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DEPARTMENT OF THE INTERIOR

Bureau of Indian Affairs

Receipt of Petition for Federal 
Acknowledgment of Existence as 
Indian Tribe; Meherrin Indian Tribe

October 22,1990.
This is published in the exercise of 

authority delegated by the Secretary of 
the Interior to the Assistant Secretary— 
Indian Affairs by 209 DM 8.

Pursuant to 25 CFR 83.8(a) (formerly 
25 CFR 54.8(a)) notice is hereby given 
that the
Meherrin Indian Tribe, c/o Patrick 

Riddick, P.O. Box 508, Winton, North 
Carolina 27986.

has filed a petition for acknowledgment 
by the Secretary of the Interior that the 
group exists as an Indian tribe. The 
petition was received by the Bureau of 
Indian Affairs on August 2,1990, and 
was signed by members of the group’s 
governing body.

This is a notice of receipt of petition 
and does not constitute notice that the 
petition is under active consideration. 
Notice of active consideration will be 
sent by mail to the petitioner and other 
interested parties at the appropriate 
time.

Under § 83.8(d) (formerly 54.8(d)) of 
the Federal regulations, interested 
parties may submit factual and/or legal 
arguments in support of or in opposition 
to the group’s petition. Any information 
submitted will be made available on the

same basis as other information in the 
Bureau of Indian Affairs’ files. Such 
submissions will be provided to the 
petitioner upon receipt by the Bureau. 
The petitioner will be provided an 
opportunity to respond to such 
submissions prior to a final 
determination regarding the petitioner’s 
status.

The petition may be examined by 
appointment in the Department of the 
Interior, Bureau of Indian Affairs, 
Branch of Acknowledgment and 
Research, Mail Stop 2614-MDB, 1849 C 
Street NW„ Washington, DC 20240, 
Phone: (202) 208-3592.
Patrick A. Hayes,
Acting Assistant Secretary—Indian Affairs. 
[FR Doc. 90-26423 Filed 11-7-90; 8:45 am] 
BILLING CODE 4310-02-M
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 312,414, and 320 

[D o cket No. 89 N -036 7]

Retention of Bioavailability and 
Bioequivalence Testing Samples

a g e n c y : Food and Drug Administration. 
a c t i o n : Interim rule; opportunity for 
public comment. •.

S u m m a r y : The Food and Drug 
Administration (FDA) is issuing interim 
regulations to amend its current 
bioavailability/bioequivalence 
regulations to require the retention for a 
specified period of reserve samples of 
the drug products used to conduct 
bioavailability or bioequivalence studies 
of drug products, and when specifically 
requested, to release the reserve 
samples to FDA. The requirement 
applies to manufacturers who conduct 
in-house bioavailability and 
bioequivalence testing and to testing 
facilities who conduct such testing 
under contract for a drug manufacturer. 
This action is intended to help ensure 
bioequivalence between generic drugs 
and their brand-name counterparts and 
to help the agency investigate more fully 
instances of possible fraud in 
bioavailability and bioequivalence 
testing. FDA is issuing these regulations 
as an interim rule with opportunity for 
public comment
DATES: Interim rule effective November 
8,1990; comments by January 7,1991. 
ADDRESSES: Written comments to the 
Dockets Management Branch (HFA- 
305), Food and Drug Administration, Rm. 
4-62, 5600 Fishers Lane, Rockville, MD 
20857.
FOR FURTHER INFORMATION CONTACT: 
Marilyn L Watson, Center for Drug 
Evaluation and Research (HFD-360), 
Food and Drug Administration, 5600 
Fishers Lane, Rockville, MD 20857,301- 
295-8038.
SUPPLEMENTARY INFORMATION:

I. Background
The approval and marketing of 

generic drug products have increased 
greatly since passage in 1984 of the Drug 
Price Competition and Patent Term 
Restoration Act. This new law 
facilitated the entry into the 
marketplace of generic versions of 
pioneer drugs first approved after 1962 
whose patents had expired. This marked 
increase in the availability of generic 
drug products has led to controversy 
about equivalency between a generic

drug product and its brand-name 
counterpart.

Approval of generic drug products is 
based in part on a comparison of the in 
vivo bioavailability of the generic drug 
product with the brand-name drug 
product. The manufacturer of the generic 
drug product must demonstrate 
bioequivalence through studies in 
humans showing that its product’s rate 
and extent of absorption do not differ 
from those of the brand-name product 
that was initially approved. If such a 
demonstration is made, the generic and 
brand-name drug products can be 
expected to have the same therapeutic 
effect when administered to patients 
under the conditions specified in the 
labeling. If the drug products do not 
present a known or potential 
bioequivalence problem, and there is 
sufficient clinical experience with the 
drug, bioequivalence may be 
demonstrated by meeting an appropriate 
in vitro test (i.e., dissolution). In still 
other cases, the bioequivalence of a drug 
product may be self-evident, such as in 
a drug product that is a solution, but not 
a suspension, for oral or intravenous 
administration.

FDA publishes annually, with monthly 
updates, a listing entitled Approved 
Drug Products with Therapeutic 
Equivalence Evaluations (the list) (also 
commonly referred to as the “Orange 
Book”). The list, which is publicly 
available, contains approved 
prescription drug products, and for those 
drug products that are available from 
more than one manufacturer, FDA’s 
evaluation as to their therapeutic 
equivalence. FDA evaluates as 
therapeutically equivalent only those 
drug products that have the same active 
ingredients, dosage forms, and strengths, 
and that the agency has determined to 
be bioequivalent

Because of the controversy about the 
comparability of generic drug products 
and their brand-name counterparts, FDA 
sponsored a public bioequivalence 
hearing from September 29 to October 1, 
1986. This hearing provided a forum for 
all interested persons to express their 
views on the scientific principles and 
procedures the agency uses to make a 
finding of bioequivalence between 
immediate release solid oral dosage 
forms.

