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ranging from 3 to 8 years on which the
various body system listings would no
longer be effective unless extended by
the Secretary of Health and Human
Services or revised and promulgated
again. Effective March 31, 1995, the
authority to issue regulations was
transferred to the Commissioner of
Social Security by section 102 of Public
Law 103-296, the Social Security
Independence and Program
Improvements Act of 1994.

In this final rule, we are extending the
dates on which several body system
listings will no longer be effective to
July 2, 2001. These body systems are:

Cardiovascular System (4.00 and
104.00).

Digestive System (5.00 and 105.00).

Genito-Urinary System (6.00 and
106.00).

We last extended the dates on which
these body system listings would no
longer be effective in final rules
published as follows:

June 5, 1997 (62 FR 30746): Digestive
System and Genito-Urinary System.

January 30, 1998 (63 FR 4570):
Cardiovascular System.

We believe that the requirements in
these listings are still valid for our
program purposes. Specifically, if we
find that an individual has an
impairment that meets or is medically
equivalent in severity to an impairment
in the Listings or functionally
equivalent to the Listings in SSI claims
based on disability filed by individuals
under age 18 and also meets the
statutory duration requirement, we will
find that the individual is disabled at
the third step of the sequential
evaluation process. We are extending
these dates because we do not expect to
develop revised listings criteria for these
body systems by the expiration dates
currently shown in the regulations.
However, we are reviewing the listings
and we plan to publish proposed and
final rules over the course of the next
two years.

Regulatory Procedures
Justification for Final Rule

Pursuant to section 702(a)(5) of the
Social Security Act, 42 U.S.C. 902(a)(5),
as amended by section 102 of Public
Law 103-296, SSA follows the
Administrative Procedure Act (APA)
rulemaking procedures specified in 5
U.S.C. 553 in the development of its
regulations. The APA provides
exceptions to its notice and public
comment procedures when an agency
finds there is good cause for dispensing
with such procedures on the basis that
they are impracticable, unnecessary, or

contrary to the public interest. We have
determined that, under 5 U.S.C.
553(b)(B), good cause exists for
dispensing with the notice and public
comment procedures in this case. Good
cause exists because this regulation only
extends the date on which these body
system listings will no longer be
effective. It makes no substantive
changes to those listings. The current
regulations expressly provide that
listings may be extended, as well as
revised and promulgated again.
Therefore, opportunity for prior
comment is unnecessary, and we are
issuing this regulation as a final rule.

In addition, we find good cause for
dispensing with the 30-day delay in the
effective date of a substantive rule
provided by 5 U.S.C. 553(d). As
explained above, we are not making any
substantive changes in these body
system listings. However, without an
extension of the expiration dates for
these listings, we will lack regulatory
guidelines for assessing impairments in
these body systems at the third step of
the sequential evaluation process after
the current expiration dates of these
listings. In order to ensure that we
continue to have regulatory criteria for
assessing impairments under these
listings, we find that it is in the public
interest to make this rule effective upon
publication.

Executive Order 12866

We have consulted with the Office of
Management and Budget (OMB) and
determined that this final rule does not
meet the criteria for a significant
regulatory action under Executive Order
12866. Thus, it was not subject to OMB
review. We have also determined that
this final rule meets the plain language
requirement of Executive Order 12866
and the President’s memorandum of
June 1, 1998 (63 FR 31885).

Regulatory Flexibility Act

We certify that this final regulation
will not have a significant economic
impact on a substantial number of small
entities. Therefore, a regulatory
flexibility analysis as provided in the
Regulatory Flexibility Act, as amended,
is not required.

Paperwork Reduction Act

This final regulation imposes no
reporting/recordkeeping requirements
necessitating clearance by OMB.

(Catalog of Federal Domestic Assistance
Program Nos. 96.001, Social Security-
Disability Insurance; 96.002, Social Security-
Retirement Insurance; 96.004, Social
Security-Survivors Insurance; 96.006,
Supplemental Security Income)

List of Subjects in 20 CFR Part 404

Administrative practice and
procedure, Blind, Disability benefits,
Old-Age, Survivors and Disability
Insurance, Reporting and recordkeeping
requirements, Social Security.

Dated: November 24, 1999.
Kenneth S. Apfel,
Commissioner of Social Security.

For the reasons set forth in the
preamble, part 404, subpart P, chapter
III of title 20 of the Code of Federal
Regulations is amended as set forth
below.

PART 404—FEDERAL OLD-AGE,
SURVIVORS AND DISABILITY
INSURANCE (1950- )

Subpart P—[Amended]

1. The authority citation for subpart P
of part 404 continues to read as follows:
Authority: Secs. 202, 205(a), (b), and (d)-

(h), 216(i), 221(a) and (i), 222(c), 223, 225,
and 702(a)(5) of the Social Security Act (42
U.S.C. 402, 405(a), (b), and (d)-(h), 416(i),
421(a) and (i), 422(c), 423, 425, and
902(a)(5)); sec. 211(b), Pub. L. 104-193, 110
Stat. 2105, 2189.

