DESI drugs on the grounds
!hat the statute only applies to post-1984
ANDAs. The comment noted that DESI
drugsare reviewed by category rather
than active ingredient and said some
DESI active ingredient categories lack a
“readily identifiable pioneer NDA
product.” Another comment supported
ANDA’s for DESI drugs.

The ANDA previsionsof the IW
amendments are applicable to all
generic drugs for which approval is
sought after September 24, 1984, the date
on which the statute was enacted.
Perpetuating different ANDA systems
for pre-196z drugs and post-N62drugs
wouldbe needlesslyconfusing,illogical,
and ine~cient to FDA, the public,and
industry. Therefore, FDA has included
DESI drugs in these regulations.

Upon further consideration, FDA
agrees that ANDAs may be
inappropriate for some DESI drug
products. In the DEW process,a DESI-
reviewed MIA or ANDA is usually
considered approved for safety and
effectiveness through the approval of a
supplement that brings the NDA or
ANDA drug product into compliance
with a DESI-upgrade notice. The DESI-
upgrade notice describes what
information the NIJAor ANDA holder
must provide in order for its drug
product to be considered effective. If the
NDA or ANDA holder complies with the
notice through an approved supplement,
then the drug product is considered to
be safe and effective and can be listed
in the Orange Book. Once this occurs, a
person may be able to submit an ANDA
for the product. However, if the NDA or
ANDA holder faiis to comply with the
notice, the NDA or ANDA dmg product
is not considered to be approved for
effectiveness and cannot be a listed
drug. Under these circumstances, an
ANDA cannot be submitted because
there is no “listed drug.” Therefore, FDA
has revised 5314.92 by removing
paragraph (a)[3) and renumbering
paragraph (a)(4) as (a](3). An appiicant
seeking to rely on the findings reflected
in a l?ES1-upgrade notice, in the absence
of a listed drug, should submit its

application under section 505(b][2) cf
the act.

Once a drug subject lo a DESI notice
is approved for safety and effectiveness
and can serve as a listed drug, the
agency wiil require the submission of an
ANDA under section 505[j) of the act for
a generic version of the product. As a
matter of poiicy, the agency does not
accept applications under section
5(t5(b][2) of the act when there is a listed
drug that would provide a basis for an
application under section 505(j) of the
act. For clarity, FDA has added a new
paragraph (d][9) in 5 m.lrn. The issue
had been discussed in the preamble to
the p~oposed rule [.s4FR 28&ItI through
28891). At that time, the agency
proposed to treat a 505(b) [2] application
as submitted under section XlS(j) of the
act if the application was for a duplicate
of a listed drug eligible for approval
under section 54)5[j)of the act. Id. FDA
believes that the policy it is describing
in new g 314.lo2(d)(9], that an
application for a drug such as this needs
to be submitted by the applicant as an
ANDA under section 505(j) of the act, is
the preferable approach.

17, Two comments concerned
proposed $ 314.92[a][l), which said, in
part, that an ANDA would be suitable
for a drug product that is the same as a
listed drug and that the term “same as’”
means “identical in active ingredient(s),
dosage form, strength, route of
administration, and conditions of use,
except that conditions of use for which
approval cannot be granted because of
exclusivity or an existing patent may be
omitted.”’ The proposed rule would also
require potential applicants to comply
with $314.122, “Submitting an
abbreviated application for, or a
W5(j][2)(C) petition that relies on. a
listed drug that is no longer marketed,”
if the listed drug had been voluntarily
withdrawn or not offered for sale by its
manufacturer. One comment asked FDA
to detine “strength.” The second
objected to the language on voluntary
withdrawals. The comment said NDA
holders should disclose the reasons for
withdrawing a product, and FDA should
determine whether those reasons raise
safety or efficacy questions, and then
give ANDA holders an opportunity to
examine and respond to the information
on the withdrawal.

“’strength” refers to the amount of the
product’s active ingredient and is
usually expressed in terms of weight.
For exampie, a drug that is avaiiable as
a 50 milligram (mg] tablet and a 100 mg
tablet has two ““strengths.”

As for voluntary withdrawals and the
reasons for a withdrawal, FDA refers

4701 .FMT...[16,3O3...3-12-92
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PROPOSED RULES 39129

a. By revtalng the first sentence of
g 314.1(s)(1) to read 59 follouw

$ s14.1 AppIkat.lon&

(a)(l) AmM~tlons tO be ffled ~der
section 605(b) of the act shall be sub-
mitted tn the form described in pam-
graph (c) of this SeCtlOn or Optlorwdly
tn the form descrfbed fn pamgraph (d)
of this section and Msembled as B
quired by paratrraph (e) of this sec-
tioru if the drug k one for which ~
abbreviated new drug application has
been found by the Food and Drug Ad-
mlnlstratlon b be sufficient, the arMl-
catlon may be. llmlted to the Infoma-
tlon described in ! 314.3 LUUW other-
wfse specified In such finding. ‘ ● ●

● ● ● ● ●

b. By redesignating ~ 314.l(f) as
q 314.3, and revising It t.a read as fol-
lows

~ 314.3 Abbreviated application.
(a) The Commissioner of Food and

Dregs has dekmlned that many drug
products covered by the drug efficacy
study may be approved for markettng
wfthout the submission of additional
evidence of preclinfcal and cllnlcal
studfes to show safety and effective-
ness, When such a determination has
been made for a drug product, an ab-
breviated form of a new drug applica-
tion is sufficient for that product.

(b) A “ftndfng by the Commkdoner
of Food and Drugs that an abbreviated
new drug application is appropriate
for. a drug product is llrnited to prod-
ucts that are the same in dosage form,
route of administration, kind and
amount of active ingredient,
indication(s), and any other condhions
of use as the drug product that was
the subject of the finding. A determin-
ation that an abbreviated new drug
application ts the appropriate form of
application for a drug product does
not apply to a slmllar or related drug
product unless the notice of that ffnd-
lng specifies that it applies to a partic-
ular sindlar or, related product and
that product is described.

(c) A prospective applicant may seek
a determination of the acceptability of
an abbreviated new drug application
for a product that the applicant be-
lieves slmllar or related to a drug prod-
uct that has been declared to be eligl-
ble for abbreviated new drug applica-
tion stibmissions. Extension of the
finding that a drug product la safe and
effective ta another product wIJI ordl-
n.arily be Umlted to other dosage
forms for the same route of adminis-
tration or h closely related ingredi-
ents. H preclirifcal or cllnical evidence
is needed to support the safety, or if
cltnlcal evidence fs needed to support
the effectiveness, of the proposed
product, then an abbreviated new drug

FEDERAL

application is not aptirormtate for the
8tmIlaror relakl cbu.gmmducL

(d) A person seeking a determination
that an abbrevlatd new drug appllca.
tlon Is mmm-iate for a slmllar or r~
lated drug product shall use the proce-
dures established In S 10.30 of thla
chaster. The petitioner shall set forth
the re=ons that Nstlfy extending the
flndtng that an abbreviated new drug
application fs appropriate for one
product b the si.mllar or related prod-
uct proposed to be marketed.

(e) A new drug applkatlon submitt-
ed tn the form of an abbreviated new
drug application for a drug product
that has not been the subject of a
ffndlng that allows an abbreviated ap-
plication for the product will be con-
sidered tn be a petition under 310.30
of this chapter and will be processed
as such.

C.-BY adding to ~ 314.110 new para-
8raph (f) to read as follows

~ 314.110 Reaaons for refusing to file ap.
plicationa. .

● ● ● ● ●

(f) An application submitted in the
form of an abbreviated new drug ap-
plication in the absence of a prior
finding that the abbreviated form of a
new drug application is appropriate
for the drug product, as required by
~ 314.3,. will not be accepted as an ap-
plication within the meantng of sec-
tion 505(b) of the act. It will be consid-
ered as a petition, under S 10.30 of this
chapter, for a determination on the ac-
ceptability of abbreviated new drug
applications for the product.

Interested persons may, on or before
October 11, 1978, submit to the Hear-
ing Clerk (H2?A-305), Food and Drug
Ad.mfrdstration, Room 4-65, 5600 Fish-
ers Lane, Rockvllle, Md. 20857, written
comments regarding this proposal.
Four copies of all comments shall be
submitted, except that individuals
may submit single copies of comments,
‘knd shall be identified with the Hear-
ing Clerk docket number found in
brackets in the heading of this douc-
ment. Received commen@ may be seen
tn the above office between the hours
of 9 a.m. and 4 p.m., Monday through
I+@.

