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Exports: Notification and Recordkeepi ng Requi renments
AGENCY: Food and Drug Administration, HHS

ACTI ON: Final rule.

SUMVARY: The Food and Drug Administration (FDA) is issuing a final rule
that establishes the notification and recordkeepi ng requirenments for
persons exporting human drugs, biol ogical products, devices, aninm
drugs, food, and cosnetics that may not be narketed or sold in the
United States. These regul ations inplenment recent changes in the
statutory requirenments applicable to certain exports, and al so codify
recordkeepi ng requirenents for exports of products that cannot be
marketed or sold in the United States generally.

DATES: This rule is effective March 19, 2002

FOR FURTHER | NFORVATI ON CONTACT: Philip L. Chao, Ofice of Policy,
Pl anni ng, and Legi slation (HF-23), Food and Drug Adm nistration, 5600
Fi shers Lane, Rockville, NMD 20857, 301-827-3380.

SUPPLEMENTARY | NFORMATI ON
I. Introduction

In the Federal Register of April 2, 1999 (64 FR 15994), FDA
publ i shed a proposed rule to establish notification and recordkeeping
requi renents for products exported under section 801 or 802 of the
Federal Food, Drug, or Cosnetic Act (the act) (21 U . S. C. 381 or 382
respectively) or section 351 of the Public Health Service Act (PHS Act)
(42 U.S.C. 262), as anended by the FDA Export Reform and Enhancenent
Act (Public Law 104-134, as anended by Public Law 104-180).

The FDA Export Reform and Enhancenent Act significantly changed and
sinmplified the export requirenents for unapproved human drugs,
bi ol ogi cal products, devices, and animal drugs. For exanple, before the
| aw was enacted, nmost exports of unapproved new drugs could only be
made to the 21 countries then identified in section 802 of the act, and
t hese exports were subject to nunerous restrictions. The FDA Export
Ref orm and Enhancenent Act anended section 802 of the act to allow,
among ot her things, the export of unapproved new human drugs to any
country in the world if the drug conplies with the aws of the
i mporting country and has valid nmarketing authorization fromany of the
followi ng countries: Australia, Canada, |Israel, Japan, New Zeal and,
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Switzerland, South Africa, and the countries in the European Union (EU)
and the European Econonmic Area (EEA) and certain other requirements are
net (see section 802(b)(1)(A) of the act). Currently, the EU countries
are Austria, Belgium Dennark, Germany, G eece, Finland, France
Ireland, Italy, Luxenbourg, the Netherlands, Portugal, Spain, Sweden,
and the United Kingdom The EEA countries are the EU countries,

| cel and, Liechtenstein, and Norway. (The list of countries will expand
automatically if any country accedes to the EU or becones a nenber of
the EEA.) This provision of section 802 of the act also applies to the
export of certain devices that cannot be sold or marketed in the United
St at es.

The FDA Export Reform and Enhancenment Act al so established
recordkeepi ng and notification requirenments. Section 802(g) of the act
requires an exporter of a drug or device under section 802(b)(1)(A) of
the act to provide a “~“sinple notification'' to the agency
““identifying the drug or device when the exporter first begins to
export such drug or device'' to any of the 25 countries identified in
section 802(b)(1)(A) of the act. For exports to other, nonlisted
countries, section 802(g) of the act requires the exporter to provide a
sinple notification “~“identifying the drug or device and the country to
whi ch such drug or device is being exported.'' This section also
requi res persons exporting drugs or devices under any provision of
section 802 of the act to “~“nmmintain records of all drugs or devices
exported and the countries to which they were exported.'

Certain aspects of the proposed rule rai sed nunerous issues. As a
result, in the Federal Register of June 17, 1999 (64 FR 32442), FDA
ext ended the conment period fromJune 16, 1999, to July 16, 1999.

FDA received 18 conments on the proposed rule. In addition, the
agency received several comments on the export notification and
recor dkeepi ng discussions in its draft export guidance docunent which
was published in the Federal Register on June 12, 1998 (63 FR 32219,
FDA docket nunber 98D- 0307). Drug manufacturers, device manufacturers,
devi ce exporters, and food, drug, and device trade associations
subm tted comrents. An animal drug trade association and a biol ogica
product conpany al so subnmitted comrents. Because FDA wote both the
proposed rul e and the gui dance document contenporaneously, the agency
consi dered comments subnmitted on the proposed rule and rel ated comrents
subm tted on the draft export guidance docunent when it prepared this
final rule.

I1. Conments on the Proposed Rule, Including Related Conments
Submitted to the Draft Gui dance Document

Most comrents focused on specific provisions in the proposed rule.
However, others made general conments about FDA's export authority or
the need for any regul ations or addressed other export issues that were
not directly related to the proposed rule. A description of the
comments, and FDA' s responses, foll ows.