2. Appendix 1 to subpart P of part 404
is amended by revising items 5, 6, and
7 of the introductory text before Part A
to read as follows:

Appendix 1 to Subpart P—Listing of

Impairments

* * * * *

5. Cardiovascular System (4.00 and 104.00):
July 2, 2001.

6. Digestive System (5.00 and 105.00): July 2,
2001.

7. Genito-Urinary System (6.00 and 106.00):
July 2, 2001.

* * * * *

[FR Doc. 99-31322 Filed 12—2-99; 8:45 am)|]
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Prescription Drug Marketing Act of
1987; Prescription Drug Amendments

of 1992; Policies, Requirements, and
Administrative Procedures

AGENCY: Food and Drug Administration,
HHS.
ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
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rule to set forth procedures and
requirements implementing the
Prescription Drug Marketing Act of 1987
(PDMA), as modified by the Prescription
Drug Amendments of 1992 (PDA) and
the FDA Modernization Act of 1997 (the
Modernization Act). The final rule sets
forth requirements for the reimportation
and wholesale distribution of
prescription drugs; the sale, purchase,
or trade of, or the offer to sell, purchase,
or trade, prescription drugs that were
purchased by hospitals or health care
entities, or donated to charitable
organizations; and the distribution of
prescription drug samples. FDA is also
amending certain sections of the
regulations entitled “Guidelines for
State Licensing of Wholesale
Prescription Drug Distributors” to make
them consistent with this final
regulation.

DATES: Submit written comments on the
collection of information provisions by
February 1, 2000. This regulation is
effective December 4, 2000.

ADDRESSES: Submit written comments
on the collection of information to the
Dockets Management Branch (HFA—
305), Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville,
MD 20857. All comments should be
identified with the docket number
found in brackets in the heading of this
document.

FOR FURTHER INFORMATION CONTACT:

For information on the PDMA and
regulations: Lee D. Korb, Center for
Drug Evaluation and Research
(HFD-7), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-594—
2041, e-mail address via Internet:
“Korbl@CDER.FDA.GOV”".

For information on compliance with
and enforcement of the regulations:
Margaret M. O’Rourke, Center for
Drug Evaluation and Research
(HFD-330), Food and Drug
Administration, 7500 Standish P1.,
Rockville, MD 20855, 301-594—
0101, e-mail address via Internet:
“Orourke@CDER.FDA.GOV”.

For information on biologics: Steven
F. Falter, Center for Biologics
Evaluation and Research (HFM-17),
Food and Drug Administration,
1401 Rockville Pike, Rockville, MD
20852, 301-827-6210, e-mail
address via Internet:
“Falter@CBER.FDA.GOV”’.

SUPPLEMENTARY INFORMATION:

I. Background

PDMA (Public Law 100-293) was
enacted on April 22, 1988, and was
modified by the PDA (Public Law 102—
353, 106 Stat. 941) on August 26, 1992.

PDMA, as modified by the PDA,
amended sections 301, 303, 503, and
801 of the Federal Food, Drug, and
Cosmetic Act (the act) (21 U.S.C. 331,
333, 353, 381) to establish restrictions
and requirements relating to various
aspects of human prescription drug
marketing and distribution. Among
other things, PDMA: (1) Banned the
sale, purchase, or trade of (or offer to
sell, purchase, or trade) drug samples
and drug coupons; (2) restricted
reimportation of prescription drugs to
the manufacturer of the drug product or
for emergency medical care; (3)
established requirements for drug
sample distribution and the storage and
handling of drug samples; (4) required
wholesale distributors of prescription
drugs to be State licensed and required
FDA to establish minimum
requirements for State licensing
schemes; (5) established requirements
for wholesale distribution of
prescription drugs by unauthorized
distributors; (6) prohibited, with certain
exceptions, the sale, purchase, or trade
(or offer to sell, purchase, or trade) of
prescription drugs that were purchased
by hospitals or health care entities, or
donated or supplied at a reduced price
to charities; and (7) established criminal
and civil penalties for PDMA violations.

In the Federal Register of September
13,1988 (53 FR 35325), FDA published
a proposed rule containing minimum
requirements for State licensing of
wholesale drug distributors. The final
rule on State licensing requirements
(part 205 (21 CFR part 205)) was
published in the Federal Register of
September 14, 1990 (55 FR 38012)
(hereinafter referred to as the State
licensing guideline final rule). The State
licensing regulations require that all
wholesale distributors be State licensed,
establish minimum qualifications for
licensees, and set forth minimum
requirements for the storage and
handling of prescription drugs and for
the establishment and maintenance of
records of drug distribution by
wholesale distributors.

In the Federal Register of March 14,
1994 (59 FR 11842), FDA issued a
proposed rule to set forth agency
policies and requirements for those
sections of PDMA not related to State
licensing of wholesale distributors
(hereinafter referred to as the March
1994 proposal). The March 1994
proposal contained provisions on
prescription drug reimportation,
wholesale distribution of prescription
drugs by unauthorized distributors, the
resale of prescription drugs by hospitals,
health care entities, and charitable
institutions, and distribution of
prescription drug samples. The March

1994 proposal called for the submission
of comments by May 30, 1994. At the
request of certain individuals, the
comment period was extended, by
notice in the Federal Register of July 15,
1994 (59 FR 36107), to August 15, 1994.
After careful consideration of the
comments, the agency has revised and
finalized the March 1994 proposal. A
discussion of significant issues, the
comments received on the proposal, and
the agency’s responses to the comments
follows.