No’rz-The Food and Drug AdmMstra-
tlon haa determined that t.hls proposal will
not have a major economic impact aa de-
fined by Executive Order 11821 (amended
by Executive Order 11949)and OMB Ctrcu-
Iar A-107. A COPY of the economtc hnpact aa-
~ent” la on ftle with the Hearing aer~
Food and Drug Adxninlstratlon.

Dated: August 22, 1978.

S-m Gmmma,
Acting Commissioner OJ

Food and Dregs.
[FR Dec. 78-24472 Filed 8-3i-78; 8:45 am]

[421 O-Q1]

DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

Fwfod Imumm Admlnhtrutbn

[24 aR Part 1917]

[Do&et No. PI+4571

NATfONALFLOODINSURANC2PROGRAM

PrOpomdFfoOdElovOtlOnhtwmlnation for

tho Ctty of Morced, Mwcod Co@y, Calif.

AGENCY: Federal Insurance AdmM.s.
tratlon, HUD.

ACTION: Proposed rule.

SUMMARY: Technical Information or
comments are soliclted on the pro-
posed base (100-year) flood elevations
listed below for selected locations in
the city of Merced,. Merced Qm.nty,
Calif. These base (100-year) flood ele-
vations are the basis for the flood
plaln management measures that the
community is required t.a either adopt
or. show evidence of being already in
effect in order to qualify or remain
qualified for participation in the na-
tional flood insurance program
(NFIP).
DATE The period for comment will
be ninety (90) days followtng the
second publication of this proposed
rule in a newspaper of local circulation
in the above-named community.

ADDRESS: Maps and other informat-
ion showing the detailed outltnes of
the flood-prone are= and the pro.
posed base (100-year) flood elevations
are avaflable for review at the City
Hall, 561 West 18th Street, Merced,
CaUf. Send comments to Mr. Allann
Schell, City Manager, City of Merced,
P.O. Box 2068, Merced, Calif. 95340.

FOR FURTHER INF0RhL4TION
CONTACT

Mr. Richard IMrnm, Assistant Ad-
minktrator, Office of Flood IruNM.
ante, Room 5270, 451 Seventh Street
SW., WasMr@oQ D.C. 20410, 202-
755-5581 or toll-free line 800424-
8872,

s~pLEkfENTARY INT’ORMATION
The Federal Insurance Admirdstrator
gives “notice of the proposed deterrol.
nations of base (100-year) flood eleva-
tions for the city of Merce4 Calif., in
accordance with section 110 of the
Flood Dtsaster Protection Act of 1973
(Pub. L 93-234), 87 Stat. 980, which
added section 1363 to the National
Flood Insurance Act of 1968 (Title
XIII of the Houstng and Urban Devel-
opment Act of 1968 (Pub. L 90448)),
42 U.S.C. 40014128, and 24 CFR
1917.4(a).

These elevations, together with the
flood platn management measures re-
@red by ~ 1910.3 of the program reg-
ulations, are the minfmum that are re-
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FDA are determined to be tie secrets
umder # :.61 FDA k Prcdudd f~ @-
“clcdkg these data and lnfomoatbn. If
the data tmd trtformatlon fdmUfY a bl~
equivalence Prc+kn, however, ProktJon
of the publlc health rem@s ~A to ake
regulatory action to re3nedY the rmob-
Iem The Comrntssloner bdievcq it te trt-
conststent wtti due PMCSSS @ L3sue a
proposed bioequlvalence =@rement on
the tiis of ‘“secret data and tnforma-
tton” that interested pemoms ran neither
see nor comment usmn. Therefore, FDA
wtll release a surtvmam of these data and
information (see Panf.grwh 47) at the
the a Prwc+sed bloequivalence require-
ment Is pubtlshed fn the 3?SOSRS.LRecra-
rsu, The Commlssloner cuncludes that
the cornfnerit’s proposal to delay flnaltz-
tng these regulations for ftultwr consid-
eration of the proceduml question ts lrr-
conststent with the pubflc lntcr=t. The
Comrntsrdoner, however, fnvites any in- -
terested person to submit a petition Pro-
P@m! a clmwe h these regulatlofu to
prohlblt the dlschure of analytical
methcds to determine bioequlvafence.
The COmrn@sloner afao requesti that
&mgress reconsider whether an.Ysdety
and tieCttVSTW3S data, fxtchedtrw blo-
eqtdvalenee data and methodology.
should be treated M bade secrets.

OLD DauG MorvocaAPEs”

50. One comment fmcet-dw mwosed
\ 320.3(0) (now S 320.60) stated that it k
assumed that the yet-to-be-formaltsed
old drug fnonorIrWh comcePt wUI Include
a bbequlvalence requirement for such
monographexf drug.

The Commtssloner sdh that, one of
the approaches to old dntg monotmphs
now under comdderatlon trr FDA would
provide that, tf an old drug monommh la
established for a drug Product for which
a blttequivalence requirement hav been
es.tabltshed, the mortog’mph will tnclude
a requirement for bioequlvalence kttng.

~R3CETINC PWODVCTST3zAT DO NOT
Nsrr AK IN VITRO STANDARD

51. several commen~ rega- Pm
posed 5 320.3(P) (now 1 320.61) ques-
tioned why a manuhctum.r whose Pro-
duct dces not meet an in vitro bloequiva-
lence standatxt mmt. tn tteu of reformu-
lation @ meet the standard, dernomitrate
that hts product Lvbio~vallable by tn VIVO
te&.trrg of three rxmsccuUve batches of
the drug product. Thc comments noted
that one lot testlrt~ L3aprarentiy satis-
factory if the product fneet.v tAe in vitro
bloequivdencc stmd~rcl, whfle tn VIVO
tasttng ts speciftc, sbsolutc. and repre-
sents the pnmnry st-mdard of bloavati -
ablllty: therefore. the comments sugcest-
ed that trt VIVOtcsbng be rcqutk-ed for
only one batch.

The Cornmksloncr k Of tic OP~on

thatin VIVOtesthg of a sln.gle bztch of
a drug product that frdls to meet an trk
vttro bioequlvalcncc shndtwd cst.sbltshcd
through cormtatlon vrlth In vlvo data ts
not sticlent to assure bntzh-to-batch
uniformity. Therefore. U a dru D~uct
does not meet an h Yltro bloequivafence
standard. the rrumufactumr has the oP-
tfon of either mfofmfk.lsUng the product

RULES AND REGULATIONS

to meet the standard or %tlrtg three
cmsecutlve batches kn V4V0to demon-
strate btomulvalence and batch-to-batch
urdfonnity. The option for tn vtvo texting
WSS trrcluded tn ProP03-d 5 32&3(P) be-
cause the Commisioncr recognizes that,
occasionally, a drug product that fails to
meet an in vttro blocqulvalence standard
wtll nontheles-s be shown to be bioequiva-
lent when tested tn vivo. This ts because
the tn vitro bioequivatencc st.mdard ts
designed ta Identify and screen out all
batches that may not be bloerttdvafent.
Ifs selecting the standard, FDA must, if
necessary for protection of the public
health, err in favor of a standard thnt
mtty result in the fai3ing of a few batches
that are lakr shown to be bioequlvaleut
when tested in vivo rather than a stnnd -
ard that maY result in the passfng of a
few batches that am shown not to be bio-
equlvalent when tested in vtvo. l%e Com-
mlssloner advkes that premed s 320.3
(1) (now’# 320.56) requires that U a blo-
eqrdvnlence requirement SPCCtfk an tn
vitrw bloequivalence standard, the mrmu-
facturer shall conduct the test on a sarn -
pIe of each batch to asvure batch-to-
batch uniformity. Tlms, one lot testtng
Ls not satfsfackmy if the bloexndvrdance
requirement ts an in vttro bloequfvalence
tvt4LrkdfLrd.

13e@remeM.3for in vtvo testtrw of a
drug product not meeting an tn vttro bio-
eqrdvalence standard propcsed tn f 320.3
(p) have been revised for clartty and m-e
in 3320.61 of the final regulations.