A major concern expressed at the 
bioequivalence hearing was whether the 
current adverse drug reaction reporting 
system is capable of detecting 
therapeutic failures of drug products.
The agency established a Task Force to 
evaluate the recommendations made at 
the hearing. In a report released on 
February 29,1988 (53 FR 6036), the Task 
Force identified significant issues raised

at the bioequivalence hearing and made 
recommendations for agency action. The 
Task Force report recommended that 
FDA improve its procedures to detect 
and evaluate reports of drug product 
therapeutic failures that could be 
indicative of product inequivalence.

In the Federal Register of July 10,1989 
(54 FR 28872), FDA proposed regulations 
implementing the statutory requirements 
contained in Title I of the Drug Price 
Competition and Patent Term 
Restoration Act of 1984. The proposal 
provides for the submission of ANDA’s 
for generic versions of drug products. In 
that proposal, FDA proposed to revise 
its regulations concerning the reporting 
of therapeutic failures of drug products. 
The proposed revisions would clarify 
that all reports of therapeutic failure be 
submitted to FDA and that applicants 
report to FDA any significant increase in 
frequency of reports of therapeutic 
failure. The intent of this proposed 
revision was to facilitate the 
identification of possible therapeutic 
failures with both generic and brand- 
name drug products and to obtain 
evidence to confirm or refute reports of 
therapeutic inequivalence between 
generic drugs and their brand-name 
counterparts.

The agency reviews and evaluates 
documented reports of drug product 
therapeutic failure and other adverse 
drug reactions attributed to the 
substitution of one drug product for 
another when the two products have 
been rated therapeutically equivalent, 
including reports of no drug effect and 
reports of toxicity. As part of the 
agency’s followup to reports of drug 
product therapeutic failure, FDA may 
repeat the bioavailability or 
bioequivalence testing or perform other 
appropriate analyses.

The agency also thoroughly 
investigates any situation where FDA 
has reason to believe fraud was 
involved in performing a bioavailability 
or bioequivalence study. Such fraud 
would include intentionally 
misrepresenting the identity of a sample 
of a proposed drug product provided to 
a testing facility for purposes of 
performing a bioavailability or 
bioequivalence study, and submission 
by the applicant to FDA of falsified 
data. For example, FDA has recently 
found that, in several instances, an 
applicant used disguised innovators' 
products father than its own proposed 
product as the test products in certain 
bioequivalence studies.

To investigate more fully any 
potential problem with generic drugs or 
incidents of suspected fraud in 
performing a bioavailability or



Federal Register / 5 Vbl. 55, No: 217 /  Thursday^ November 8, 1990 /  Rules and Regulations 47035

bioequivalence study by the applicant or 
a contract testing facility, FDA may 
need to perform in its own laboratories 
assays or bioequivalence testing with 
samples of the proposed drug product 
and of the reference standard used in a 
bioavailability or bioequivalence study. 
Currently, an applicant seeking approval 
to market a drug product under a full 
new drug application or a generic 
version of a pioneer drug product under 
an abbreviated new drug application or 
an application described by section 
505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act (the act) (2T U.S.C. 
355(b)(2)) may perform the required 
bioavailability or bioequivalence testing 
in-house or may utilize extramural 
contract testing facilities. An extramural 
contract testing facility is referred to in 
the interim rule as a contract research 
organization because it falls within the 
definition of that term under 21 CFR 
312.3(b). If the testing is performed 
under contract, the applicant provides 
the contract research organization with 
samples of the proposed drug product 
(test article) and of the reference 
standard In either case, there is 
currently no requirement that the 
applicant or contract research 
organization retain reserve samples of 
the test article and the reference 
standard used in performing the 
bioavailability and bioequivalence 
testing. Thus, the samples may be 
discarded after the applicant has 
obtained approval of its full or 
abbreviated new drug application for 
the test product. If the agency needs to 
obtain samples of the test article and 
reference standard that were used in 
specific bioavailability or 
bioequivalence study to repeat the 
testing procedures or perform other 
analyses, there is no assurance that the 
samples will be available.

Bioequivalence and bioavailability 
data are a critical component of FDA’s 
approval of new drug products, 
especially generic drug products. To 
provide adequate assurance that the 
bioequivalence and bioavailability 
results upon which FDA bases approval 
are reliable, FDA has concluded that 
samples of the tested products must be 
available for later analysis. Therefore, 
the agency is, establishing a requirement 
that applicants and contract research 
organizations retain reserve samples of 
any test article and reference standard 
used in performing a bioavailability 
study submitted in support of the 
approval of a full new drug application 
or used in performing a bioequivalence 
study , required for abbreviated new drug 
application approval or: submitted in 
support of the approval of a 505(b)(2)

application, and release such samples to 
FDA upon request. This requirement 
would apply to bioequivalence and 
bioavailability studies involving new 
drugs and antibiotics for human use.
This action is only one of several 
programs FDA is initiating to address 
the problem of fraud and 
misrepresentation in the drug approval 
process, an action that may be achieved 
within FDA’s current constraints. The 
agency may institute additional 
measures or propose new requirements 
if necessary to strengthen the integrity 
of the drug approval process.

As described further below, FDA is 
issuing these regulations as an interim 
rule, effective immediately, with an 
opportunity for public comment.
II. Provisions of the Regulations

The agency concludes that it has 
authority pursuant, inter alia, to sections 
505 and 701(a) of the act (21 U.S.C. 355 
and 371(a)), to promulgate regulations to 
assure the reliability of bioequivalence 
and bioavailability testing intended to 
support approval of new drug 
applications, by requiring those who 
conduct the studies to retain reserve 
samples of the tested products and by 
amending the regulations specifying the 
grounds for refusing to approve 
applications and withdrawing approval 
of applications to include a refusal to 
permit an inspection or to submit a 
reserve sample when requested by FDA. 
Under section 701(a) of the act, the 
Commissioner has authority to 
promulgate regulations for the efficient 
enforcement of the act. In the past, the 
Commissioner has used this authority to 
promulgate good laboratory practice 
regulations (2i CFR part 58) under which 
laboratories conducting nonclinical 
studies intended to support research or 
marketing applications submitted to 
FDA are required to follow certain 
procedures and maintain records and 
test samples to ensure the reliability of 
the test results. These regulations were 
adopted to ensure that FDA could carry 
out its statutory obligation to evaluate 
the safety of the products for which 
marketing applications were submitted 
(see 41 FR 51206 and 51216; November 
19,1976). The Commissioner’s authority 
under sections 701(a) and 505(i) of the 
act has also been used to issue 
regulations governing the conduct of 
clinical investigations of drugs (21 CFR 
part 312), which are intended, among 
other things, to ensure the validity and 
reliability of study results submitted to 
FDA in support of new drug 
applications. The Commissioner’s 
authority to issue regulations governing 
the validity of data developed in clinical 
studies has been upheld by the Supreme