II. Significant Issues and Revisions to
the Proposal

A. Reimportation of Drugs Composed
Wholly or Partly of Insulin

On November 21, 1997, the
Modernization Act (Public Law 105—
115) was enacted. Section 125(a)(2)(D)
of the Modernization Act amended
section 801(d)(1) of the act to prohibit
the reimportation of a drug composed
wholly or partly of insulin, except by
the manufacturer of the drug or for
emergency care. In accordance with the
revised statutory requirement, the
agency has revised proposed §§ 203.10
and 203.12 (21 CFR 203.10 and 203.12)
in the final rule to include insulin-
containing drugs.

B. Blood and Blood Components
Intended for Transfusion

In the State licensing guideline final
rule, FDA excluded from the definition
of “wholesale distribution” the sale,
purchase, or trade of blood and blood
components intended for transfusion
(see § 205.3()(8)). Thus, persons
engaged in the distribution of blood or
blood components intended for
transfusion are not required to be State
licensed wholesale prescription drug
distributors or to comply with other part
205 requirements.

Concurrent with the State licensing
guideline final rule, FDA published a
proposed rule entitled “Applicability to
Blood and Blood Components Intended
for Transfusion; Guidelines for State
Licensing of Wholesale Prescription
Drug Distributors” (55 FR 38027)
(hereinafter referred to as the September
1990 proposal). In that proposal, FDA:
(1) Tentatively concluded that PDMA
does not apply to the distribution of
blood and blood components intended
for transfusion, (2) set forth its rationale
for its tentative conclusion, and (3)
solicited comments. The agency stated
that, if comments persuaded FDA that
PDMA should be interpreted as
applying to the distribution of blood
and blood components intended for
transfusion, FDA would amend the
State licensing guideline final rule.
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Comments received on the proposal
supported the exclusion, however, and
no action has been taken by the agency
to amend part 205.

FDA again tentatively concluded in
the March 1994 proposal (59 FR 11842
at 11844) that the restrictions in and the
requirements of PDMA do not apply to
the distribution of blood and blood
components intended for transfusion.
Proposed §§203.1 and 203.3(v) (21 CFR
203.1 and 203.3(v)) specified that blood
and blood components intended for
transfusion are outside the scope of
PDMA, and do not constitute
“prescription drugs” for the purposes of
part 203 (21 CFR part 203). In addition,
proposed § 203.22(g) specifically
excluded the sale, purchase, or trade of,
or offer to sell, purchase, or trade blood
or blood components intended for
transfusion from the sales restrictions in
proposed § 203.20. No comments
opposing the proposed sections were
received.

Based on the rationale set forth in the
September 1990 proposal, the agency
has made a final determination that
blood and blood components intended
for transfusion should be excluded from
all of the restrictions in and the
requirements of PDMA. Accordingly,
proposed §§203.1, 203.3(v), and
203.22(g) are being finalized, and the
September 1990 proposal (Docket No.
88N—0258)is not being adopted.

As discussed in section III.B of this
document in conjunction with
comments received on the proposed
rule, blood and blood components
intended for transfusion include whole
blood, red blood cells, plasma, fresh
frozen plasma, cryoprecipitated AHF,
and platelets. Blood derivatives such as
Factor IX, Factor IX Complex, and
immune globulin, as well as
recombinant products regulated as
biological products, are not blood or
blood components intended for
transfusion and, therefore, are subject to
the requirements and restrictions of
PDMA.

C. Medical Gases

In the March 1994 proposal (59 FR
11842 at 11844), the agency clarified
that oxygen, USP (United States
Pharmacopeia), is a prescription drug
subject to section 503(b) of the act and,
therefore, within the scope of PDMA
and the proposed regulations. Since the
publication of the March 1994 proposal,
questions have been raised about the
applicability of PDMA to medical gases
generally.

FDA advises that all medical gases
(i.e., oxygen, USP; nitrogen, NF
(National Formulary); nitrous oxide,
USP; carbon dioxide, USP; helium USP;

and medical air, USP) are prescription
drugs within the scope of PDMA and
the State licensing guideline final rule.
Therefore, under § 205.4, all persons
engaged in the wholesale distribution of
medical gases must be State licensed.
This includes all air separation plants
and units, suppliers, welding firms,
durable medical equipment suppliers,
and home respiratory care companies
that distribute medical gases, except for
those entities that exclusively distribute
medical gases to patients under a valid
prescription (see § 205.3(f)(6)). In
addition, distributors of medical gases
are subject to all other restrictions and
requirements under PDMA and this
final rule, including the requirement
under § 203.50 to provide a drug origin
statement and the requirements for drug
sample distribution. The agency notes,
however, that because most distributors
of medical gases qualify as
manufacturers under § 203.3(s), the
requirement to provide a drug origin
statement will generally not apply to
such distributors. In addition, the
agency is unaware of the practice of
providing samples of medical gases to
licensed practitioners. Therefore, the
drug sample provisions of PDMA and
this final rule should have no practical
applicability to the medical gas
industry.