A. Ceneral Conmmrents

(Conmment 1) Several coments clained that the proposal was contrary
to the letter or intent of the FDA Export Reform and Enhancenent Act
because it would create "“unnecessary,'' " cunbersone,'' or
" burdensone'' requirenents that would make it nore difficult or tine-
consum ng to export products fromthe United States, place U S. firns
at a conpetitive disadvantage in global markets, force firns to
rel ocate overseas, or result in lost profits. Sone comments said FDA
nmust wi thdraw the proposal, although others said the agency should
significantly revise the proposal to reduce its requirenments.

FDA recogni zes that the FDA Export Reform and Enhancenment Act was
designed to facilitate exports of unapproved products fromthe United
States and, through the draft gui dance docunent, proposed rules, and
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ot her contacts with individual firms, the agency worked to reduce or
elimnate export requirements and facilitate exports. FDA drafted the
proposed rule to inplenment the notification and recordkeeping
requirenents in section 802 of the act and to establish a single,
consi stent agency position regarding the types of records it would
examne to determine conpliance with section
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801(e)(1) of the act. In general, FDA sought to establish recordkeeping
requirenents to informfirnms about the types of records that would
denonstrate a firms conpliance with the act and to ensure that the
records could be linked to a specific export. For exanple, an export
record stating only that "~ product X was exported'' would be al npost
useless if nmultiple versions of the product exist (because neither FDA
nor the exporter would be able to tell what specific version of the
product was exported) or if the product was exported to multiple
countries (because neither FDA nor the exporter would be able to alert
foreign governnent officials if a problem devel oped or such
conmuni cati ons becanme necessary).

FDA di sagrees, therefore, with those coments asserting that the
proposed rule was "~ burdensone'' or " “unnecessary.'' The agency's
interest is to inplenent sections 801(e)(1) and 802 of the act and
section 351(h) of the PHS Act in a consistent, uniformmanner that wll
generate notifications and records that will be useful in determ ning
conpliance with the act and will have some val ue both to the exporter
and the agency. Furthernore, as discussed later in this docunment, FDA
has, in response to other coments, revised or elininated various
requi renents. These changes to the final rule should nake it easier for
exporters to conply with the act.

(Comrent 2) Several comments argued that FDA |l acks authority to
i ssue any regul ations pertaining to exports. One coment conceded that
the act inposes substantive requirenents and that FDA can exercise its
enforcenent authority if a manufacturer violates the export
requi rements, but argued that FDA does not have "“carte blanche'' to
require exporters to retain records to defend against a possible FDA
enforcenent action before the agency alleges that a violation has
occurred. The comment added that FDA cannot require records as a
substantive requirenent so that failure to nmaintain records would be
the basis for regulatory action. Another comrent asserted that FDA had
failed to show that Congress expected FDA to inpose new recordkeepi ng
and reporting requirenents on industry or how the requirenments would be
inmportant in fulfilling FDA's statutory obligations

Anot her coment sinply stated that the act does not require
regul ati ons or the recordkeepi ng described in the proposed rule.

O her comments cited remarks by one | egislator to enphasize that no
export restrictions would be preferable.

FDA's authority to issue regulations stens fromsection 701(a) and
(b) of the act (21 U.S.C. 371(a) and (b)). Section 701(a) of the act
gi ves the agency authority to issue regulations for the efficient
enforcenent of the act unless an exception exists, and section 701(b)
of the act specifically authorizes the Departnents of Health and Human
Services (DHHS) and the Treasury to jointly prescribe and for the DHHS
to pronul gate regulations for the efficient enforcenent of section 801
of the act. G ven these provisions of the act, FDA clearly has the
authority to promul gate regul ati ons concerning exports and to issue
regul ations for the efficient enforcenent of sections 801 and 802 of
the act.

Addi ti onal discussion of FDA's authority to issue regulations for
the efficient enforcenment of section 351(h) of the PHS Act is included
in the responses to the comments to Sec. 1.101(c) (21 CFR 1.101(c))
(see section Il. D bel ow).

Records enable a person to show, and for FDA to verify, that the
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person has conplied with its | egal obligations. The FDA Export Reform
and Enhancement Act, with very few exceptions, elimnated any need for
prior FDA approval of an export, so determ ning whether a person has
conplied with the act nust depend on an exanination of records. If no
records can be required, a firmcannot denonstrate that it net all
appl i cabl e export requirenents, and FDA would be unable to verify such
conpl i ance.