Court. Weinberger Hynson, Westcott 
& Dunning, Inc., 412 U.S. 609 (1973). The 
Commissioner’s authority to impose 
recordkeeping and reporting 
requirements on contract research 
organizations that carry out clinical 
studies has also been upheld. Leo 
Win ter v. Department o f Health and 
Human Services, 497 F. Supp. 429 
(D.D.C. 1980). The agency has therefore 
concluded that it has sufficient authority 
under sections 505 and 701(a) of the act 
to promulgate regulations requiring the 
retention of bioavailability and 
bioequivalence reserve samples for the 
purpose of assuring the validity of study 
results submitted to the agency in 
support of new drug applications.

Bioequivalence and biovailability 
studies may be conducted in vivo or in 
vitro. In vitro and animal in vivo 
bioequivalence and bioavailability 
studies are within the scope of the good 
laboratory practice regulations, and are 
in some cases already subject to a 
requirement that reserve samples of the 
test article be retained (21 CFR 58.105 
and 58.195). With respect to in vitro 
studies and in vivo studies in animals, 
this rule will codify in 21 CFR part 320 
specific requirements with respect to 
retention of reserve samples of test 
articles used in all bioequivalence and 
bioavailability studies, specify a 
different period of retention of reserve 
test samples than in 21 CFR part 58, and 
require the testing facility to release the 
reserve test samples to FDA on request. 
Any additional requirements applicable 
to such studies under 21 CFR part 58 will 
remain in effect.

FDA is establishing new § § 320.32 and 
320.63 in 21 CFR part 320, under 
subparts B and C, respectively, to 
require any applicant who performs in- 
house bioavaiiability or bioequivalence 
testing for new drug product approval or 
any testing facility that performs such 
bioavaiiability or bioequivalence testing 
under contract for an applicant to retain 
a reserve sample of each test article and 
reference standard that is representative 
of each sample of the test article and the 
reference standard provided by the 
applicant for use in the testing. Under 
the rule, the applicant or contract testing 
facility will retain a sufficient quantity 
of each reserve sample to permit FDA to 
perform five times all of the release tests 
required in the application or 
supplemental application. As noted 
above, FDA may need to repeat the 
bioavaiiability or bioequivalence testing 
or perform other appropriate analysis as 
part of the agency’s followup to reports 
of drug product therapeutic failure. The 
reserve samples will be required to be 
retained for a period of at least 5 years
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following the date on which a full or 
abbreviated new drug application or 
supplemental application is approved, 
or, if such application or supplemental 
application is not approved, at least 5 
years following the date of completion 
of a bioavaiiability or bioequivalence ' 
study. The public is specifically invited 
to comment on whether FDA’s retention 
period is appropriate. In addition, each 
reserve sample is required to be 
adequately identified so that the reserve 
sample can be positively identified as 
having come from the same sample as 
used in the specific bioavaiiability or 
bioequivalence study. Each reserve 
sample is also required to be stored 
under conditions that will maintain the 
product’s integrity, identity, strength, 
quality, and purity.

Ordinarily, an FDA investigator will 
collect the reserve samples at the place 
of storage during a preapproval 
inspection of the applicant’s facilities 
and of any contract research 
organization that conducts 
bioavaiiability or bioequivalence testing 
for the applicant. This will permit 
inspection by FDA of the storage 
conditions. In some instances, FDA may 
request delivery by other methods if a 
sample collection by agency personnel 
is impractical, At the time of such a 
request, FDA will ask the applicant or 
contract research organization to send 
reserve samples directly to a specified 
office in FDA (e.g., to the agency’s 
district laboratory where the samples 
would be tested). To further deter 
fraudulent practices in bioavaiiability 
and bioequivalence testing, the agency 
intends to randomly sample reserve 
samples.

The agency notes that resource 
considerations may impose limits on the 
number of samples that the agency can 
collect and test Therefore, if FDA has 
not collected or requested delivery of a 
reserve sample, the reserve sample must 
be retained for at least the 5-year period 
discussed above. Likewise, if FDA has 
not collected the entire reserve sample 
or if FDA has not requested delivery of 
an entire reserve sample, the remaining 
sample must be retained for the 5-year 
period.

Upon release of the reserve samples 
to FDA, the applicant or contract 
research organization shall provide a 
written assurance that the reserve 
samples came from the same samples as 
used in the specific bioavaiiability or 
bioequivalence study identified by the 
agency. The assurance shall be executed 
by an individual authorized to act for 
the applicant or contract research 
organization in releasing the reserve 
samples to FDA.

The agency is aware that a U.S. 
applicant may contract with a foreign 
testing facility to perform bioavaiiability 
or bioequivalence testing, or a foreign 
applicant may conduct its own studies 
or use a foreign testing facility. Reserve 
samples from this testing must also be 
available to FDA for analysis. Where 
FDA has reason to believe fraud was 
involved in performing a bioavaiiability 
or bioequivalence study, a foreign 
testing facility may be asked to consent 
to FDA inspection or to submit to FDA 
reserve samples of the products used in 
the study. The agency advises all 
applicants who utilize foreign testing 
facilities to conduct bioavaiiability and 
bioequivalence studies that may be 
submitted to FDA in support of the 
approval of an application or 
abbreviated application to consider 
inclusion in the contract agreement with 
the testing facility provisions regarding 
FDA inspection and submission of 
reserve samples. FDA solicits comment 
on appropriate measures to ensure 
agency access to samples of drugs 
tested in foreign testing facilities.