D. Revision to Proposed 203.3(e)

In proposed § 203.3(e), the term “bulk
drug substance” was defined to mean:

Any drug or drug component furnished in
other than finished dosage form that is
intended to furnish pharmacological activity
or other direct effect in the diagnosis, cure,
mitigation, treatment, or prevention of
disease, or to affect the structure or function
of the body of humans.

In §207.3(a)(4) (21 CFR 207.3(a)(4), the
term is defined to mean:

Any substance that is represented for use
in a drug and that, when used in the
manufacturing, processing, or packaging of a
drug, becomes an active ingredient or a
finished dosage form of the drug, but the
term does not include intermediates used in
the synthesis of such substances.

Although the definitions are similar, the
agency has decided that it is appropriate
to use identical definitions of bulk drug
substance throughout the regulations.
Accordingly, the final rule adopts the
definition of bulk drug substance used
in §207.3(a)(4).

E. Revisions to Proposed § 203.31(d)

For drug samples delivered by
representatives, PDMA provides that a
manufacturer or distributor is required
to conduct a complete and accurate
inventory of all drug samples in the
possession of representatives at least
annually (21 U.S.C. 353(d)(3)(C)). FDA

proposed in § 203.31(d) to require that
manufacturers and distributors conduct
a “‘complete and accurate drug sample
inventory” at least annually of all drug
samples in the possession or control of
each manufacturer’s and distributor’s
representatives using ‘“‘generally
accepted inventory practices.” In
addition, FDA proposed to require that
the results of the inventory be “recorded
in an inventory record and
reconciliation report.”

Under proposed § 203.31(d)(1), the
inventory record would identify all drug
samples by the proprietary or
established name, dosage strength, and
number of sample units in stock. Under
proposed § 203.31(d)(2), the
reconciliation report would contain a
report of the physical count of the most
recently completed prior inventory, a
record of each drug sample received
since the most recently completed prior
inventory, a record of each drug sample
distributed since the most recently
completed prior inventory, and an
explanation for any significant loss.
Under proposed § 203.31(d)(3), the
inventory would be conducted, and the
inventory and reconciliation reports
would be prepared by persons other
than the representatives being
inventoried or supervisors or managers
in their department, division, or branch,
or in their direct line of supervision or
command.

The agency has revised proposed
§203.31(d) in the final rule to clarify
certain requirements. The introductory
paragraph of § 203.31(d) has been
revised to specify that a “physical
inventory” of drug samples is required,
rather than an inventory. The term
“physical inventory”” has been added to
more clearly distinguish the inventory
from the reconciliation process and to
clarify that the required inventory
consists of a physical count of stock on
hand. The proposed requirement that
the inventory be conducted “using
generally accepted inventory practices”
has been deleted in the final rule
because the agency has determined that
there are no generally recognized
standards for conducting a physical
count. The final rule has also been
revised to clarify that the results of the
physical count must be recorded in the
inventory record, not in the inventory
record and reconciliation report. The
proposed requirements for the inventory
record remain unchanged.

In contrast to the relatively simple
task of conducting a physical count, the
reconciliation process involves
comparing the latest inventory to the
most recent prior inventory and taking
into account drug samples acquired and
distributed in the interim, to determine
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whether sample diversion by a
representative has occurred. As
discussed by the agency in the March
1994 proposal, Congress’ purpose in
enacting the inventory requirement was
to facilitate detection of diversion
activity, and conducting a physical
inventory without reconciling that
inventory with the most recent prior
inventory would not achieve this goal
(59 FR 11842 at 11849). Thus, the
introductory paragraph of proposed
§203.31(d) has been revised in the final
rule to clarify that, in addition to a
physical inventory, manufacturers and
distributors are required to reconcile the
results of the physical inventory with
the most recently completed prior
physical inventory and to document this
process in a reconciliation report.

The agency has revised proposed
§203.31(d)(2)(d) in the final rule to
require that the reconciliation report
include the inventory record for the
most recently completed prior
inventory. This is the same as the
requirement in proposed
§203.31(d)(2)(i) for a “report of the
physical count of the most recently
completed prior inventory,” but the
terminology is clearer and consistent
with the terminology used in
§203.31(d)(1).

Proposed § 203.31(d)(2)(iii) has been
revised in the final rule to clarify the
types of transactions that the agency
considers to be “distributions.” This
clarification is necessary because a
representative’s stock of drug samples
may be affected by various types of
dispositions other than distributions to
health care practitioners or their
designees, and it is necessary that the
reconciliation report reflect these
different types of dispositions so that an
accurate assessment of potential drug
diversion activity can be made. Section
203.31(d)(2)(iv), which requires a record
of drug sample thefts or significant
losses reported by the representative
since the most recently completed prior
inventory, has been added for the same
reason.

Section 203.31(d)(2)(v), which
requires a summary record of the
information contained in
§203.31(d)(2)(ii) through (d)(2)(iv), has
been added in the final rule. The
summary record will permit
manufacturers and authorized
distributors of record and the agency to
quickly review the information that is
necessary to conduct a reconciliation
and thus will help to facilitate checking
the accuracy of reconciliations.