Further, section 802(g) of the act clearly states, in part, that,
T Any exporter of a drug or device shall nmaintain records of all drugs
or devices exported and the countries to which they were exported'
(enphasi s added). The nost straightforward interpretation of this
provision is that persons exporting drugs or devices under section 802
of the act must keep records on the exported product and the foreign
countries receiving the product. As a result, the final rule, at
Sec. 1.101(e), describes the types of information that woul d
denonstrate conpliance with section 802(g) of the act. Failure to keep
the records required by section 802(g) of the act would be a violation
of section 802 of the act. As a result, the product would no | onger
have section 802 of the act's exenption fromthe applicable
m sbrandi ng, adulteration, approval, and prohibited act provisions of
the act. The product and/or the person responsible could be subject to
enforcenent action under the act.

FDA acknow edges that one legislator, in his renmarks acconpanyi ng
t he passage of the FDA Export Reform and Enhancenent Act, indicated a
desire to have no export requirements at all. Neverthel ess, the FDA
Export Reform and Enhancement Act did contain requirenments for exports,
and one cannot reasonably argue that Congress, in enacting those
requi renents, intended themto be ignored, rendered neaningl ess, or
made unenforceable. Wien interpreting legislation, it is a well-settled
principle that, " Absent clear congressional intent to the contrary, we
will assume the legislature did not intend to pass vain or meani ngl ess
legislation'' (Coyne & Delany v. Blue Cross & Blue Shield of Virginia,
102 F.3d 712, 715 (4th Cir. 1996); see also Halverson v. Slater, 129
F.3d 180, 185 (D.C. Cir. 1997) (Congress cannot be presunmed to do a
futile thing)).

(Comrent 3) Two conments argued that the proposal was deficient or
had to be wi thdrawn because FDA had not shown how the proposal protects
the public health of U S. citizens or foreign citizens or benefits
consumers.

FDA di sagrees with the coments. The rule is intended to inpl enent
sections 801(e) and 802(g) of the act and section 351(h) of the PHS Act
by describing the types of records that should be kept in order to
denonstrate that the export conplied with the act and by describing the
contents of the sinple notification, which nust be sent to FDA for
certain exports under section 802 of the act. None of these provisions
requi res a denonstration of the public health benefits for United
States or foreign citizens as a prerequisite to rul enaking. Thus, a
preanbl e di scussi on concerning public health benefits to U S. citizens
or foreign citizens or possible congressional expectations for a
regul ation i s unnecessary.

Nevert hel ess, the act and, by extension, the final rule indirectly
benefits the public health in the United States and in foreign
countries. For exanple, sections 801(e) and 802 of the act pernit
exports of products that are not approved for use in the United States.
(I'f the products were approved for use and otherwi se in conpliance with
the act's requirenents for narketing and sale in the United States,

t hey woul d not be subject to the export provisions of the act.)
Consequently, to the extent that records can show that a product not
approved for use in the United States. was, in fact, exported, there
woul d be no U.S. public health concern that a product whose safety or
ef fecti veness has not been established had entered donestic commrerce.

As anot her exanple, section 351(h) of the PHS Act states, in part,
t hat exports
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of a partially processed biol ogi cal product nust conformw th current
good manufacturing practice (CAGW) requirenents. CGVWP requirenents are,
in part, intended to ensure that the product conmplies with certain

adul teration and m sbrandi ng provisions. Obviously, consumers benefit
by not receiving products that do not conply with these requirenents.
The final rule, at Sec. 1.101(c)(2), reflects the CGW requirenent
adopted by Congress by requiring records denbnstrating that the
partially processed biol ogical product was manufactured in confornity
with CGws. |If FDA could not require exporting firms to keep CGW
records, there would be no way to denonstrate or to verify that the
partially processed biol ogical product net CGWs, was not contam nated,
was correctly | abel ed and stored, and was otherwi se in conpliance with
section 351(h) of the PHS Act and entitled to the provision's exenption
fromthe requirenments of the PHS Act and the act. This denonstration
clearly benefits the public health.

(Comrent 4) One conment said that the present systemis "~ working
wel "' so new regul ati ons are unnecessary. Other coments said the
statute was sufficiently clear so no regul ati ons are needed. Another
conment asked that foods be excluded fromthe rule; the coment said,
in part, that FDA did not understand the gl obal food market or
recogni ze congressional intent in adopting the FDA Export Reform and
Enhancenent Act. (The comment al so made specific statenents agai nst
i ndi vi dual provisions in the proposed rule and ot her clains; FDA
addresses those comments el sewhere in this preanble.)