As noted above, the agency has 
additional authority under section 505(i) 
of the act to impose conditions upon the 
conduct of clinical investigations to 
assure the reliability of study results. 
With respect to bioequivalence and 
bioavaiiability studies in humans, this 
rule imposes the requirement that 
sponsors and contract research 
organizations retain reserve test 
samples as a condition for obtaining an 
investigational new drug application 
(IND) under part 312 or an exemption 
from the requirements of part 312. 
Section 312.57(c) of the rule requires a 
sponsor of an IND to retain reserve 
samples of products used in 
bioequivalence or bioavaiiability studies 
in accordance with new § 320.32. Section 
320.31 currently exempts from the 
requirements of part 312 many 
bioequivalence and bioavaiiability 
studies. This rule adds as a condition for 
such an exemption that the sponsor, or 
any contract research organization to 
whom the sponsor delegates 
responsibility to conduct a 
bioequivalence or bioavaiiability study, 
retain reserve samples of the test article 
and reference standard and release 
them upon request to EDA in 
accordance with new § 320.32.

In light of recent experience, the 
agency has concluded that adequate 
information concerning the conduct of a 
required bioequivalence and 
bioavailablity study, including 
inspection of test samples and related 
records, may be essential to assess the 
validity and reliability of the results of

that study. In many cases, access to test 
samples and the records related to the 
conduct of the bioequivalence study 
may provide the only evidence linking a 
marketed product to the tested product. 
Consequently, when an applicant or 
testing facility fails to retain samples or 
to release those samples to FDA, or 
refuses to permit inspection of the 
facilities and records related to die 
bioequivalence or bioavaiiability study, 
FDA may have insufficient information 
to conclude that the study supporting 
the application reliably demonstrates 
bioequivaience or bioavaiiability.

For a not-yet-approved drug, this lack 
of reliable information of bioequivaience 
or bioavaiiability constitutes a basis to 
refuse to approve the drug on the 
grounds that the application does not 
contain sufficient information to show 
bioequivaience under section 505{j)(3)(F) 
of the act, or that the application lacks 
sufficient information to demonstrate 
safety and effectiveness under sections 
505 (d)(2) and (d)(3) of the act. For an 
approved drug, a newly discovered 
question about the reliability of the 
bioequivaience or bioavaiiability 
information in the application 
constitutes a basis to withdraw 
approval of the application on the 
grounds that there is a lack of 
substantial evidence of effectiveness 
and that the drug is not shown to be 
safe, under section 505 (e)(2) and (e)(3) 
of the ac t

Therefore, this rule at § 314.125(b)(17) 
adds as a reason for refusing to approve 
an application, and at § 314.150(b)(9) as 
a circumstance under which the agency 
has discretion to withdraw approval of 
an application, refusal to permit an 
inspection of the facilities or records 
relevant to a bioequivaience or 
bioavaiiability study contained in the 
application or to submit reserve samples 
when requested by the agency.

The agency has concluded that the 
addition of these grounds for 
disapproving or withdrawing approval 
of an application is necessary for the 
enforcement of the agency’s 
responsibility to ensure that drugs 
prescribed and administered to patients 
are safe and effective. As noted, 
experience has shown that inspection of 
test samples and related records is 
sometimes essential to carry out the 
agency's obligation to determine that a 
proposed or marketed product has in 
fact undergone the testing required by 
statute for approval. Moreover, FDA has 
been unable to identify any legitimate 
reason for a refusal to permit access to 
test samples or related records. These 
provisions recognize that a refusal to 
permit access or inspection
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compromises the agency’s ability to 
assure the public of the safety and 
effectiveness of the product. The 
provisions are intended to prevent 
applicants from refusing access and at 
the same time asserting the right to 
market drug products whose safety and 
effectiveness are in question.

Other offices and agencies such as the 
General Accounting Office and the 
Office of the Inspector General may 
have independent access to certain 
records of FDA-regulated entities. These 
interim regulations govern only FDA’s 
authority to carry out its responsibilities 
under the act and do not limit the 
authority of other agencies, pursuant to 
their own authorizing statutes, to obtain 
samples retained under these 
regulations.

The agency also is considering 
whether additional requirements are 
necessary to ensure that the integrity of 
the reserve samples is not compromised 
during the retention period. Therefore, 
FDA is soliciting comments on the 
following questions:

1. Should the reserve samples be 
required to be stored in an area where 
access is controlled and that is separate 
from the testing area?

2. Should the testing facility be 
required to appoint a sample custodian 
who is responsible for proper storage of 
the reserve samples and release for 
analysis when requested by FDA?

3. How should the reserve samples be 
packaged during the retention period to 
ensure that sample integrity is not 
compromised? For example, should the 
package be required to be sealed in 
some manner to prevent tampering?

FDA will carefully consider comments 
received on these issues before reaching 
any final decision on whether to impose 
further requirements with respect to 
maintaining reserve sample integrity.
III. Effective Date and Opportunity for 
Public Comment

For the reasons described below, FDA 
is issuing these regulations as an interim 
rule, with an opportunity for public 
comment.

The requirements established in this 
interim rule are intended to make 
available to FDA reserve samples of 
tested products for analysis to ensure 
that the bioavailability and 
bioequivalence results upon which FDA 
bases approval are reliable. 
Bioequivalence and bioavailability are a 
critical component of FDA’s approval of 
new drug products, especially generic 
drug products. Passage of the Drug Price 
Competition and Patent Term 
Restoration Act of 1984 (the Act) 
resulted in an accélération of the 
number of generic drug reviews and the
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time periods for evaluating and 
approving new generic drugs. This Act 
also increased the market availability of 
important and more affordable generic 
drugs. Because of fraud and submission 
by applicants to FDA of falsified data 
during the past year, the integrity of 
FDA’s generic drug approval process 
and the safety and effectiveness of 
generic drugs have been questioned. It is 
clearly in the public interest to move 
quickly to restore and maintain the 
integrity of the generic drug approval 
system and to restore the public’s 
confidence in generic drugs. The 
purpose of these regulations is to ensure 
that samples of tested drugs are 
preserved for future inspection by FDA. 
If FDA proposed these requirements and 
offered an opportunity for comment 
before the requirements went into effect, 
applicants would be given an 
opportunity to destroy any existing 
samples that might reveal fraud or 
wrongdoing. Because advance notice of 
these requirements could thereby defeat 
the purpose of the regulations and 
because the public interest demands 
prompt reform to ensure the integrity of 
the generic drug approval system, the 
agency finds that it would be contrary to 
the public interest to delay 
implementation of these requirements 
pending notice and an opportunity for 
comment. FDA believes, however, that it 
should invite and consider public 
comment on the requirements, in 
accordance with its administrative 
practices and procedures regulations (21 
CFR 10.40).