The Cornmiasloner hav carefully ron-
sldered the envtronmentd effects of the
regulations and, because the action wi.ff
not skntflcarttly af!ect the qualtty of the
humanenvironment,h= concluded that
an environmental tmpact statement is
not required. The Camml.sstoner has also
carefully cm.siderd the inftaUon im-
pact of the-regulations as requtred by
Executive Order 11821, OMB Circutar A-
107. and Guidelines issued by the De-
partment of Health. Educattoru and
Welfare, and no major tnffation bnpact
has been found. Copies of FDA environ-
mental and tnftatJon tmpact -esments
are on ffle wtth the Heartng Clerk. Fwd
and Drug Admtnistratton.

Therefore, under the Federal Food.
Drug, and Cosmetic Act (sees. 201(P),
502, 505, 701(a), 52 Stat. 1041-1042 =
amended, 1050-1053 as amended, 1055
(21 U.S.C. 321(P), 352, 355, 371(a) ) and
under authority delegated to the Com-
missioner (21 CFR 5.1) (rccodfficatton
published tn the PSDERAL IUGISTER of
June 15, 1976 (41 FR 24262)), Chapter I
of Title 21 of the Code of Federal Rcg-
ulntlons IS amended u follows:

1, In Part 314:
a. BY adding to ! 314.111 new pRrn -

graph (a) (8) ta read M follows:

~ 314.111 Rcfllwl 40 nppmyc Ihc Npl)li-

cation.

“(a)~co
(6) The applicant frills to submit blo-

availabtlity or bloequivrdcnce datn rc-

Qulred under Part 320 of this chripter.
● ● ● e *

b. BY sddhtg tn ! 314.115 new Pnra-
graph (c) (5) W mad M fotfows:

$
~ 31$.115 Withdrawal of appm, af Of~

application. ..
, . . *

(C)*** ●<...
(S) That the appllcant has fati~ ~

submit bioavailability or bioeq~ra]em
data requuwd under Part 320 of ~

chapter.

. . . . .

2, By adding new Part 320 cons%

at this time Of Subparts A and c ~
read as follows:

Subparl ~enet~l Prou, wo. s .
S&
3201 Deflnltloru

Subpart S-l Recerv,dj

Subpart C—BmequivaleM Rtquire.w.t%

320’.50
230.51

930.52

S30.S3

320.54

32C.55

320 5s

920.57

320 ;8

no 59

320.S0

3206 I

320.62

Purpr23e.
ProrxXluw for esto!ish,llg ~

amending n Mocqulreleuw IV
qulrernent.

Crlterts snd evtdence ta esmbl!.sb ,
bloequlvslence requirement,

~’PnkOf M3rqulvalenca requIm

C0ntent4 of s petition to &5?abl L.h I
bloequlvalencm requirement

R-equlremenra far batch tr.stll~ w
CertfflUtlOU b~ the Pox nnd DrG
Adminlstratfon,

RequkemenLs for in VII m te.tlng c
each bntch.

Requirements foc the c.m,d”,c of t.
VIVO blosqulvnlence test,[,g,nh“
—

ReqUireUIenL5 for rw.rkctlng n dru
prwtuct sub]ect & a b!oequiv~lenc
requlmmcnt.

Bloequtv@Jerrce requfreme”ls b&=+
on d~ta voluntx.rlly submitted

Bloequfvderrce requirements for t
drug prutuct subject to aa oh
drug monograpk

RequLremcnr4 for tn VIVO Lmting of ~
drug prduct not meeting wr 1.
vitro blwqulwlence swn.inrd.

Requfrementi for nwntensncc o
records of bloeqrd?blence testing

AwrHoarrr: SecS. 201(P), 502. 505. 701(8)
52 Stat. 1041-1042 M tmended. IfK&IO. S3 e.
amended, 1056 (21 U.S.C. 321(p I. 352, 8S:
371ta) ) , untm otherwtso noted.

Subpsrt A-Cienersl Provisions

$320.1 Dcfiniliosm
(a) [Reservdl
(b) “Drug product” nl~~ n fillishb

dosage form. e.g.. tablet, capsutc, or SOIU

tlon, that contalrts the active drug ~
grcdient, generally, but not necc.<vtrib

in association wtth tnactive ingrcd]cnf-:

(c) ‘lPh&r-rnaceutlcal equivalcnf$
me~fM ctrug Products th~t contain Mcnti
cd ~OuntS Of the Identical actlvc dru,
ingredient, i.e., the mm-w.wt or c.ter 0
the same thempeutic moiety, in irtrntic.~
dosage forms, but not nccc.ssanly con
trdnlng the same inactive In.gmdicnf$
rmd thnt meet tlie ident)cal compcndl~

or other appllcnble stm~rlnrd of idclltIt}

strength, qunllty, s:ld purity, incli]dln;
PO@ncY and, where applicable, crmten”
unlforfnlty, dlstnt.egration tunes aIld/0:
dlxolution mtes.

(d). “Phannsceutlca4 ~tcrnttti~c~”
means dtug products that contain ~(
ldcntical UterspeuUc moiety. or It-s Pm
cursor. but not n-a.rlty tn Urc s~’
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Oi& approved new drug applkx.km or
iaidan~aindlar, orrelatdiasucb ●

dl-& l)mti-uctoan INDShallbesubmitted

(1) A kg]e dose study h normal sub-
Jede or wtients where the dose exceeds
that 8DCCMM In the lakllng of the drug
~UCt which is tie subject of an
@proved new drug appllcaUon.

(ii) A 6t&ldy-ShtC study in pattents
where the dose exceeds that speclikd in
the labeling of the drug product which is
the subject of an approved new drug
appUcation .

(iii) “A skdY-shte study ~ no-

subjects whether or not the dase exceeds
that specified in the labeling of the dmg
Imciuct whkh ls the subject of an
-Proved new drug Sppllcatton.

(3) The provtskms of \ 312.1 of tbk -
chapter are atiplicable to any bloavaila-
blIlty study conducted under an INXl.
Written informed consent is requhed
pursuant to S 910.102 of this chapter.

(f) General Inqulrles reiatlng to in
VIVO bioavaliabtllty requirements -and
methodology shafl be submitted to the
Pood =d Drug AdrninLstraLion, Bureau
of Drugs, Division of Biophamnaceutics
(HF’B520), 6600 Ftahem hne, Rockville.
MD 20852.

~te&ed “pHSOm may, on orbefOre
August 4, 1875, submit to the Hearing
Clerk Fbod and Drug Administration,
Rm. 4-6S, 5600 F1.sbens Lane, RocMll&
KD 20852, written comments regaNHu
thiaproposd. oommentaahaub~ti
quintupiicate and shall be identined with
tho Hearing Clerk dtiet n- fo~d
in the document headtng. Received com-
Ini3M may be seen El fhe above oSic4
durlI13 Worklnit hours, Monday through
Prldayo .,

Dated: June 13, 1975.

AM. S&Mm, ‘
v Commissioner of Food and Drugs.
lFR Doc.7&15966 Filed &19-7$0:45 am?

[21 CFR Paris 314 and 320]
.. ..

.. . “.... . [~$et No. 76N-OOSO] -

- PROCEOURE8FoR ESTABLi8iilNG A
BIOEQUIVALENCE REQUIREMENT

Notice of Pr@osad Rule Making

‘l’he Commissioner of Food and Drugs
la proposing procedures for establishing
a bioeqpivalence requircmsmt when there
is evidence Iht drug products containing
the same Ihempeutic moieti and in-
tended ta be wed interchangeably for
the same therapeutic effect pm not or
may not be bloequivalen~ The Commis-
sioner alsb proposw -to define c-
terms relating .to bioequivalence. In addi-
tion. the Commissioner proposa to
arnemd the regulations to specify that
failure to submlk required bloavatlabjlity
.or bbequivsdence data shall be reswn for

- refusal to approvg or .to withdrew ap-
= DfiVd Of, a new “drug applicatkui

~krmkd persons kve U~ A- &
,1975, to submit comments.

: In the FkoraM. REGrSIZS of Jwmary 5,
1973 (38 FR 865), the Corornkioner pro-
XWS@re#laUons regarding bioavailabil-

. itw requkrnents for preacrtpttan chugs.

FEDERAL

‘i. l.. .#.