FDA di sagrees with the comments. The FDA Export Reform and
Enhancenent Act affected regul ated industries differently. For exanple,
for foods, no significant changes in the export authority occurred,
whereas for drugs and devices, the new export provisions offered new
authorities for exporting investigational products, products approved
by certain foreign countries, and products intended to "“fill the
pipeline'' while awaiting approval in a foreign country.

As anot her exanple, before the enactnent of the FDA Export Reform
and Enhancement Act, unapproved new ani mal drugs were subject to the
export requirenents in section 802 of the act, and then-section 801(e)
of the act did not permt the exportation of aninmal drugs that were
““unsafe'' within the neaning of section 512 of the act (21 U S. C
360b). After the enactnent of the FDA Export Reform and Enhancenent
Act, aninmal drugs are excluded fromsection 802 of the act and, except
for " “banned'' animal drugs which cannot be exported, now can be
exported if they conply with the export requirenents in section
801(e) (1) of the act.

Yet, while the new export provisions affected regul ated industries
differently, certain statutory requirenents (such as conpliance wth
section 801(e)(1) of the act) are common to all exports. Oher
statutory requirements, particularly those in section 802 of the act,
are comon to drugs and devices, or to drugs, biological products, and
devices. In cases where a particular statutory requirenment applied to
nore than one type of product, the agency decided that its
interpretation and i nplenentation of that statutory requirenent shoul d
al so be the sane, regardl ess of the product involved. In other words,
the rule inplenenting section 802(g) of the act should be the sanme for
drug exporters as it is for device exporters because both are subject
to section 802(g) of the act. Simlarly, the requirenments in section
801(e)(1) of the act are incorporated by referring to section 802(f) of
the act and section 351(h) of the PHS Act, and continue to operate as a
freestandi ng export provision for foods, cosnmetics, certain drugs, and
devices. The interpretation of section 801(e)(1) of the act should be
consi stent regardl ess of the product involved.

So, while the agency's inplenentation of the export provisions
m ght have been sufficiently clear to sone individuals and "~ working

http://www.fda.gov/OHRM SDOCKET S/98fr/121901a.htm

Page 5 of 39

12/20/2001



well'' for certain industries in certain cases, the absence of a
single, consistent interpretation of those statutory provisions created
the possibility that different FDA centers would inplenent the sane
provi sions of the act differently. The agency, therefore, fornmed a
multi-center and multi-office group to devel op FDA's policies and
interpretations for the FDA Export Reform and Enhancenent Act. The
draft gui dance document (which appeared in the Federal Register of June
12, 1998 (63 FR 32219)), the proposed "~ “inport for export'' rule (which
appeared in the Federal Register on Novenber 24, 1998 (63 FR 64930)),
and this rule represent the consensus positions and interpretations of
t he agency's centers and offices.

In short, a rule will help ensure that the export requirenments
“work well'' for all, rather than some, regul ated industries and that
they work the sane way for all regulated industries.

As for the coment requesting that FDA exclude food products from
the rule, FDA declines to adopt the comrent's suggestion. Section
801(e)(1l) of the act clearly and unequivocally applies to food exports,
so, absent a conpelling reason that would warrant separate or different
export regul ations for food, FDA declines to exclude food products from
the final rule.

(Comrent 5) One conment said that the proposed rul e contained the
" “sane objectionable provisions'' that were in the draft guidance
docunent on exports.

Wil e the agency di sagrees with the comment's characterization of
the rule, the proposed rule and gui dance docunent contain the same
concepts because FDA prepared the draft gui dance document and its
export-rel ated proposed rul es simltaneously. However, the
adm ni strative clearance and publication procedures and statutory
requi renents that apply to gui dance docunents are nuch sinpler than
those that apply to proposed rules. Consequently, the proposed rules
appeared several nonths after FDA had published the draft gui dance
docunent in the Federal Register. In preparing this final rule, FDA
revi ewed both the coments submitted to the proposed rule and rel evant
comments subnitted to the draft gui dance docunent.

(Comrent 6) One conment accused the agency of engaging in
““regulatory inperialism' that is ~“neither desired nor needed by
other countries'' and that the rule reflected what it called ~"FDA's
continued belief that the agency is not sinply the public-health agency
for the United States, but for the entire world.'