Interested persons may, on or before 
January 7,1991, submit to the Dockets 
Management Branch (address above) 
written comments regarding this interim 
rule. Two copies of any comments are to 
be submitted, except that individuals 
may submit one copy. Comments are to 
be identified with the docket number 
found in brackets in the heading of this 
document. Received comments may be 
seen in the office above between 9 a.m. 
and 4 p.m., Monday through Friday.
IV. Economic Impact

FDA has examined the regulatory 
impact and regulatory flexibility 
implications of the interim rule in 
accordance with Executive Order 12291 
and the Regulatory Flexibility Act (Pub. 
L. 9&-354). This rule would impact most 
on contract research organizations that, 
prior to the generic drug investigation, 
did not retain reserve samples. We 
believe, however, that many of these 
organizations now are retaining reserve 
samples. The rule would also have some 
impact on foreign applicants who 
conduct in-house testing and foreign 
contract research organizations. The

magnitude of the economic impact for 
manufacturers and contract research 
organizations (foreign and domestic) 
resulting from this rule would depend on 
the number of bioavailability and 
bioequivalence studies conducted for 
applicants who are seeking marketing 
approval for drug products. This 
parameter cannot be reliably calculated 
to permit a quantification of the true 
economic impact. The agency, however, 
concludes that additional costs resulting 
from this rule will be negligible, and to 
the limited extent that they may occur, 
will likely be more than offset by the 
societal benefits of this rule, i.e„ the 
added assurance that FDA’s drug 
approval process functions effectively to 
ensure that only safe and effective drug 
products enter the marketplace. The 
agency has determined that this interim 
rule is not a major rule as defined in 
Executive Order 12291 and certifies that 
the rule will not have a significant 
impact on a substantial number of small 
entities, as defined by the Regulatory 
Flexibility Act.
V. Environmental Impact

The agency has determined under 21 
CFR 25.24(a)(8) that this action is of a 
type that does not individually or 
cumulatively have a significant effect on 
the human environment. Therefore, 
neither an environmental assessment 
nor an environmental impact statement 
is required.
List of Subjects
21 CFR Part 312

Drugs, Exports, Imports,
Investigations, Labeling, Medical 
research. Reporting and recordkeeping 
requirements, Safety.
21 CFR Part 314

Administrative practice and 
procedure, Confidential business 
information, Drugs, Reporting and 
recordkeeping requirements.
21 CFR Part 320

Drugs, Reporting and recordkeeping 
requirements.

Therefore, under the Federal Food, 
Drug, and Cosmetic Act and under 
authority delegated to the Commissioner 
of Food and Drugs, 21 CFR parts 312,
314, and 320 are amended as follows:

PART 3f2—INVESTIGATIONAL NEW 
DRUG APPLICATION

1. The authority citation for 21 CFR 
part 312 continues to read as follows:

A uthority: Secs. 201. 301, 501, 502, 503, 505, 
506, 507, 701 of the Federal Food, Drug, arid 
Cosmetic Act (21 U.S.C. 321 331, 351. 352, 353,
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355, 356, 357, 371); sec. 351 of the Public 
Health Service Act (42 U.S.C. 262).

2. Section 312.57 is amended by 
adding new paragraph (c) to read as 
follows:
§ 312.57 Recordkeeping and record 
retention.

(C) A sponsor shall retain reserve 
samples of any test article and reference 
standard used in a bioequivalence or 
bioavailability study and release the 
reserve samples to FDA upon request, in 
accordance with, and for the period 
specified in, § 320.32 of this chapter.
* * * ■ * t ' •

PART 314—APPLICATIONS FOR FDA 
APPROVAL TO MARKET A NEW DRUG 
OR AN ANTIBIOTIC DRUG

3. The authority citation for 21 CFR 
part 314 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503, 505, 
506, 507, 701, 706 of the Federal Food, Drug, 
and Cosmetic Act (21 UfS.C. 321, 331, 351, 352, 
353, 355, 356, 357, 371, 376).

4. Section 314.125 is amended by 
adding paragraph (h)(17) to read as 
follows:
§314.125 Refusal to  approve an 
application.

/. *  *  *  *  . ; *

(b) * * *
(17) The applicant or contract 

research organization that conducted a 
bioavailability or bioequivalence study 
contained in the application refuses to 
permit an inspection of facilities or 
records relevant to the study by a 
properly authorized officer or employee 
of the Department of Health and Human 
Services or refuses to submit reserve 
samples of the drug products used in the 
study when requested by FDA.
* * ★ * . * .

5. Section 314.150 is amended by 
adding paragraph (b)(9) to read as 
follows:
§ 314.150 W ithdrawal o f approval o f an 
application.
* A * ★ ★
.. (b) * * * ■.

(9) That the applicant or contract 
research organization that conducted a 
bioavailabiiity or bioequivalence study 
contained in the application refuses to 
permit an inspection of facilities or 
records relevant to the study by a 
properly authorized officer or employee 
of the Department of Health and Human 
Services or refuses to submit reserve 
samples of the drug products used in the 
study when requested by FDA.

j  *  . . . #  j  ,•* : ,  - } < i  +; ■ :

FART 320—BIOAVAILABILITY AND 
BIOEQUIVALENCE REQUIREMENTS

6. The authority citation for 21 CFR 
part 320 continues to read as follows:

A u th o rity : Secs. 201, 501, 502, 505, 507; 701 
of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 321, 351, 352, 355,357, 371).