Finally, as discussed in section IILE of
this document in conjunction with the
comments, proposed § 203.31(d)(3) has
been substantially revised in the final

rule to eliminate the proposed
requirement that the inventory and
reconciliation functions be conducted
by persons other than the representative
or supervisors or managers in the
representative’s department, division, or
branch, or in the representative’s direct
line of supervision. Instead,
manufacturers and authorized
distributors are required to take
appropriate internal control measures to
guard against error and possible fraud in
the conduct of the physical inventory
and reconciliation, and in the
preparation of the inventory record and
reconciliation report.

F. Elimination of § 203.31(f)

Proposed § 203.31(f) has been
removed from the final rule. The
proposed section contained the same
requirement for a manufacturer or
authorized distributor to notify FDA of
any conviction of its representatives as
proposed in § 203.37(c) and finalized in
the rulemaking.

G.Revisions to Proposed § 203.34

Proposed § 203.34(b), (c), (d), and (g)
have been revised and renumbered in
the final rule as § 203.34(b)(1) through
(b)(4). Proposed § 203.34(d) is being
finalized as § 203.34(b)(1) and has been
revised to clarify that a manufacturer or
authorized distributor must have
written policies and procedures
detailing its methodology for
reconciling sample requests and receipts
and for determining if patterns of
nonresponse exist that may indicate
sample diversion. In addition, written
policies and procedures must detail
how a manufacturer or authorized
distributor will initiate investigations or
otherwise respond when patterns of
nonreturns of sample receipts are found.
Proposed § 203.34(c) is being finalized
as §203.34(b)(2) and has been revised to
cover the preparation of the
reconciliation report as well as the
conduct of the physical inventory.
Proposed § 203.34(b) is being finalized
as §203.34(b)(3) and has been revised to
require manufacturers and distributors
to establish and adhere to written
policies describing their administrative
systems for conducting random and for-
cause audits of sales representatives.
The necessity for such audits is
discussed in conjunction with
comments on proposed § 203.31(d).

H. Charitable Donations of Prescription
Drug Samples

In the preamble to the March 1994
proposal (59 FR 11842 at 11853), the
agency addressed the practice whereby
licensed practitioners donate
prescription drug samples to charitable

institutions such as free clinics, nursing
homes, and other charitable health care
entities for dispensing to patients or for
further distribution to other domestic or
overseas charities. The agency
recognized the importance of this
practice to the operations of such
institutions and to the goal of providing
adequate medical care to patients in
need, but also expressed concern that
the practice may make enforcement of
the sample distribution provisions of
PDMA difficult and provide an avenue
for drug diversion. The agency
tentatively concluded that charitable
donations of drug samples is
permissible under PDMA, provided that
a system of controls is in place to
provide accountability and oversight
over such donations and to minimize
the potential for drug diversion. The
agency proposed a system of drug
sample donation controls in § 203.39.

Although no comments were
submitted concerning the provisions in
§203.39, the agency has determined that
some of the proposed requirements are
burdensome and unnecessary to ensure
accountability and oversight over
donated drug samples. Accordingly, the
agency has revised the proposed
requirements as follows.

Proposed § 203.39(a)(1) and (a)(2),
which required that charitable
institutions that receive drug sample
donations be licensed by the State, if
required by State law, and enrolled with
FDA, have been eliminated. Regarding
the elimination of proposed
§203.39(a)(1), the agency notes that
charitable institutions are still required
to comply with applicable State law in
their operations. However, the agency
believes that it is appropriate to defer
licensure or other State requirements to
the States. Proposed § 203.39(b)(1),
which required charitable institutions to
provide documentation demonstrating
that their agents are authorized to solicit
or receive drug sample donations, and
proposed § 203.39(b)(2), which required
charitable institutions to maintain a list
of agents authorized to solicit or receive
drug sample donations, have also been
eliminated.

Proposed § 203.39(b)(8), which
required the donor of a drug sample to
prepare a donation record for drug
samples delivered by mail or common
carrier, has been eliminated. Under
§203.39(e) of the final rule, the
charitable institution to which a drug
sample is donated must prepare a
donation record for the sample
regardless of the manner of delivery of
the drug sample and must retain the
record for at least 3 years. Proposed
§203.39(b)(9) has been revised to
require that the donation record contain
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only the name, address, and telephone
number of the donating licensed
practitioner or charitable institution; the
manufacturer, brand name, quantity,
and lot or control number of the drug
sample donated; and the date of the
donation.

Proposed § 203.39(b)(11) has been
revised to eliminate the proposed
requirement that the inventory of
donated drug samples in the possession
of a charitable institution be conducted
using independent inventory personnel.
Proposed § 203.39(b)(12), which
required that a charitable institution
provide written certification to the
donating party that it is in compliance
with part 203, has been eliminated in
the final rule. Finally, proposed
§ 203.39(c) has been eliminated, but its
requirements have been incorporated
into the introductory paragraph of
§203.39 such that charitable institutions
may donate donated drug samples to
other charitable institutions as long as
§203.39 is followed.