FDA di sagrees with the coment. The rule inplenents parts of
sections 801(e) (1) and 802 of the act and section 351(h) of the PHS
Act. These provisions do not require, or expect, FDA to be a public
health agency ““for the entire world,'' but the act and section 351(h)
of the PHS Act do establish requirenents on exports of products that
cannot be legally marketed or sold under the act in the United States,
and FDA is charged with enforcing the act and section 351 of the PHS
Act. The final rule, as stated earlier, creates a single, uniform
interpretation for certain export requirenents by describing the types
of records the agency would exanmine in order to determ ne whether a
person conplied with the |aw and by describing the content of the
notification, if required by the act, to be sent to FDA

(Comrent 7) Two conments invol ved investigational products. One
conment said the proposal would make it nore difficult for U S firns
to conduct foreign clinical trials for drug and bi ol ogi cal products.
The ot her comrent said the proposal fails to recognize that food
sanmpl es are often exported for
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testing or for product research and devel opnent. This conment said

t hese food products are tested on site under controlled conditions or
used for denonstration purposes and are never intended for hunan
consunption in foreign countries. The coment added that these food
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products are never "~ approved' ' by foreign governnents because they are
not intended for retail markets, and said that the proposal overl ooked
the need for global market devel oprent.

For clinical investigations involving human drugs and bi ol ogi ca
products, the FDA Export Reform and Enhancenent Act created severa
avenues for exporting such products. First, if the drug or biol ogica
product has been approved for marketing in any of the countries
identified in section 802(b)(1) of the act (the so-called “"listed
countries''), the product nmay be shipped to any country for any
purpose; this would include investigational use, and the export would
be subject to the rule's notification and recordkeepi ng requirenents.

Second, if the drug or biological product is exported for
i nvestigational use in any listed country and is not approved in any
listed country, section 802(c) of the act authorizes its export. These
exports are not subject to the notification requirenent in section
802(g) of the act, but are subject to section 801(e)(1l) of the act and
to certain other requirenents in section 802 of the act. Mst drugs and
bi ol ogi cal products exported for investigational use would probably be
subject to this provision of the act and Sec. 1.101(b) and (g).

Third, the clinical investigation could be conducted under an
i nvestigational new drug application (IND). In these cases, only the
IND requirenents at part 312 (21 CFR part 312) woul d apply.

Fourth, the person could seek perm ssion to export the drug or
bi ol ogi cal product, wi thout obtaining an IND, under Sec. 312.110. This
program known as the ~"312 program'' pre-dates the FDA Export Reform
and Enhancement Act and allows exports for investigational use.

FDA is preparing a proposed rule that woul d address exports of
drugs and bi ol ogi cal products for investigational use and al so
stream ine the requirenents for the "~ 312 program'' Additionally, FDA
has revised Sec. 1.101(b)(2) and other parts of this rule to sinplify
the requirenents for denonstrating conpliance with section 801(e)(1) of
the act. These revisions significantly change the records required for
denonstrating conpliance with section 801(e)(1) of the act and are
di scussed later in this docunent.

As for foods exported for investigational or research uses, the act
does not contain any special provisions for such products. There is no
apparent |egal basis to distinguish themfrom other food exports.

However, section 801(e)(1)(B) of the act only requires that the
product intended for export be "“not in conflict'' with the foreign
country's laws. This is considerably different--and far |ess
restrictive than requiring that the exported product be " “approved'' in
the foreign country. Market authorization is relevant only for drugs
and devi ces exported under section 802(b)(1) of the act, because that
provi sion of the act allows exports of unapproved drugs or devices if
t hey have received valid marketing authorization fromany |isted
country, and conply with the other applicable requirenents of section
802 of the act. Thus, in the food testing and research and devel opnent
exanpl e cited by the comment, the export would conply with section
801(e)(1)(B) of the act if such activities do not conflict with the
laws of the inporting country. Additionally, as stated earlier, revised
Sec. 1.101(b)(2) greatly sinplifies the types of records needed to show
that the product is not in conflict with the foreign country's | aws.

(Comrent 8) One conment objected to notifying FDA at all if a
device is International Organization for Standardization (ISO -9001
certified or has received approval froma notified body so that it may
be conmercially marketed in the EU. The comment said the Confornmite
European (CE) mark should exenpt the device fromnotification and said
that small countries will find it in their best interests to accept the
CE mark as their acceptance standard.

FDA declines to exenpt CE-marked or |1SO 9001 certified devices from
the notification requirenent. The act requires notification for drugs
and devi ces exported under section 802(b) of the act. The act does not
exenpt devices that bear a CE nark or neet |1SO 9001 standards fromthe
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act's export requirenents. The agency notes that such devices may
qualify for export under section 801(e)(1l) of the act. In such

i nstances, no notification would be required as |long as the export
conplies with section 801(e)(1) of the act.

As for the coment's assertion that small countries should accept
the CE mark, such matters are outside the scope of this rule. FDA
cannot require other countries to accept a CE mark

(Comrent 9) The preanble to the proposed rule described the
requirenents in section 802(f) of the act. It noted that the act
prohi bits exports of a drug or device if the product is the subject of
a deternmination by FDA or by the U S. Department of Agriculture (USDA)
that the probability of reinportation of the exported drug or device
woul d present an i mm nent hazard to the public health and safety of the
United States. The preanble to the proposed rule noted that veterinary
bi ol ogi cal products are subject to USDA jurisdiction (64 FR 15944, col
3). One comrent requested that FDA renove the reference to veterinary
bi ol ogi cal products.