7. Section 320.31 is amended by 
revising the introductory text of 
paragraph (a), paragraphs (c) and (d), 
and by removing paragraphs (e) and (f) 
to read as follows:
§ 320.31 Applicability of requirements 
regarding an “investigational New Drug 
Application.”

(a) Any person planning to conduct an 
in vivo bioavailability study in humans 
shall submit an “Investigational New 
Drug Application” (IND) if either:
★  ★  Hr t  *

(c) The provisions of parts 50, 56, and 
312 of this chapter are applicable to any 
bioavailability study conducted under 
an IND.

(d) A bioavailability study in humans 
other than one described in paragraphs
(a) through (c) of this section is exempt 
from the requirements of part ,312 of this 
chapter if the following conditions are 
satisfied:

(1) The person conducting the study, 
including any contract research 
organization, shall retain reserve 
samples of any test article and reference 
standard used in the study and release 
the reserve samples to FDA upon 
request, in accordance with, and for the 
period specified in, § 320.32, and;

(2) An in vivo bioavailability study in 
humans shall be conducted in 
compliance with the requirements for 
institutional review set forth in part 56 
of this chapter, and informed consent set 
forth in part 50 of this chapter.

8. New § 320.32 is added to Subpart B 
to read as follows;
§ 320.32 Retention of bioavailabiiity 
samples.

(a) The applicant of an application or 
supplemental application submitted 
under section 505 or 507 of the Federal 
Food, Drug, and Cosmetic Act, or, if 
bioavailability testing was performed 
under contract, the contract research 
organization, shall retain an 
appropriately identified reserve sample 
of the drug product for which the 
applicant is seeking approval (test 
article) and of the reference standard 
used to perform an in vivo 
bioavailability study required for 
approval of the application or 
supplemental application that is 
representative of each sample of thé test 
article and reference standard provided 
by the applicant for the testing; Each

reserve sample shall consist of a 
sufficient quantity to permit FDA to 
perform five times all of the release tests 
required in the application or 
supplemental application,

(b) Each reservé sample shall be 
adequately identified so that the reserve 
sample can be positively identified as 
having come from the same sample as 
used in the specific bioavailabiiity 
study.

(c) Each reserve sample shall be 
scored under conditions that will 
maintain the sample’s integrity, identify, 
strength, quality, and purity and shall be 
retained for a period of at least 5 years 
following the date on which the 
application or supplemental application 
is approved, or, if such application or 
supplemental application is not 
approved, at least 5 years following the 
date of completion of the bioavailabiiity 
study in which the sample from which 
the reserve sample was obtained was 
used.

(d) Authorized FDÁ personnel will 
ordinarily collect reserve samples 
directly from the applicant or contract 
research organization at the, storage site 
during a preapproval inspection. If 
authorized FDA personnel are unable to 
collect samples, FDA may require the 
applicant or contract research 
organization to submit the reserve 
samples to the place identified in the 
agency’s request. If FDA has not 
collected or requested delivery of a 
reserve sample, or if FDA has not 
collected or requested delivery of any 
portion of a reserve sample, the 
applicant or contract research 
organization shall retain the sample or 
remaining sample for the 5-year period 
specified in paragraph (c) of this section.

(e) Upon release of the reserve 
samples to FDA, the applicant or 
contract research organization shall 
provide a written assurance that the 
reserve samples came from the same 
samples as used in the specific 
bioavailabiiity or bioequivalence study 
identified by the agency. The assurance 
shall be executed by an individual 
authorized to act for the applicant or 
contract research organization in 
releasing the reserve samples to FDA.

9. New § 320.63 is added to Subpart C 
to read as follows:
§320.63 Retention of bioequivalence 
samples.

The applicant of a full or abbreviated 
application or a supplemental 
application submitted under section 505 
or 507 of the Federal Food, Drug, and ■ 
Cosmetic Act, or, if bioequivalence 
testing Was performed under contract,' 
the contract research organization shall
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retain reserve samples of any test article 
and reference standard used in 
conducting an in vivo or in vitro 
bioequivalence study required for 
approval of, or submitted in support of 
the approval of, the full or abbreviated 
application or supplemental application. 
The applicant or contract research 
organization shall retain the reserve 
samples in accordance with, and for the 
period specified in, § 320.32 and shall 
release the reserve samples to FDA 
upon request in accordance with 
§ 320.32.
James S. Benson,
Acting Commissioner o f Food and Drugs.

Dated: July 2,1990.
Louis W. Sullivan,
Secretary o f Health and Human Services.
[FR Doc. 90-26484 Filed 11-7-90; 8:45 amj 
BILLING CODE 4160-01-M
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DEPARTMENT OF DEFENSE 

Department of the Army 

32 CFR Part 589

Compliance With Court Orders by 
Personnel and Command Sponsored 
Family Members

a g e n c y : Department of the Army, DOD. 
a c t io n : Final rule.

s u m m a r y : The Department of the Army 
announces a new policy, which had not 
previously been published in the Federal 
Register, on compliance with court 
orders by personnel and command 
sponsored family members. This new 
policy is required to implement Public 
Law 100.45, National Defense 
Authorization Act, and title 10, U.S.C. 
section 814, and Department of Defense 
Directive 5525.9, Compliance of DOD 
Members, Employees, and Family 
Members Outside the United States 
With Court Orders. This part is Army 
implementation of DOD 5525.9, which 
requires cooperation with courts and 
Federal, state and local officials in 
enforcing court orders pertaining to 
military personnel and DOD employees 
serving outside the United States as well 
as their command sponsored family 
members.
EFFECTIVE DATE: December 10,1990.
FOR FURTHER INFORMATION CONTACT: 
Office of the Deputy Chief of Staff for 
Personnel, ATTN: DAPE-MPE-DR, Mr. 
Librado Rivas, Washington, DC 20310- 
0300, telephone: (703) 697-1012/2403.
SUPPLEMENTARY INFORMATION: This part 
will appear as chapter 11 of the 
consolidated Army Regulation 614-XX. 
AR 614-XX prescribes policies 
pertaining to permanent change of 
station (PCS) moves, overseas tour 
lengths, unit deployment, volunteers, 
deletions and deferment from overseas 
assignment instructions, curtailments, 
extensions, consecutive overseas tours, 
eligibility for overseas service, 
stabilization of tour lengths for military 
personnel, and compliance with Court 
Orders. This regulation supersedes AR 
614-5, Stabilization of Tours; AR 614-6, 
Permanent Change of Station Policy; 
and AR 614-30, Overseas Service.