- ‘PROPOSED -WLES

StncethatUme, th&thsubeen8great
dad of discussion in the hod and Drug
AdminMratJoq ~ UM dIW b-
dustry, and medical asd acienMc cml-
mudtiea regamihg evidence that certain
- ~UC@ w~d m ~tided to be
used interchangeably for the same them-
xutlc eiYec&have smxiuced clinically
Iqmt4mt and mewmmble dilYerencea in
the therapeu~c ef&L and that tbaae
d.tffemnces were the mault of dlfferenws
in the bioavailabilMy of these dmg
produca

Sines the Januam 5, 1873 5mxMssL
there have been numawue reIMrts, sym-
pmla, and Jublgas from acsidemic
institutions, ‘ professional
groups such as the Ac&emy of Phar-
maceutical Sclen-, and organiratlons
such m the National Academy of Sci-
enw and the World HeM.b Organiza-
tion ddlng with the Subject of drug
bioavaikbillty. The FYwd and Drug Ad-
mlnlstration has Participated in SW-
sympos!a and meetings, some of which
were cospomored by the Agency, deal-
lng with the subject of bioavailability of
new drugs. old dm and antibiotics.
Ffom such meetings and discussions
have evolved the d.sftnitiom of problems
and procedurw for their solutions pr-
oposed in this document. These defini-
tionsand concepts have been shared
with the Drug Bioequlvalence Stu*
panel, the Bloequivalerm Task INme of
the Academy of PhsumaceutlcaI &l-
HICe!l, and biophmnaceu tie experts and
have been included in congr-ional tes-
timony and speeches.

Beginn@ on April 12, 1874, the Drug
BioequivSience PaneJ formed by the
congress of the Vnitaci States, C@ce of
Technology Asswsment (OTA), Mgan
to examfne the relationshbs behveen the
chemical and therapeutic ‘eauivaknce of
dmg products and to asa&cs the aqxibil-
Iw of current technology--short of
therapeutic trials in man-to determine
whether drug products with the same
p~SiCEd and

7!
em.ical composition

Produce comparab e therapeutic effects.
On July 15, 1974, W OTA released the
~d’s COIl@@OM Wd mCaUMXICiSUOZM
in a report entitled ‘Z)rug Bioequiw
Itxme.” Among the conclusions and rec-
ommcmdations contained In the repd
were the fonowing: ,

1. Current standarde and regulatory
pIUCttIXS do not mmxe bloequivalence
of drug prmluck. -

2. Variations in the bloavailability of
drug products have been recognised as
reapansible for a few therapeutic fsdl-
urea. It IS probable that other therapeu-
tic failures (or toxicity) of a similar ori-
gin have e9caped recognition.

3. Most of the analytical meikxiolosy
and experimental procedures for the
conduct of bloavailabftity studies in mm
are available. AddXlonal work may be
required to develop means of appWng
them toc.erta!nd rugsandtoapeciai
situations of dnlg use,

4. It IS neither feasible ncir desimhle
that studies of btoavailability be con-
ducted for aU drugs or drug products,
Certatn -es of drugs for which evi-
dence of bloequivalence is critical

..., . . . .

should be identilled. Selactton of th&
clasamahould be based ondtnidb-
Portanoe, mtio of therapeutic to Umc
cxmcexitratiori h blood, and certain
-CmJtical Chm’aCIm’lsua

5. Additional re+mamh aimed at im-
proving the assessment and prediction of
bloeqoivalemca fs needed. This ruearch
should include ei?orta 10 develop in vitro
tats or animal models that will be valid

.gwedlctors of bioavallabtlity in man. -
T%e Carnmissioner recognises that the

January t!, 1972 pmpmal attempted to eet
forth general requirements not only for
cietumining the bkmvailabillty of a sin.
gle drug pmxiuct but also for determhl.~
tng the cmmpamble b!oavailabi.lity (i.e.,
bloequivalence) of *O or mofe drug.
prwlncts. He is now of the optnkm that
amsideratton of distinctly different Is.”
SUM (Le., bioavailabfllti and bio-.,
lence) under the broad general headtng
of %ioavatlabfflty problems” will cause
unnecessary confusion and controvergg,
if dontinned in the future. Therefore WO i
aqmrate regulations are now b@ng D*
posed, \ 320.2 Mating to bioavailahilf~
and \ 3203 relating. to bioequ!valenc~ ;
Because theee regulations have been
changed substantially from the Jauu-
S1’y 5, lg73 DIW&, both iU’C &?bl# ,
offered at tie present time as new pro-
Pas&for cornmenk

me Commisaloner is of the ODlniOrI-
that the term “bIoavaUab~&$ should be
defined as we rate and extent to which .,
the .therapeutlc moleb IS absorbed and
becomes avaflable to the site of* ~- .
tion usnsdly M estimated by its. Concen-
tIwtioiIS in&@ fioida, rzate of excretion,
or acute pharmacrjoglcal effect A deter-
mination of the bioav@lability of any
drug DrodUct requires in Vivo testing. Th6
Oommisaloner agrees with the conclusion
Of the OTA ~g Bk)ei@val~u Study ‘
Panel that most of the analytical ma.
odology and erperirnentil Pnxedureu for
the ~duct of bioawailabiliti studka ill 1
man are availab!e, except that additional
work rnqy be required to develop meane
of applying’ them to certain tig prod.
UCtSand apeclal simationa of dmg UIR
Etswkre in this issoe of the l%xau’.
~, the ConUdsI#Qner la propo@g
~~o= dw.,the tam bioavaUa-
bility, defintng the Purpases of bloavaiW.
bility studies, establishing methods and
procedures for in VIVOtesting to deter;.
mine the bloavailabfll~ of dmg produc~

y.nd”rquiring specific bloavailabiliti dab
in new drug application and in supple.
ment4 to ISPProvednew drng applidions.
if the auppiermjnt concerns s+signitlcrmt

- change in prc@uct formtition and b
vitro m are not lnmlc!ent to aqxre -
the bioavrdlability of the reformulated
DrOdllC~ .,-——————....
- pe Commission-& tikoJs of the oDin-

IOn that the Dmceduree set forth. in the I
Jsnoary 6, 1973 proposal for identifying
- Products w~a need data to Show..
that they are Compan%ble in bioavaiia:
biIity to other drag xmoducts whi~ are .
intended to be used Intachmgeably; i
and $be methods for defermhtn 6 such,
bioetivalence, need to ~ ‘@SOd and
mwa=d’, as a aemraie remktim
Therefore. the Commidonm now prch

REGIS7ELVOL 40, NO. 12MRIOAY, jUNE 20, 197S
–,



. .. .. . ..-. .

POIJeS rU@BuOMto deftne carhtnti
relatlng to bloewdvalenca, eeUortb crl-
terla to be UBed @ ldentlfy apectflo @
nroducta for which a bloeaulva)esw m-

& A current tn & ‘u (uauauyh
dissolution mite test) not correlated wtth
In VIVOdmt& by a method wedtled by
the Food and Dmg Adm.fnlstmtlon, in
whlcb the drug product ts compared with

.. .. . .. . . .. . . . .. . .. .
....’.!.. :’ ..+ ., .-

JI~oposED RULES’-.”””‘ :’::-;’; ‘.-’‘ ‘.:,,”; ;: - :7 .~l+;”.;
., ..

aienotonlythitbloequliak)nce’of (it!-’” ““
ferent dnsg mduots W abo batch-to-

iulrernent ~hould be es@liahe4 mid
set forth rmcedures which the Food ‘ a reference mnterial, or

b. An in vitro bioewulvalence akdardand Dfi kdmlnlstratlon will follow In
establkhing B bioequlvalenm re@dlw-
ment for spectflc drug products or
clames of drug products.

The Commissioner proposx?s to define
certain terms as follows:”

1, “Drug product” means 8 finished
dosage form (e.g., tablet, CtUXUle, sOhl-
tion, etc. that contains the active drug
ingredient generally, but not necessarily,
in association with inactive insredlemts.

2. “Phannaceutlcrd equh’alenta”
means drug products that contain iden-
tical amounts of the “ldent.icsd active
drug ingredient (i.e., the same salt or
ester of the same therapeutic mo}ety)
In ldentlcal dosage forms (but not neo-
easarlly containing the same Inactive ln-
gred.lents) and that meet the identical
compendia or other applicable stand-
ard of ldentlty, strength, uuaUtY, and
purity, includlng potency aqd, where ap-
plicable, content untformitw, disinteera-
tlon.times and/or dissolution rate.% Ex-
amples of pharmaceutical efasdva@ta
are two different brands of tetmcYcl$O
hydrochloride capsules, each contig
250 mg of tetracycline hydrochloride.