The statenent in the preanble to the proposed rule accurately
described the USDA's jurisdiction. However, the reference to veterinary
bi ol ogi cal products was i nappropriate because sections 801(e)(1l) and
802 of the act apply only to FDA-regul ated products. No changes to the
final rule are necessary, though, because the reference to veterinary
bi ol ogi cal products appeared only in the preanble to the proposed rule.

(Comrent 10) Two comments said the rule failed to address or to
di stingui sh between itens that are inported as conponents or
ingredients that are used in products destined for export and products
that are manufactured solely for export purposes.

In the Federal Register of Novenber 24, 1998 (63 FR 64930), FDA
published a proposed rule regarding ~“inport for export'' under section
801(d) of the act. The proposal described the reporting and
recor dkeeping requirenents for articles that are inported into the
United States and are later further processed or incorporated into
items for export.

The inmport for export proposal, however, focused on requirenents
pertaining to the inported article, whereas this final rule pertains to
the notification and recordkeeping requirenents for exported products.
In other words, the inport for export provision in section 801(d) of
the act does not relieve "“inport for export'' products from satisfying
the export requirenents in sections 801(e) and 802 of the act or
section 351(h) of the PHS Act. Thus, one should read this final rule in
conjunction with the inport for export proposal. FDA intends to
finalize the inport for export proposal in the near future.

B. Scope (Section 1.101(a))

Section 1.101(a) woul d describe the provision's scope as covering
notifications and records required for human drug, biological product,
devi ce,
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ani mal drug, food, and cosnetic exports under sections 801 or 802 of
the act or section 351 of the PHS Act.

(Comrent 11) One comment asked if a product neeting all applicable
marketing requirements in the United States, but |abeled in a foreign
| anguage and intended for the same uses as those approved by FDA, woul d
be exenpt fromthe rule.

FDA considers a product which is |abeled solely in a foreign
| anguage and whose foreign-|anguage | abeling has not been approved by
FDA (where such FDA approval of labeling is required) to be an
unapproved product and subject to the act's approval requirements. FDA
approval, in general, includes approval of a product's |abeling (see,
e.g., sections 505(b)(1)(F, (d)(5), and (d)(7); 512(a)(1)(B)
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(a)(2)(©, and (b)(1)(F); and 515(c)(1)(F), and (d)(2) of the act (21
U S.C 355(b)(1)(F), (d)(5), and (d)(7); 360b(a)(1)(B), (a)(2)(C, and
(b)(1)(F); and 360e(c)(1)(F), and (d)(2))). Thus, if FDA has not

revi ewed or approved the foreign-language | abel, the product is
unapproved and would not be exenpt fromthis rule, even if an

i dentical, FDA-approved product with approved | abeling exists.

For information regarding the exportation of products legally
marketed in the United States that are acconpani ed by FDA-approved
| abel i ng, pl ease see conment 28.

(Conmment 12) One comment objected to the rule's scope, saying that
it would cover products that foreign countries mght regul ate
differently from FDA. The conment gave an exanple of patient [disposal]
washcl ot hs, whi ch woul d be nmedical devices in the United States, but
woul d be cosnetics in Brazil. The coment said FDA should concern
itself with conpliance with FDA requirenents for donestic shipnents.

FDA di sagrees with the coment. The nost |ogical interpretation of
the act is to have FDA regul ate products, and deterni ne whet her
products are exenpt fromrequirenents applicable to products narketed,
distributed, or sold in the United States because they qualify for
export under sections 801(e) or 802 of the act or section 351(h) of the
PHS Act, according to their classification or type in the United
States. Thus, a product that woul d be considered a device in the United
States renmains a device under the export provisions even though a
foreign country mght regulate it differently or might not regulate it
at all. It would be both inefficient and resource-intensive for
exporters and FDA to apply the export requirements based on the product
category in which a particular foreign country regul ates the product.
Mor eover, such an approach is inconsistent with the structure of the
act's export provisions. The export provisions are a neans by which an
exporter can ship products that would otherw se be subject to the act's
donestic provisions. The purposes underlying the export provisions
woul d be undermined if a product could qualify for export under the
rul es applicable to the product category of the inporting country
rather than based on how the product is regulated in the United States.