L. Charitable Donations of Prescription
Drugs Generally

Since the publication of the March
1994 proposal, the agency has received
requests that raise questions about
whether and how PDMA should be
applied to charitable donations of
prescription drugs generally, not just
drug samples. Nonsample drug products
may be donated to charitable
institutions from many different
sources, including manufacturers,
wholesale distributors, retail
pharmacies, for profit and nonprofit
hospitals and health care entities, other
charitable groups, and reverse
distributors (i.e., wholesale distributors
that handle returns). In addition, FDA is
aware that drug salvagers may also be a
source of donations.

The donation of nonsample drug
products to charitable institutions raises
similar concerns about the quality of the
drugs being donated and potential drug
diversion as the donation of drug
samples. Moreover, such donations
constitute distribution of a prescription
drug to other than a consumer or patient
and therefore could be considered
“wholesale distribution” under section
503(e)(4)(B) of the act. Although the
agency is not establishing controls for
nonsample prescription drug donations
at this time, the agency is carefully
considering the relevant issues and may
in the future propose an approach to
drug donations that encompasses both
prescription drug samples and
nonsample prescription drug products.

J. Creation and Maintenance of
Required Forms, Reports, Records, and
Signatures

Proposed § 203.60 set forth standards
for the creation and maintenance of
sample request and receipt forms,
reports, records, and other documents
required under PDMA and part 203.
Proposed § 203.60(a) permitted any
required document to be created either
on paper or on electronic media.
Proposed § 203.60(b) permitted any
required document created on paper to
be maintained on paper or by
photographic or electronic imaging,
provided the security and
authentication requirements in
§203.60(d) were met. Proposed
§203.60(c) permitted required
documents created electronically to be
stored using computer technologies,
provided the requirements in
§203.60(d) were met. Proposed
§203.60(d) provided that required
documents and signatures must be
created, maintained, or transmitted in a
form providing reasonable assurance of
being: (1) Resistant to tampering,
revision, modification, fraud,
unauthorized use, or alteration; (2)
preserved in accessible and retrievable
fashion; and (3) visible or readily made
visible for purposes of review by
regulated industry and FDA.

In addition to the requirements in
proposed § 203.60, proposed § 203.61
permitted signatures on required forms,
reports, and records to be made by
means of a writing or marking
instrument such as a pen or indelible
pencil. The section also permitted
signatures to be made by electronic
stylus on an electronic pad or by other
electronic medium, provided the
security requirements in § 203.61(b)
were met.

In the Federal Register of March 20,
1997 (62 FR 13430), the agency issued
final regulations on electronic records
and electronic signatures in part 11 (21
CFR part 11). Because of the issuance of
those regulations and the applicability
of part 11 to part 203 document and
signature requirements, the March 1994
proposal has been substantially revised.
Under part 11, electronic records,
electronic signatures, and handwritten
signatures executed to electronic
records that meet the requirements of
that part may be used to meet
requirements to create and maintain
records and signatures under the act and
agency regulations, unless specifically
excepted by future regulations.
Therefore, sections of the March 1994
proposal setting forth requirements
relating to creation and maintenance of
electronic records, electronic signatures,

and handwritten signatures, as those
terms are defined in part 11, have been
revised or eliminated in the final rule.

Proposed § 203.60(a) has been deleted
and replaced in the final rule by revised
§203.60(a)(1), (a)(2), and (a)(3). Revised
§203.60(a)(1) states that electronic
records, electronic signatures, and
handwritten signatures executed to
electronic records may be used in lieu
of paper records and handwritten
signatures executed on paper to meet
any of the record and signature
requirements of PDMA or part 203,
provided that the requirements of part
11 are met. Although electronic
signatures, electronic records, and
handwritten signatures executed on
electronic records would be permitted
to meet PDMA and part 203 records and
signature requirements under the
provisions of part 11 without further
rulemaking in part 203 (see, e.g., §11.1),
this section has been included in the
final rule for added clarity. The final
rule also defines the terms electronic
record, electronic signature, and
handwritten signature in revised
§203.3(k), (1), and (p), respectively, to
have the same meaning that these terms
have in § 11.3(b)(6), (b)(7), and (b)(8).

Revised §203.60(a)(2) permits
combinations of paper records and
electronic records, electronic records
and handwritten signatures executed on
paper, and paper records and electronic
signatures or handwritten signatures
executed to electronic records to be
used to meet PDMA record and
signature requirements, provided that
the requirements of part 11 are met for
the electronic component. In addition, a
reasonably secure link must exist
between the paper-based and electronic
components to ensure that the
combined records and signatures are
trustworthy and reliable and the signer
cannot readily repudiate the signed
record as not genuine. A reasonably
secure link could consist of a physical
link between the electronic and paper-
based records (i.e., where the paper-
based record(s) and a computer disk
containing the electronic record(s) are
sealed together in a container and a
chain of controlled custody for the
sealed container is established) or a
technology-based link. The agency is
planning to issue in the future further
guidance on technology-based links in
conjunction with its implementation of
part 11.

Revised § 203.60(a)(3) clarifies that
the “record and signature requirements’
to which §203.60(a)(1) and (a)(2) refer
include drug sample request and receipt
forms, reports, records, and any other
types of documents and their associated

)
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signatures required by PDMA or part
203.