3. ‘Tharmaceutlcal .gdtemattvea”
means dmg ‘products that cent.aln the
identkal therapeutic moiety (or Ha pre-
cursor), but not necessarily in the same
amount or dosage form, or as the same
salt or ester. Each such drug prod-
uct ind.lvidually meets either the iden-
tical or Its own respective coxnpendial
or other applkable standard of jdentity
strength, quallty, and purity, bxIud@
potency anu where applicable, cantint
unlformlty, dislnteg-rat.ion thnes, and/or
dissolution rates.. Examples of pharma-
ceutical alternatives are tetracycline hy-
drochloride capsulea and tetracycline
phosphate capsules, the latter contain-
ing an amount of tetracycline equiva-
lent to that fn 250 m!ll@rams of tetra-
cycline hydrochloride.

4. “Blativalent - drug Producta”
means pharmaceutical equfvahmte or
pharmaceutical altematlvea whose rate
and extent of absorption do not show a
statistically signlftcant difference. when
administered at the same molar dose O!
the therapeutic moiety under sl.mllar ex-
perimental conditions (either single doea
or rnultlple dose). Some pharmaceutical
equiv4ants or pharmaceutical alterna-
thw may be Mu.ivalent in the extent of
their absorption but not in their rate of
absorption and yet may be considered
bioequivalent because Huch differaices in
raw of absorption may be considered
medically inslgrdfkant for the P@CU-
Iar drug products studje+ , .,

5. “Bloequtvalanw re(ndrement”
means a requirement, Imposed by the
Food and Drug Admirdatration for in”
vitro red/or !n Vivo teStinR of ED12chl
drug productG, ‘which wiR ‘bt-r&Ified
of all manufacturers as a condition of
marketing. The
the f ollowlng:

requirement cms!sts of

FEDERAL

which has been corr~ated with in VIVO
dat8 on bioavallabillty, and

C. Where so specli%xl, = in VIVOblo-
avallabillty teat. Such in VIVObloavail-
ablllty testing will ordinarily be rewired
whenever methodology Is available to
conduct the studY by the most senaltlve
approaches available and there is docu:
mented evidence that the parttcukr,d~
has a strong potential for Iacklng bio-
availabll!ty or is a so-called “crltlcd
dose” drug or 1s nmssar’y for the treat-
ment or prevention of a serious dlseaae or
condltlon. The reference material will be
a drnllar dosage form which is the sub-
ject of an ammoved new dmg applicat-
ion or another material specified by the
Food and Drug Adminktratlon (e.g., the
active ingredient in- solution or suspen-
sion). ‘

The Comrnkloner Proposos Prooed&Es
to deal with bioequivakmce problems
tlmt arise when pharmaceutical equiva-
lents or pharmaceutical alternatives, ad-
ministered at the same molar dose of
the same therapeutic moiety and in-
tended to be used Inter* angeably for
the same therapeutic effect are not or
maY not be bioequivalent drug products.
Such a prohem implies that the existing
in vitro standards for the dnsg are not
adequate to assure that the products
meeting time standards are bioequiva-
lent anwor the drug hi not appropriately
labeled to rellect its bioavatlabIllty char.
actertstlca. There are specific drug prod-
ucts (i.e., pharmaceutical altematlvea)
that meet all. applicable in vitro stend-
ards, are labeled to be used interchange-
ably at the same molar dose, and for
which the Food arid Drug Admlrdstra-
ticm has evidence of lack of bloeq-idva.
lence when cmnparlson la made to an
appropriate reference material. Such dif-
ferences suggest the need for Epeclflc
dosage recommendations wntior dlUer-
encwt in medical usa Further examina-
tion of each specific example may reveal
that the !n vitro standards are appropri-
ate to optlmlz.e the absorption of the
therapeutic m.~iety, but that the drug’s
Iabellng maybe rnisleadt.ng to the msdl-
cd profslon in that it does not ap.
proprlately reilect the pharmacoklnetic
properties of the drug. ‘Ibe aohstlon in
such csues is to require in vivo btoavall-
abllity studlea only l! needed to deter-
mine the degree of drug absorption and
to relabel the drug whenever medically
feasible (i.e., whenever the label can be
reasonably understood and not be mk+
leadlng) b refleot its pharmacoklnetic
characteristlca. -

The Cmnm&doner is of thb opfxdon
that $3ffO!”teshould be shade to develop
in vitro teste that will be valld predlot.@a
of bloequlvrderm.’ He bdieves that the
aolutlon to a bloequivalence problem is
to develop an in vitro bioequtvalence
standard and/or alter the label!ng when
medically appropriate and fea.slble. An
In viti bioewdvhlence standard will as-

bakih unlfcmnl~ of the sune drug pmd-
“u& However, where an in vitro bto-
equhknoe stxxlarti does not extsL “an
interim ‘ilutlon a where practicable, .
(l).tnvttmt cdngabneu slnga ourrent -
method epecMedbythe mod and DnuT
A~ @or (2) a mquhe-”
ment for In vtvo hlmm.llabfllty testtng.
This ~ requhwment should be llD-
Posed only. until an in vitro bloequiva-
lence standard la available.

The ~10~ =cd=s’ t~t a
few blot@val~nce profkns have been
noted in the past and others may borne -
apparent in the future. However, lie be-
lleves that relatively few of th~ CUE -
rently marketed chug produots meeting
current ‘ln vttro standards and current ..
good manufacturing practices will b
found to have medically significant blo-
m’uhmlence problems. For this reaeon,
he doe+snot beUeve that it ls ne#ssary
or h this publlc interest to undertake
the task of deve.loptng new in vitro bb-
equivalence standards for all drug prod- .
ucts. The procedures being propoeed by
the CcxnrnMoner are intended to lden-

. WY bioequh’s.lence Problems lnvoh’hg .
cummtly marketed drug products and
to develop adequate in vitro bloe@va-
lence standards for these drug produck “.

The CQmmlasloneT la of tihe opinion
that it la neither nece2sam nor feasible’
to require in VIVObloavallabiliw te$tlng
of all drug products which WW3 evalu- ;:

“a~ 0s deotive under the drug et21cacy ,
study. m- many such drug :prod*

such tenting would hwolve human rbk
and would be a waste of human .wources
with Mile benetlt to the publio health.
Furthermcn, “the CommSsskmer is of the
opinion tk~ for many drug SMWCIuctd, “
Meuaeof acurrent invttrobeatcom-
parln8 the d-w moduct to a reference ---
materlal may be adequate @ assure the
quallty and unlfondty of drug Products
which are Mended to be used inter-
changmhly as well - all kdchee of the
same drug produck

The procedures in Pr6&sed j“3i20.i es—-”
t.ablish a, mechanism for determining -
that a MOeQuivalence problem ex!ste that -
requires the’ impoaitlon cd 41),6 csu+ent
lnvltroteetan& lnsomem, aqufre-
mat for in vivo bioavailabtlity te$ttng or.
(~). an in VitrO bkautvahnce stSrsdard.
The proposed regulatloii”also providti for “
aliwndment of the muuirgroent for in ..:
vlvo bloavafldlitj testing and/or @
vitro testing ualng a c~nt test .speclfled
by the Food and Drug Admln!atr@ion .,
when an In vitro biqquivalq”ie stand~d
laeatabkhed.-,. ~ .,- ,.”. .;.,.,:. .- “

Section 320.3 “Ma forth the, facb”k,’
among othen% which wlU be considered
by the. ~ommldoner in dete-g..
whetherz,a bioeiquivalenu requirement .. .
@odd be @abliah@ for pharmaceutical .-

- equivalents ol pharmwxmtlcal. altergfi- ~ .
tlves that ‘Kfe..labeled to be ~ati ..’.’

,tit the swne molar dose of the mine’ .,..
thdra@eut.Ic moieti and era’ Mended to,’.’-
be “used interchangeably for the same. Y.
therapeutic effect These factors are as
follows :

~cal tri ;r’:ntiu: ‘ob;e;’::oM -“:; “-~::
L Evldenti frbm- weIj-tihtml16d clin-”” -, .’

. .,
.. ,-. -.
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5314.1 Title 21 —Food and Drugs

of the tl.nished dosage form, regardless of
whether they undergo chemlcai change or
are removed in the process. Each substance
should be identified OFlta established name,
if my, or complete chemical name, USCW
structural formulm when necessary for spe-
cific identification. If any proprietary prep-
aration is used as a component, the proprie-
tary name should be followed by a complete
quantitative statement of composition. Rea-
sonable alternatives for any listed substance
may be specified.