(Comrent 13) One comment said the proposal failed to address
speci fic categories of food products. The comment said that food
additives and dietary supplenments are ~"foods'' and subject to section
801(e)(1) of the act, but said color additives are not foods, drugs, or
any other product nmentioned in proposed Sec. 1.101(a). The coment
asked if color additives are exenpt fromthe rule.

The act's definitions of ~“food,'' ““drug,'' and "~ cosnetic'

i ncl ude conponents of such products (see section 201(f)(3), (9g)(1)(D
and (i)(2) of the act (21 U S.C 321(f)(3), (9)(1)(D), and (i)(2)).
Section 201(t)(1)(B) of the act, in general, defines a "“color
additive'' as a material that, when added or applied to a food, drug,
or cosmetic, or to the human body or any part thereof, is capable of

i mparting color. Mdst color additives would be conponents of a food,
drug, or cosnetic and, as a result, be subject to the act's export
requi renents for foods, drugs, or cosnetics. Only those color additives
that are not classified as a food, drug, or cosnetic "~ conponent'' fal
out si de sections 801(e) and 802 of the act. In such circunstances, if
the color additive cannot be legally nmarketed, distributed, or sold in
the United States because it does not conply with the act's
requirenents for color additives, it nmay not be exported.

(Comrent 14) FDA, on its own initiative, has replaced the word
““biologic'' or ““biologics'' with "~ biological product'' or
““biological products'' throughout the rule. This change has no
substantive effect and is intended only to use the termused in the PHS
Act for these products.

C. Recordkeepi ng Requirements for Human Drugs, Biol ogical Products,
Devi ces, Animal Drugs, Foods, and Cosnetics Exported Under or Subject
to Section 801(e)(1) of the Act (Section 1.101(b))
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1. General Remarks

Section 1.101(b) woul d establish the recordkeeping requirenments for
human drugs, biol ogical products, devices, aninmal drugs, foods, and
cosnetics exported under or subject to section 801(e)(1) of the act.

(Comrent 15) Several conments chall enged FDA's authority to issue
any recordkeepi ng regul ations for section 801(e)(1) of the act. Two
comments clainmed that the act only requires records under section
802(g) of the act, so FDA cannot issue recordkeeping requirenments for
section 801(e)(1) of the act. One comment added that the proposed
recordkeepi ng requirenments went " far beyond'' the " “sinple
recordkeeping'' requirenents specified in the act. Two conments argued
that the act did not require records or prescribe what records are to
be kept, although one comment acknow edged that conpani es shoul d keep
records to denonstrate conpliance with the act. According to these
conments, conpani es have the discretion to keep any records they w sh
to denonstrate conpliance with section 801(e)(1) of the act.

FDA has anple legal authority to require records. Section 701(b) of
the act provides the principal |egal basis for the recordkeeping
requirenents in Sec. 1.101(b). Section 1.101(b) reflects the basic
export requirenments in section 801(e)(1l) of the act that apply to all
exports under sections 801(e) and 802 of the act, regardl ess of whether
the product is a food, human or ani mal drug, biological product,
device, or cosnetic. The agency drafted this provision to provide a
single, consistent interpretation of requirements in section 801(e)(1)
of the act to both industry and to the agency's own conponents. This
should result in I ess confusion and fewer disagreenents as to whether a
particul ar docunent adequately denonstrates conpliance with section
801(e)(1) of the act (which would occur if no regulation existed and
firms had total discretion over what records to keep). FDA has,
however, significantly revised Sec. 1.101(b) in response to the
conments (by shortening the recordkeeping period and by clarifying the
types of records needed to show that the export neets the foreign
purchaser's specifications or does not conflict with foreign |laws), and
di scusses those changes later in this docunment.

For the records required in Sec. 1.101(e), section 701(a) of the
act provides rul enaking authority for the efficient enforcenent of the
act, and this authority is independent of the recordkeepi ng requirenent
in section 802(g) of the act. FDA further notes that, contrary to one
comment's claim section 802(g) of the act does not refer to “~“sinple
recor dkeeping.'' Instead,

[[ Page 65434]]

section 802(g) of the act refers to a ““sinple notification'' that is
to be sent to FDA, and requires drug and device exporters to " “nmmintain
records of all drugs or devices exported and the countries to which
they were exported.'

(Conmment 16) One comment argued that the proposal contains
requi renents and recomrendations that are irrel evant or inappropriate
to specific products, such as bul k agricultural conmodities. The
comrent asked FDA to exclude foods fromthe rule.

FDA declines to exclude foods fromthe rule. Section 801(e)(1) of
the act specifically includes foods, so it is nore practical and
appropriate to include foods as part of this rule so that the rule
applies equally to all products subject to section 801(e)(1) of the
act .