Executive Order 12291
This final rule has been reviewed 

under Executive Order 12291 and the 
Secretary of the Army has classified this 
action as nonmajor. The effect of the 
final rule on the economy will be less 
than $100 million.

Regulatory Flexibility Act
This final rule has been reviewed with 

regard to the requirements of the 
Regulatory Flexibility Act of 1980 and 
the Secretary of the Army has certified 
that this action does not have a 
significant impact on a substantial 
number of small entities.
Paperwork Reduction Act

This final rule does not contain 
reporting or recordkeeping requirements 
subject to approval by the Office of 
Management and Budget under the 
requirements of the Paperwork 
Reduction Act of 1980 (44 U.S.C. 3507).
List of Subjects in 32 CFR Part 589 

Army, court, and personnel.
Accordingly, 32 CFR part 589 is added 

to read as follows:

PART 589—COMPLIANCE WITH 
COURT ORDERS BY PERSONNEL ANO 
COMMAND SPONSORED FAMILY 
MEMBERS

Sec.
589.1 Definitions.
589.2 Policy.
589.3 Applicability.
589.4 General.

Authority: Public Law 100.456 and 10 
U.S.C., 814.

§ 589.1 Definitions.

(a) Court. Any judicial body in the 
United States with jurisdiction to 
impose criminal sanctions of a DoD 
member, employee, or family member.

(b) DoD Employee. A civilian 
employed by a DoD Component, 
including an individual paid from 
nonappropriated funds, who is a citizen 
or national of the United States.

(c) DoD Member. An individual who 
is a member of the Armed Forces on 
active duty and is under the jursidiction 
of the Secretary of a Military 
Department, regardless whether that 
individual is assigned to duty outside 
that Military Department.
§ 5 8 9 .2  Policy.

(a) This part (chapter) implements 
procedural guidance in Department of 
Defense Directive 552 5.9, “Compliance 
of DoD members, employees, and family 
members outside the United States with 
court orders." This guidance applies to 
all soldiers and Department of the Army 
and Nonappropriated Fund (NAF) 
civilian employees serving outside the 
United States, as well as to their 
command sponsored family members.

(b) DODD 5525.9 requires DoD 
cooperation with courts and federal, 
state, and local officials in enforcing 
court orders pertaining to military

personnel and DoD employees serving 
outside the United States, as well as 
their command sponsored family 
members, who—

(1) Have been charged with or 
convicted of any felony.

(2) Have been held in contempt of a 
court for failure to obey a court order, or

(3) Have been ordered to show cause 
why they should not be held in contempt 
far failing to obey a court order.
This guidance does not affect the 
authority of Army officials to cooperate 
with courts and federal, state, or local 
officials, such as is currently described 
in Army Regulation 27-3, Legal Services, 
Army Regulation 190-9, Military 
Absentee and Deserter Apprehension 
Program, and Army Regulation 608-99, 
Family Support, Child Custody, and 
Paternity, in enforcing orders against 
soldiers and employees in matters not 
discussed below. The guidance below 
does not authorize Army personnel to 
serve or attempt to serve process from 
U.S. courts on military or DoD 
employees overseas. (See also AR 27-40, 
Litigation, paragraph 1-7.)
§589.3 A pp licability.

This section applies to the following 
personnel:

(a) Army personnel on active duty or 
inactive duty for training in overseas 
areas. Thi3 includes the National Guard 
when federalized.

(b) Department of the army civilian 
employees, including Nonappropriated 
Fund Instrumentalities (NAFI) 
employees,

(e) Command sponsored family 
members of Army personnel or 
Department of the Army civilian 
employees.
§ 589.4 General.

(a) Courts of federal, state, or local 
officials desiring to initiate a request for 
assistance pursuant to this section must 
forward the request, with appropriate 
court orders, as follows:

f l )  For soldiers and members of their 
family, to the soldier’s unit commander 
of Office, Deputy Chief of Staff for 
Personnel (ODCSPER), ATTN: DAPE- 
MP (703-695-2497); and

(2) For Department of the Army 
civilian employees and members of their 
family, to the servicing civilian 
personnel office for the employee’s 
command, or ODCSPER, ATTN: DAPE- 
CPL, (703-697-4429).

(3) Nonappropriated Fund (NAF) 
employees and members of their family, 
to the servicing civilian personnel office 
for the employee’s command, or 
ODCSPER, ATTN: CFSC-HR-P (703- 
325-9461).
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(b) Upon receipt of such requests for 
assistance concerning courts orders 
described in paragarph (a) of this 
section and AR 190-9, commanders/ 
supervisors, with the advice of their 
servicing Judge Advocates and legal 
advisors, will take action as appropriate 
as outlined below:

(1) Determine whether the request is 
based on an order issued by a court of 
competent jurisdiction. An “order issùed 
by a court of competent jurisdiction” is 
an order that appears valid on its face 
and is signed by a judge.

(2) If the order appears valid on its 
face and is signed by a judge, attempt to 
resolve the matter in a timely manner to 
the satisfaction of the court without the 
return of, or other action affecting, the 
soldier, Army civilian employee, or 
family member. Due regard should be 
given to mission requirements, 
applicable international agreements, 
and ongoing DoD investigations or 
courts-martial.