7. A full statement of the composition or
the drug. The statement shall set forth the
name and sunount of each ingredimt,
whether active or not, contained in a stated
qurmtity of the drug in the fmm in whkh
it is to be distributed (for example, amount
per tablet or per milliliter) and a batch
formula representative of that to be em-
ployed for tbe manufacture of the finished
dosage form. All components ahoufd be in-
cluded in the batch formuta regardless ot
whether they appear in the finished product,
AXLy calculated exces+ of an ingredient over
the label declamation should be designated
as eucb and percent excess shown. Rasaon -
able variations may be specified.

8. A /ull description 01 the methods wed
ln, and the @cilities and controb wed /or,
the manufacture, processing, and packing of
the drug. Included in this description
should be fuii information with respect W
any new-drug substance and to the new-
drug dosage form, as follows, in sufficient
detail to permit evaluation of the adequacy
of the described methods of manufacture
processing, and packing and the described
facilities and controis to detersnlne mad pre-
serve the identity, strength, quality, and
purity of the drug:

a. A description of the physical facilities
including butiding end equipment used in
manufacturing, processing, packaging, label-

ing, storage, and control operations.
b. A description of the qualifications, in.

eluding educational background and experi-
ence, of the technical and professional per.
sonnel who me responat ble for &seuring that
the drug has the safety. ldentlty, strength
quality, anti purity it purports or is repre-
sented to possess, and a statement of their
responsibilities.

c. The methcds used tn the synthesis, ex-
traction, isolation, or puriftcatim of any

new-drug substance. ‘When the speciti-

tions and controls applied to fiuch sutice
are inadequate in themselve6 to deterrnltw
ik ldentlty, 6tren@h, quallty, and prsrtty
the methods should be described in suiTicient
detail, including quantities used, times, tem-
peratures, pH. solvents, etc., to determine

these chmacteristics. Alternative methods

or variatiom in methods wtthln reaaonsble
limtts that do not affect such characteristics
of the substanw mny be specitled.

d. Precautions to assure proper identity.

strength, quallty, and purity of the rau’ ma-
terials, whether active or not. including the

specifications for acceptance and methods ox
testing for each lot of raw material.

e. Whether or not each lot of raw mate-
rials 1s gi~en a serial Eumber to identify iL
and the use made of such numbers in subse-
quent plant operations.

f. If the applicant does not himse!f per-
form all the manufacturing, processing
packaging, labeling, and control operatlom
for any new-drug substance or the new-drug
dosage form. his statement identifying each
pemm who will perform any pnrt of such
operations and designating the part: and ~
atgued statement from each such person
fully describing, directly or by reference, the
methods. facilities, and controls in his part
of the operation.

g. Method of preparation of the master
fomou.ta records and individual batch rec-
ords and manner in which these records are
used.

h. The instructions used In the manufac-
turing,processing. packaging, and labeling of
oacb dosage form of the new drug. including
any special precautions observed in the op-
emtiona<

i. Adequate information with respect to
the characteristics of and the test methods
employed for the container. closure, or other
component parts of the drug package to
ssure their suitability for the Intended use

j. Number of individuals checking weight
or volume of each individual ingredient en-
tertng into each batch of the drug.

k. Whether or not the total weight or vol-
ume of each batch is determined at any stage
of the manufacturing process subsequent to
making up a batch according to the formuio
card and, if so. at what stage and by whom
it is done.

L Precautions to check the actual package
yield produced from a batch of the drug
wtth the theoretical yield. This should in-
clude a description of the mcountlng for such
lterna as discards, breakage, etc., and the
crlterta used in accepting or rejecting
batches of drugs in the event of an un-
explained discrepancy.

m. PrecautlorU to assure thnt each lot
of the drug is psckaged vdth the proper label
and labeling. tncludlng pro~lslons for label -
ing storage and lnventcry control.

n. The analytical controls used during tho
VSJ1OUSstages of the manufacturing process-
ing, packaging, and Iabellng of the drug, in-

cluding a detailed description of the collec-
tion of samples and the analytical procedures

to which they are subjected. The analytical
procedures should be capnble of determlnlrsg
the active components vrlthln a reasonable
degree of accumcy and of assuring the ldcn-

tity of such componenw. If the art!cle !s one
that is represented to be sterile, the 8ame
information with rcgnrd to the manufac-

turing, proce=lng. packaging. and the col-
lection of samples of the drug should be

given for 6terlllty controls. Include the
a~dards used for acceptance of each lot
of the tinlsbed drug.

90
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(iv) Identify each front cover with the
name of the applicant and the name of
the drug.

(v) Use separate pages or sets of pages
for each numbered heading, Items 1
through 12, of the new-drug aPPllCXiOn
Form FB356H. Arrange the wrta as de-
scribed under paragraph (e) (1) (vii) and
(viii) of this section. Number the
pages of the new-drug application and
include a table of contents. Each COPY
shoufd bear the same Page number’hg,
except that copies No, 2 and No. 3 will
not include the page numbers used for
the individual clirdcaf c=e reports and
copy No. 3 will not fnclude the page
numbers used for the forms FT3-1639.

(vI) The labeling should be dtatributed
in three copies of the application M
follows: TWO sets of labeling in COPY No.
1, one setin COPY No. 2, and one set in
COPY No. 3; lf the labeling is in printed
form,, the rematntng ejght aeki should be
subrrutted unbound.

(vii) Arrange the separate numbered
items of a multivolume application
(items 1 through 12 of l%nn FD-356H)
in the following sequence. A new volume
should be started for each of the fol-
lowing parts mfwked with an aaterlsk,
and within each part as many voluxrms
should be used as are needed to limit
each volume to not more than 2 tnches
tn thlcknesa:
● Cover letter, U any atgned Form FD-356H;

itetne 1 through 7 of the Form FIX356H,
● Wufacturlng and earnple infonnatton

(ltems8 and 9).
“ Animal, tixlcologtcal, mlcroblologtcat, ~nd

in vttro data (lt.?m 1P).
● Llat of Lnvestlgatarx; clinical M.formation

other th MI lndlvldual caae repo~ ( It.emn
11 and 12).

“ Formn F&l 639, Drug Experience Report, to
be included In a separate volume in copy
No. 1 and copy No. 2 only: cover of volume
to be marked “’FD-1639° (item 12d).

“ I.mUvldual cllnlcal we reportd, to be tn -
cluded in copy No. 1 only (!tem 12).

(vW) Number each volume tn the
lower right-hand comer. Start with the
number 1.1 and continue with 1.2, 1.3, 1.4,
etc., as needed, until sJI volumes have
been identified as 1.-.. Copies No, 1, No.
2, and No. 3 should bear the identical
volume numbers, except that the volumes
of tnd!vidual cltrdcal case repor@ wtll be
omitted from copies No. 2 and No. 3 and
the volumes of forms FD-1639 will be
omitted from copy No. 3.

(ix ) Submit separate applications for
each different dosage form of the dmg
ProPosed. It is not necessary to repeat in

each application basic reformation Perti-
nent to all d~sage forms If reference Is
made to the apphcatlon con Laming such
information. Include m each apphcatlon
mformatlon applicable Lo the SPeClflc
dosage form, such as Iabelms, comAPo-
sitlon, stabl!iLy data, and method of
manufacture.

(x) Forward amendments, sup2le-
ments, repor~. and other correspondence
submitted after the orlg:nal aPPllcatlon
m these folders and Chls format lf they
contain sutilclenl material

The front cover of these submissions
should be identified with the name of
the appllcan L, L1)ename of the drug, and
the NDA number, if known. Number the
volumes as described In paragraph (e]
[ I \ (viii) of this section, using for each
subsequent submission n higher number
to the left of the decimal point: for ex-
ample, a two-volume amendment sub-
mitted after the original application
would be numbered 2.1 and 2.2. and lf
a one-volume supplement is then sub-
mitted, it would be 3.1. The next sub-
mission might be 4.1, 4.2, through 4.23,
Submissions consisting of only a few
pages will be added to the latest ..--.1
volume and need not be forwarded u a
new volume number.