Because part 11 does not apply to the
photographic imaging of paper records,
proposed § 203.60(b) has been retained
in the final rule. The section has been
revised, however, to clarify that
electronic scanning of paper records
into a computer creates an electronic
record that is subject to the
requirements of part 11. The security
and authentication requirements in
proposed § 203.60(d) have been
renumbered in the final rule as
§203.60(c) and revised such that the
requirements in the section apply only
to documents and signatures that are
created on paper and that are
maintained by photographic imaging or
transmitted electronically. Minor
revisions have also been made to the
security and authentication
requirements in revised § 203.60(d)(3).

The requirements for maintenance of
documents created by electronic means
in proposed § 203.60(c) and the
signature requirements in proposed
§203.61 have been superseded by part
11 requirements. Therefore, these
sections have been deleted in their
entirety in the final rule. Proposed
§203.60(e) and (f) have been
renumbered in the final rule as
§203.60(d) and (e).

K. Implementation of the Final Rule

The provisions in the final rule will
become effective 1 year after the date of
publication of the final rule in the
Federal Register. The agency is
providing this period to give industry
sufficient time to implement systems for
prescription drug sample distribution
and wholesale distribution that are in
compliance with the final rule.

III. Comments on the Proposed Rule
A. General Comments

FDA received 56 comments on the
March 1994 proposal from prescription
drug manufacturers, industry
organizations, professional associations
and organizations, law enforcement
agencies, and others. Although most of
the comments addressed only specific
provisions of the rule, a few commented
generally on the proposed rule, and
those comments were mixed. For
example, one comment stated that it
“supports the controls on prescription
drug samples sought through the
passage of PDMA and feels that, in
general, the proposed rule is a positive
step in combating the market in diverted
prescription drugs and ensuring
consumers that drug products continue
to remain safe and effective.” Another
comment, however, stated that

“finalization of the proposed rule will
create unnecessary additional
administrative burdens for companies
and their sales representatives” and
“would not improve significantly the
industry’s ability to track sample
distribution and reduce the possibility
of diversion of samples.”

A large number of comments
addressed the provisions of the
proposed rule relating to sample
distribution. In fact, comments were
received on almost all of the sections of
the proposed rule dealing with sample
distribution. Most of these comments
were critical of the manner in which the
agency proposed to implement the
sample distribution requirements
contained in PDMA. In addition to
comments on sample distribution,
comments were received on sections of
the proposed rule relating to
reimportation of prescription drugs,
resales of prescription drugs purchased
by health care entities, recordkeeping
and investigation requirements, and
wholesale distribution.

Specific issues raised by the
comments and the agency’s responses
follow.

B. Definitions

Blood component. Proposed
§203.3(d) defined “blood component”
as “‘that part of a single-donor unit of
blood separated by physical or
mechanical means.”

1. One comment requested
clarification on whether various plasma
products and derivatives, including
antihemophilic factor, Factor IX, Factor
IX Complex, and immune globulin IV,
are considered blood components or
drugs. The comment also asked for
clarification of whether the agency
makes a distinction between human and
recombinant products in deciding
whether to categorize a blood
component preparation as a blood
component or drug.

The agency advises that blood
components, as defined in § 203.3(d) of
the final rule, include red blood cells,
plasma, fresh frozen plasma,
cryoprecipitated AHF, and platelets.
Antihemophilic Factor, Factor IX
Complex, and immune globulin
products are derivatives of blood, not
blood components. Both blood
components and blood derivatives are
regulated as biologics under the
authority of the Public Health Service
Act (the PHS Act) and are also drugs
under section 201(g)(1) of the act (21
U.S.C. 321(g)(1)). Products
manufactured through recombinant
technology that mimic blood derivatives
or other biological products are also
regulated as biologics under the PHS

Act and are drugs under section
201(g)(1) of the act. These products, like
blood derivatives, are not blood
components.

Distribute. Proposed § 203.3(h)
defined “distribute” to mean to sell,
offer to sell, deliver, or offer to deliver
a drug to a recipient, except that the
term “‘distribute” does not include the
providing of a drug sample to a patient
by:

(1) A practitioner licensed to
prescribe such drug,

(2) A health care professional acting at
the direction and under the supervision
of such a practitioner, or

(3) The pharmacy of a hospital or of
another health care entity that is acting
at the direction of such a practitioner
and that received such sample in
accordance with the act and regulations.

On its own initiative, the agency is
revising proposed § 203.3(h) in the final
rule to specify that the term “‘distribute”
does not include the delivery of drugs
or offer to deliver drugs by a common
carrier in the usual course of its
business as a common carrier. This
revision is necessary to permit common
carriers that deliver drug samples, or
perform duties incidental to delivery
(i.e., delivery verification) for
manufacturers or authorized distributors
of record, to do so without being
required to be authorized distributors of
record.? Such a requirement would be
confusing and inconsistent with
language in section 503(d) of the act,
which distinguishes between sample
distribution and delivery by mail or
common carrier. However, comarketers,
fulfillment houses, and other entities
that perform some or all of the functions
associated with sample distribution and
promotion that would otherwise be
performed by the drug manufacturer are
not covered by this exception. Thus,
entities that create and maintain
required forms, reports, and records;
have their own sales forces and
representatives; solicit and fill requests
for drug samples; or conduct other such
activities are engaged in drug sample
distribution and must be authorized
distributors of record.