(3) If the matter cannot be resolved, 
afford the subject of the court order a 
reasonable opportunity to provide 
evidence of legal efforts to resist the 
court order or otherwise show legitimate 
cause for noncompliance. If it is 
determined that efforts to provide such 
evidence or to show cause for 
noncompliance warrant a delay in 
taking further action, a request for 
delay, not to exceed 90 days, must be 
sought from the Secretary of the Army. 
Such requests, fully setting forth the 
reasons justifying delay and the 
estimated delay necessary, will be 
forwarded within 30 days directly to 
ODCSPER, ATTN: DAPE-MP (for 
military personnel and their family 
members or ODCSPER, ATTN: DAPE- 
CPL (for Army civilian employees and 
their family members) or ODCSPER, 
ATTN: CFSC-HR-P (for NAF employees 
and their family members). These offices 
must promptly forward the request for 
delay to the Assistant Secretary of 
Army (Manpower and Reserve Affairs) 
ASA(M&RA), for approval. If a delay is 
approved, ASA(M&RA) will promptly 
notify the Assistant Secretary of 
Defense (Force Management and 
Personnel) ASD (FM&P), copy furnished 
General Counsel, Department of 
Defense (GC, DOD).

(4) If one, the matter cannot be 
resolved, and two, it appears that 
noncompliance with the request to 
return the individual, or to take other 
action involving a family member or DA 
or NAF employee is warranted by all 
the facts and circumstances of the 
particular case, and three, the court 
order does not pertain to any felony or

to a contempt involving the unlawful or 
contemptuous removal of a child from 

I the jurisdiction of the court or the 
custody of a parent or another person 
awarded custody by court order, the 
matter will be forwarded, for soldiers or 
their family members to the soldier’s 
general court-martial convening 
authority or, for army civilian or NAF 
employees or their family members, to 
the fairest general officer or civilian 
equivalent in the employee’s chain of 
command, for a determination as to 
whether the request should be complied 
with. In those cases in which it is 
determined that noncompliance with the 
request is warranted, copies of that 
determination will be forwarded directly 
to the appropriate office noted in 
§ 589.4(b)(3) and to HQDA, DAJA-CL, 
pursuant to Chapter 6, AR 190-9.

(5) If one, the matter cannot be 
resolved, and two, it appears that 
noncompliance with the request to 
return the individual is warranted by all 
the facts and circumstances of the 
particular case, and three, the court 
order pertains to any felony or to a 
contempt involving the unlawful or 
contemptuous removal of a child from 
the jurisdiction of a court or the custody 
of a parent or another person awarded 
custody by court order, a request for 
exception to policy will be forwarded 
directly to the appropriate office listed 
in § 589.4(b)(3) with an information copy 
to HQDA, DAJA-AL, within 30 days 
unless a delay has been approved by 
ASA(M&RA). The offices listed in 
§ 589.4(b)(3) must forward the request 
for an exception promptly through 
ASA(M&RA) to ASD (FM&P) for 
decision, copy furnished to General 
Counsel, DOD.

(c) If requests for military personnel 
cannot be resolved without return of the 
individual, and denial of the request as 
outlined in this section is not warranted, 
the individual will be ordered pursuant 
to section 721, Public Law 100-456 and 
DODD 5525.9 to the appropriate U.S. 
part of entry at government expense, 
provided the federal, state, or local 
authority requesting the individual 
provides travel expenses including a 
prepaid transportation ticket or 
equivalent and an escort, if appropriate, 
from the port of entry to the appropriate 
jurisdiction. Absent unusual 
circumstances, requesting parties will be 
notified at least 10 days before the 
individual is due to return. Guidance 
concerning use of military law 
enforcement personnel to effect the 
return of military personnel to U.S. civil 
authorities may be obtained from the 
U.S. Army Military Policy Operations 
Agency (MOMP-O).

(d) In accordance with DoD policy, 
military personnel traveling pursuant to 
a contempt order or show cause order, 
as described in this part and in AR 614- 
XX is entitled to full transportation and 
per diem allowances. However, this 
does not alleviate the requesting parties’ 
requirement to pay travel expenses from 
the appropriate U.S. port of entry. Any 
travel expenses received from the 
requesting party must be deducted from 
the soldier’s entitlement to travel and 
per diem allowances. The soldier will be 
returned in a temporary duty (TDY) 
status, unless a permanent change of 
station (PCS) is appropriate.

(e) If requests for Army civilian and 
NAF employees cannot be resolved and 
denial of the request as outlined in this 
section is not warranted, the individual 
will be strongly encouraged to comply 
with the court order. Failure to comply 
with such orders by an Army civilian or 
NAF employee, if all criteria are met, is 
a basis for withdrawal of command 
sponsorship and adverse action against 
the employee, to include removal from 
federal service. Proposals to take 
disciplinary/adverse actions must be 
coordinated with the appropriate 
civilian personnel office (CPO) and the 
servicing Judge Advocate or legal 
advisor and forwarded for approval to 
the first general officer or civilian 
equivalent in the employee’s chain of 
command. A copy of the final action 
taken on the case must be forwarded to 
HQDA, ATTN: DAPE-CPL, or ATTL: 
CFSC-HR-P (for NAF employees).

(f) If the request is based upon a valid 
court order pertaining to a family 
member of a soldier or Army civilian or 
NAF employee, the family member will 
be strongly encouraged to comply with 
the court order if denial of the request as 
outlined in this part is not warranted, 
unless the family member can show 
legitimate cause for non-compliance 
with the order, considering all of the 
facts and circumstances, failure to 
comply may be basis for withdrawal of 
command sponsorship.

(g) Failure of the requesting party to 
provide travel expenses for military 
personnel, Army civilian or NAF 
employees, or their command sponsored 
family members as specified in this 
section, is grounds to be recommended 
denial of the request for assistance. The 
request must still be forwarded through 
DAPE-MP (for military personnel and 
their family members) or DAPE-CPL (for 
Army civilian employees and their
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family members) or CFSC-HR-P (for 
NAF employees and their family 
members) and ASA(M&RA) to 
ASD(FM&P) for decision, copy furnished 
to General Counsel. Department of 
Defense.
K enneth  L. D en ton ,
Alternate Army Liaison Officer With the 
Federal Register.
[FR Doc. 90-26415 Filed 11-7-99; 8:45 am} 
»L U N G  CODE 3710-0S-M