(2) An incomplete application. or one
that has not been submitted in triplicate,
will be retained but not filed as an ap-
plication pro~’tded for in section 505(b~
of the act. The applicant will be notified
in what respects his application 1S in-

complete.
(f) Abbre?’iated new-drug applica-

tioz~. Such applications shall contain:
( I ) Satisfactory information of the

kinds described in jtems 1 (table of con-
tents). 4 (Iabcl and all other labeling),
5 fR, or OTC statement), and 6 (compo-
nents) of the new-drug rippllcattrm Form
FD-356H. and in lieu of full information
described under items 7 and 8 (composi-
tion and methods, faclllt!es, and con-”
trols ), brief statements that:

(i) Tnclude the composition of the
drug. stating the name and amount of
mch !n~rrrfirnt whether active or not.
rontalned In n stated quantity of the
drug in the form In which It is to be
distributed

(ii ) Idcntlfy the plRcP where the dmg
will be manufactured. processed, pack-
Iwed. nnd lribelrd and the name of th13
supplier of the rwtive ingredient(s).

([i]} Identify Rny person other than
the applicant who performs a part of
those operations and designate the part.

w)
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components which may undergo chemi-
cal change in the manufacture of the
drug and be x)resent in the finished drug
product in a modified form intended to
furn~h~~e ;p:fied activity or effect.

“’inactive ingredient”
means any component other than an
“active ingredient” present in a drug.

(7) The term “materials approval
unit” means any organisational element
having the authority and responsibility
to approve or reject components, in-
process materials, packaging compo-
nents, and final prcxiucta.

(8) The term “strength” means:
(1) The concentration of the dmg

substance (for example, w/w, w ~v, or unit
dose/volume basis) and/or

(ii) The potency, that is, the therapeu-
tic activity of the drug substance as indi-
cated by appropriate laboratory tests or
by adequately developed and controlled
cliniul data (expressed, for example.
fn terms of unitsby reference to a
standard).
(Sees. 601! 701, 52 stat. 1049-1050 as
amended, 1055-1056 as amended (21 U.S.C.
351, 371) ) [40 ?Et 14024, Mar. 27. 1975; 4@

FR 26608, June 24, X975, M amended at 41
FR 11011, Mar. 15, 1976]

PART 211--CURRENT GOOD MANUFAC-
TURING PRACTICE FOR FINISHED
PHARMACEUTICALS

Subpart A-General provisions

sec.

211.1 Ftnlshed pharmaceuticals; manu -
facturing practice.

211.10 Personnel.

Subpati S-Construction and Maintenance of
Facilities and Equipment

211.20 Buildlngs.
211.30 Equipment.

Subpart C-Product Quallty Control

211.40 Production and control procedttrcs
211.42 Compmsents.
211.55 Product containers and tllelr com-

ponents.
211.58 Laboratory controls.

211.60 Stability.
211.62 Expiration dating.

SubpsrS &Packsglng ●nd Labellrrg

211.80 Packaging And labeling.

Subpart E—Records snd Reports

211.101 blaster production and cc!l]trol rec-

ords: batch production and cou.
trol records. ”

211.110 Distribution records.
211.115 Complaint files,

AvrsioxrrY: Sees. 501, 701, 52 S:nt. 104%
106O as amended, 1055-1056 m nnlcnded (21

U.s.c. 951, 971).

souac-c: 40 FR 14025, Mar. ~~, 1~~~, ur.less
otherwise noted.

Subpart A-General Provisions
~ 211.1 Finished pharmssceulic~ l.:man.

ufncturing practice.
(a) The criteria in $$211.20-211.115,

inclusive, shall apply in determining
whether the methods used in. or th~
facilities or controls used for, the manu-
facture, processing, packing, or holding
of a drug conform to or are OPerated OY
administered in conforrnitY with current
good manufacturing Practice to assure
that a drug meets the requirements of
the act as to safety and has the identitt
and strength and meets the qUSi!ltYanc
purity characteristics which it PurPorti
or is represented to possess as requirec
by section 501(8) (2) (B) of the act.

(b) The regulations in this Part Per-
mit the use of precision automatic, me.
chanical, or electronic equipment in th~
production and control of drugs wher
adequate inspection and checking pro
cedures are used to assure Prope:
performance.

~ 211.10 Personnel.
(a) The personnel responsible fc

directing the manufacture and contrc
of the drug shall be adequate in numbe
and background of education, traininl
and experience, or combination thereo
to assure that the drug has the 6afet:
identity, strength, quallty, and Purit
that lt purports to possess. All personn(
shaII have capabilities comrnensurai
with their assigned functions, n thoroug
understanding of the manufacturing [
control operations they perform, tk
necessary training or experience, an
adequate information concerning tl
reason for application of pertinent pn
\lsions of this part to their respecti’
functions.

(b) Any person shown at any tin
(either by medical cwuninat~on or supe
visory obsemation) to have an Bppare:
illness or open lesions that may adverse
affect the safety or quality of drugs sh:
be excluded from direct contact wi
drug products urstiI the condition is co
rected. All ernployeea shall be instruct
to rewrt to supervisory personnel a:
conditions that may have such an a
verse effect on drug products.

Subpart ~onstruction and Maintenar
of Facilities and Equipment

\ 211.20 Buildin us.

Buildings shall be maintained in
clean and orderly manner and shall
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drug products to assure the Moequiva-
lence of these products. This teattng wIU
be done botb h-house- and throu3h
grants and contracts to COSUPetJ5ntuni-
versit y scienti and ?@ex asmrnpriate
investigators. -

11. Several comments objected to
what theY consider to be the tnherent as-
sumption in the proposal &at no pre-
scription drug products eXCePt those
bsted in the preamble have a bloequiv-
alence problem. The comment s~t4d that
PDA hrs failed to pmduc% anY va.ljd
scientific evidence to back w this SS-
sumpt.ion of equivalence.

The Commissioner advises that the
PrOPOSed regulations were not based on
the inherent~assumption that only the
prescription drug productx ltsted in the
preamble have a bioemdvalence problem.
The proposed regulations under 5320.3
~b) listed factors that the Commiaaioner
would consider tn determining whether
there is a bioequivalence problem that
requires the establishment of a bioequW-
alence requirement. Using these criteria,
the Commissioner mlde a tentative find-
ing “that the drug products-listed in the
rm?amble had a known or potential bio-
ecp.dvalence problem. The purpose of the
list was to generate Publlc understanding
of how FDA int&@s to fLpply the factors
set forth in PmPOSed J 320.3(b ~ to id~-
ti.fy drug products for which a bioequiv-
alence requirement should be estab-
lished. Although an attempt was made to
identify each drug product Wiw a kno~
or potential bioequivalence problem, the
Commissioner recogntses that the list
may omtt some dru2 Products with a
known or potential bioequlvalence prob-
lem. Likewise, the Commissioner em-
phasises that a drug product’s inclusion
on the list does not necessarily imPIY
that PI)A has positive evidence of biotn-
equivalence among the various brands of
the drug product.

12. One comment questioned the
statement in the preamble to Prowed
$320.3 that the Commissioner beliewx
that relatively few Df the marketed drug
Products meeting current in vitro s@nd-
ards and current good 4iIanUfSCtUrW
fxactices will be f ound to have medically
sigrdflcant bioerndvalence problems. The
comment zmted that the iengtiy list of
drug products in the preamble suggests
more than a few potential biotxmivalence
problems.

In paragraph 11, tie Commissioner
“&nphsMaes that a dmg product’s inclu-
sion on the list does not necessarily imPIY
that FDA has rmaitive evidence of bio-
inquivalence among the ZUU40USbrands
of the drug product. Xu compillng the
list, FDA took- a conaerva ttve approach
‘l?herefor% a drug product was included
on the list if. In FDA% opinion, there
was any sumiclon that the drug l.mxiuct
had a known or potential k+ioequtvsdence

x%%%?: %.%!%::.%%
. Riciori @t at least one member of the

class had a known m potenthd bioequfv-
aknce problem. “rlie Ccunndsatoner is
of the opinion that, as evidexuie of Mo-
fnemdvalence la close19 ararnlne& few of
the drug Drotlu&i Mated wJII be deter-
mined to %ave weU-tloOusnented, medi-

cally’ significant biomuivalencz l.i obl.,,:s.
A “medicallyslgniticant bkwquivalsnre
problem” is one that would Eult in
therapeutic failure or a hazard to a
patient if dtfferent brands of the same
drug product or different batchti of the
same b!and are not bioe@valent. The
Commissioner believw that a determtns -
tion of bioequivalence is most critical in
a drug product that has a narrow thera-
peutic-toxicity dosage range and requires
careful patient titration and monitorhw
for safe and effective use.
. 13. TWO comments objected to the list

of drug products included in the Pre-
amble and identified as having known or
potential bioequivalence !moblerns. The
comment added that the List is arbitrary,
and, contrary to a statement made in
the preamble. does not provjde adeauat.e
information to manufacturers to as-
semble data and conduct Ww@valence
studies in anticipation of a bioequiv-
alence requirement. $everal comments
suggested that the )iat be amended to
include additional drug products.