Health care entity. Proposed
§ 203.3(n) defined “health care entity”
as “‘any person that provides diagnostic,
medical, surgical or dental treatment, or
chronic or rehabilitative care, but does
not include any retail pharmacy or any
wholesale distributor. A person cannot
simultaneously be a ‘health care entity’

1Under the proposed rule, delivery of drug
samples would constitute drug sample distribution.
Under section 503(d) of the act, only a manufacturer
or authorized distributor of record may distribute
drug samples.
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and a retail pharmacy or wholesale
distributor.”

2. Several comments noted that,
under the proposed definition of health
care entity, full-service blood centers
that currently function both as health
care entities and distributors of blood
plasma derivatives would not be
permitted to continue to operate in both
of these capacities. The comments
expressed concern that the ability of
community health care entities to obtain
plasma derivatives would be
detrimentally affected if community
blood centers were prohibited from
distributing them.

One comment explained that plasma
derivatives are unique prescription
drugs that are largely distributed outside
the typical drug distribution network.
The comment stated that, historically,
blood centers and hospital blood banks
have provided plasma processing and
distribution services for their local
communities. Although the processing
has become more complex and is now
done largely by for-profit manufacturers,
blood centers, hospital blood banks, and
transfusion services still act as final
distributors of plasma derivatives. The
comment said that this arrangement
enables the health care providers who
receive blood derivatives to use the
“expert consultative services” of these
entities.

Several comments stated that the
same reasons for excluding blood and
blood components intended for
transfusion from PDMA'’s sales
restrictions are applicable to blood
derivatives. The comments contended
that there is no indication in the
legislative history that the types of
abuses that lead to the restrictions in
section 503(c)(3) of the act are present
with blood derivatives or that Congress
intended the restrictions in section
503(c)(3) of the act to apply to blood
derivatives.

The comments suggested ways in
which the proposed rule could be
amended to allow blood centers to
continue to function as wholesale
distributors of plasma derivatives. Two
comments suggested specifically
excluding blood banks, transfusion
services, and hospital blood banks from
the prohibition against a health care
entity simultaneously being a wholesale
distributor. Another comment
recommended that FDA eliminate
entirely the prohibition against a health
care entity simultaneously being a
wholesale distributor with a
clarification in the preamble to the final
rule that health care entities engaging in
“sham” operations to avoid resale
prohibitions remain subject to
enforcement of resale prohibitions, even

if licensed as a wholesaler. One
comment suggested expanding the
definition of “blood” or “‘blood
components’ to include plasma
derivatives.

The agency declines to revise the
definition of health care entity or
otherwise revise the proposed rule to
permit health care entities to engage in
the wholesale distribution of blood
derivatives or other prescription drug
products. The statutory restrictions in
section 503(c)(3)(A) of the act prohibit
the sale, purchase, or trade of, or offer
to sell, purchase, or trade prescription
drugs that are purchased by a public or
private hospital or health care entity or
donated or supplied at a reduced price
to a charitable organization. Because
blood derivatives are prescription drugs
that are neither blood nor blood
components, a hospital or health care
entity that purchases these products
from a manufacturer or distributor, or a
charitable institution that receives these
products through a donation or at a
reduced price, may not sell or trade
these products except as permitted
under section 503(c)(3)(B) of the act and
§203.22 of the agency’s regulations.2

The agency is unpersuaded by the
comments that blood derivatives
should, as a matter of public health
policy, be grouped with blood and
blood components intended for
transfusion as products that Congress
did not intend to cover under PDMA
generally, or under section 503(c)(3)(A)
of the act specifically. In the September
1990 proposal, the agency stated that if
PDMA and, in particular, PDMA’s
restrictions on the resale of prescription
drugs were considered applicable to
blood and blood components intended
for transfusion, the result would be to
seriously impede the present blood
distribution system and thereby
substantially interfere with, and reduce,
the nation’s blood supply. Based largely
on this “‘untenable result,” the agency
stated its belief that Congress did not
intend to subject blood and blood
components to PDMA’s provisions (55
FR 38027).

The comments contend that, as with
whole blood and blood components
intended for transfusion, the supply of
blood derivatives to the public would be
impeded if blood banks were not
permitted to distribute these products.
However, unlike whole blood and blood
components, blood derivatives are
manufactured in large quantities by
manufacturers that are independent of

2For example, the proposed definition of health
care entity would not prevent a hospital, health care
entity, or charity from purchasing blood derivatives
and administering them to patients under a valid
prescription.

blood banks and blood centers, are
packaged and stored similarly to other
pharmaceuticals, and have relatively
normal shelf lives. Moreover, blood
derivatives need not be matched from a
donor to a donee as do whole blood and
blood components intended for
transfusion. Thus, although in some
instances blood derivatives are
distributed by blood centers and
hospital blood banks, they also are
distributed by conventional drug
wholesalers. There is no evidence befo