In responding to the comment in para-
graph 11 of this preamble, the Commts-
sicmer acknowledges that the llst of drug
~roduc= ~Y omit some drtw Products
with a kn tvn or potential bioequivalence
problem. The Commissioner does not
agree that the ljst is arbitrary. The drug
products listed were selected by the Com-
missioner using the factors propmed in
5 320.3(b). Tbe rurpose of the list was
to alert persons marketing a chug Prod-
uct on the list that, on the basis of an
in-house review of data available to FDA,
the Commissio er is concerned that the

7product has a bioequivalence problem
and he will likely propose to establish a
bioequivalence requirement for the drug
product, At the time the Commissioner
proposes a bioequivalence requirement,
he will document the data to support the
requirement. These persona, therefore,
can re

%
on ~ts advance informsttion if

they w h to conduct bioeqtivalence
studies in anticipation of the establish-
ment of the requirement by tie making.

The majority of the drug products list-
ed in the preamble and jdentiifled as hav-

, ing a known or potential kdoequivalence
problem were drug products evaluated
as effective for at least me tidication in
the Drug IHficacy Study. The Commis-
sioner advises that FDA will conttnue to
require the submission of bioavailability
,data in a full or abbreviated NDA for any
of these products and for tdentical, re-
lated, or sirnilak drug f.moducta. This pol-
icy is being edified b s Sf20.22(c) (21
CF13 320~2(c) ) of the bioavaflabiflty
regulations under subpart =roce-
dures for Determirdng the Bioava@I-
ity of Drug Products pubUshed elsewhere
In this issue of the FaoEsaL FtEcuaTsII. The
lT3A intends to propose in the near fu-
ture under the procedures m3t fo* fn
Subpart C!of Pati 330 the estaldishrnent
of a bioequfvzdf?We ~WIt for d
ti these tig Pmduck whkb upon ur-
amination, are deterrglned to have weu-
rfocumente& rnedfcally zdgn5ficant bto-
equtvalen~ problems. U a MomIuivalence
requirement is finally ‘estabIfab@ for a
drug f.Wxhmt after coxnpletlon of these

P.c. .d .JCS, the applicant Ml be ~uired
‘t.j submit data in the fuU & abbreviated

NDA to demonstrate that the product
m sets the bioequivalence requirement.

The Commissioner also advises that
FDA’S current policy is that, until a bio-
e quiv~lence requirement is established
for a drug product, manufacturers sub-
mitting a fuU or abbreviated NDA for ii
drug product already identified by PDA
as having a known or potential bioequiv-
alence problem will be rewired to meet
the same requirements as previous man-
ufacturers. Thus if prevfous manufac-
turers have been required to conduct in
vivo studies, new manuf~cturers will be
requtred to conduct in vivo studies even
though there is evident? that a bioequiv-
slence requirement could be established
,on the basis of an in vitro-test. This as-
sures that opportunity fOr public com -
men~ wiU be provided before an in vitro
test is substituted for an existing in vivo
test to demonstrate bioequivalence, and
that competing firms are treated fatrls
and equxlly by the agency. The Commiss-
ioner advises that. pursuant to the agen-
cy’s policy of minimizffg human studies.
FDA will give Priority to the establish-
ment of bioequivalence requirements to
those products for which an in vitro test
is available.

DEFINITIONS

14. One comment objected to the defi-

P
nition of “ product” proposed in
%320.I(b). e comment stated the def-
inition should connote an item that K
caplble of being introduced into inter-
state commerce and should embrace the
active drug tn edient, the labeling, and

%the final packa.e in which the product
is distributed, arid not merely the prod-
uct’s dosage form. The comment remm-
mended that “drug product” be defined
as “a dosage form defined by the USP
monograph in L suitcble prote:tiv~ con-
t airier with Iabeiing that includes di] ec -
tlOUSfor use and storage.”

The Commissioner does not agree that
the term “drug product” should be de-
fined, for the purposw of the bioavail-
ability and bioequivsdence regulations, to
fnclude the container and labelhw. The
purpose of defining the term “drug prod-
uct” is to differentiate that term from
the term “drug”, i,e. the active drug
ingredient. The Commtmioner does not,
believe that the suggested change adds
ckrfty to the definition. On the contrary,
he believes that fnckision of the con-
tainer and labeling in the defh’dt.lon of
dmg product might mislead persons into
believing that a bioequivaleme require-
ment \would have to specify #e type of
contatner and iabeUng. The purpose of
the bioequivalenoe regulations is to aa-
sure that pharmaceutical equivalents or
pharmaceutical alternatives have equiv-
alent bioavafiability. The container and
labeltng have no bearing on this purpose,
Whfle a container may Wect tie rJta-
b!l!tv of a firu? ~rml,l-t h ywylu-t vh~~e
strength or Purity ha deteriorated twer
time is no lun~er a ThwmaneuWcal cqviv-
alent or a phtwrnaceuticrd alternative.

15. One comment concerning the deti-
nition of the term “pharmaceutical al-
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“How Supplied” section of the Package Insert. In addition to information on the
batch number and strength of the drug product used, the source of the active drug
substance, and the tests performed in the stability studies, the stability data should
provide the following information for each container, closure or stopper:

1. construction material (i.e., composition), and the material’s manufacturer
and supplier;

2. complete listing of all fill volumes and container sizes and how many
units are contained in each;

3. closure code number or stopper dimensions, and liner description (if any),
and an indication if the closure is described as “child-resistant.”

4. any filler material used as part of the container-closure system tested; and

5. description of application of torque for oral dosage forms or method of
crimp sealing and container integrity testing for parenteral products.

EFFECTIVE DATE

This guide is effective upon date of publication.

WrE

’21 CFR314.50(d)(l)(ii) requires an application to contain stability data with the proposed expiration date. 21
CFR 314.55 extends this requirement to an ANDA. See also, Sec. 314.94(a)(9), Abbreviated New Drug
Application Regulations; Proposed Rule dated July 10, 1989 (54 FR at 28923) and “Guideline for Submitting
Documentation for the Stability of Human Drugs and Biologic,” February 1987, pp. 5,9, and 10.

Originator: Director, Office of Generic Drugs
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Attachment D - Common Issues
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8. Product Fee Triggers ,

If the other product fee criteria are met, an original
application or supplement with u without clinical data
pending after September 1, 1992 would trigger product fees
for all prescription drugs listed under section 510.

9. Different strengths or potencies

ProducCs that differ in strength or potertey are subject to
separate product fees. products of the same strength or
potency packaged in different container sizes are not
subject to separate fees. The primary determining
criterion is strength or potency, which is identified by
the product field, the middle segment of the National Drug
Code (NDC) . However, where distinct differences exist
between products of the same potency (e.g., Tuberculin
Purified Protein Derivative (PPD), Tine Test versus
Tuberculin PPD for incradermal injection, or oral
contraceptives products in 21 and 28day regimens) , FDA will%
also consider the product portion of the NDC. In such
cases, if the product codes are different, normally a
separate fee will be assessed for each product.

10. DESI Products

ProducCs that are currently undergoing DESI review but have
not yet been found to be effective do not qualify for user
fees. The standard for approval of new drugs established in
the 1962 amendments to the FD&C Act requires demonstration
of both safety and effectiveness. Approvals for such
products prior to 1962 were on the basis of safety only.
Therefore, they are not considered to be”prescripti,on drug
products approved under section 505(b) (1) until their review
under DESI is completed.

11. Large Volume Parenterals (LVP’S)

LVP’S approved before September 1, 1992, are not subject to
product fees. Parenteral products sold in powders for
reconstitution do not qualify for the exclusion for LVP’S
and are subject to fees. The legislative history (Senate
Joint Statement) defines LVP’S as “single dose sterile
fluids-” Products used for irrigation can be considered
~VP’s under the Act.