Section 801(e)(1) of the act al so does not distinguish between
types of food, so it would be inappropriate to create exenptions or
exceptions for specific food products. FDA has, however, revised some
requirenents in Sec. 1.101(b) to nake it easier to denonstrate
conpliance with section 801(e)(1) of the act. FDA is unable to respond
further to the commrent because it did not identify which requirenments
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were supposedly irrelevant or inappropriate or explain why they were
irrel evant or inappropriate.

(Comrent 17) Proposed Sec. 1.101(b)(1) would require records to be
kept at least 5 years after the date of exportation and made avail abl e
to FDA for review and copyi ng.

Several comrents protested that the 5-year period was excessive.
One coment clainmed that food manufacturers do not even keep records
regarding foreign regulatory requirenents and that it would be
unrealistic and unacceptable to expect themto do so. Two conments
suggested that the retention period be 2 years, while another comment
suggested that, for drugs, the period be 1 year after the product's
expiration date.

The agency has revised the rule to nake the record retention period
coincide with the CGWw or quality systens (QS) regul ati ons applicable
to the product. So, for exanple, the CGW record retention period would
apply to drug exports, and the QS regulation record retention period
woul d apply to device exports. FDA decided to use CGW and S
regul ation record retention periods because nost records described in
Sec. 1.101 would be contained in a conpany's CGW or QS regul ation
records. As a result, firms should find it easier to maintain their
export records in the same manner and for the sane period of time as
their CGW or QS regul ation records.

For food and cosnetic exports, the food CGW regul ati ons do not
contain a recordkeeping requirenent, and there is no CGW regul ation
for cosmetics. Therefore, because the food CGW and cosnetic
regul ati ons do not require records, FDA has revised Sec. 1.101(b)(1) to
require records for food and cosnetic exports to be kept for 3 years
after the date of exportation. The 3-year period is consistent with the
CGW record retention period for drugs (see 21 CFR 211.180(a)).

As for the comrent claimng that food manufacturers do not keep
records of foreign regulatory requirenments, neither the proposed nor
final rules required themto do so. Section 1.101(b)(2) requires
records denonstrating that the product does not conflict with the |aws
of the inmporting country. The final rule states that such records can
consist of either: (1) Aletter froman appropriate foreign governnent
agency, department, or body stating that the product has marketing
approval fromthe foreign government or does not conflict with the
foreign governnent's laws; or (2) a notarized certification by a
responsi bl e conpany official in the United States that the product does
not conflict with the inporting country's I aws and includes a statenent
acknow edgi ng that he or she is subject to 18 U . S.C. 1001. Thus,
showi ng that the export does not conflict with the foreign country's
| aws does not require a person to keep records regarding foreign
regul atory requirenents.

(Comrent 18) One comment argued that the recordkeepi ng obligations
do not operate until a firmbegins to export a product.

FDA di sagrees with the coment. Although the rule does not specify
when a firm shoul d begi n keepi ng export records, FDA expects firns to
begi n creating and keeping records before they export a product under
sections 801(e) or 802 of the act or section 351(h) of the PHS Act. For
exanpl e, to show whet her the export neets the foreign purchaser's
specifications (as required by section 801(e)(1)(A) of the act), an
exporter would keep a copy of the inconmi ng purchase order showi ng which
itenms the foreign purchaser wanted. It would be illogical for the
exporter to ask the foreign purchaser to provide a purchase order when
the exporter ships or after the exporter has shipped the products to
the foreign purchaser or to start keeping such records after he or she
has exported the product.

In other words, a prudent firm should know whet her exports are
permtted or whether the export meets various obligations under the act
or the PHS Act before the firmactually exports the product. Yet, even
in the absence of this requirement, nost firns woul d have the foreign
purchaser's specifications before they export the product because they
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woul d want to ensure that they are manufacturing and exporting the
correct itemand to reassure the foreign purchaser that the exported
item neets the purchaser's needs or expectations. Moreover, for
purposes of the act, if a product does not conply with the applicable
requi renents for donestic marketing, distribution, and sale, and the
manuf acturer | acks evidence that the product is intended for export and
neets the requirements of an applicable export exenption (i.e.

sections 801 or 802 of the act or section 351(h) of the PHS Act), the
product woul d be subject to enforcenent action for violating the act.

2. Foreign Purchaser's Specifications (Section 1.101(b) (1))

To denonstrate that the exported product neets the foreign
purchaser's specifications, Sec. 1.101(b)(1) would require records
describing or listing the product specifications requested by the
foreign purchaser. The proposal indicated such records could include
details about the product (e.g., dosage strength, dosage form purity,
quality, operating paraneters, conposition) and any manufacturing
specifications requested by the foreign purchaser (e.g., type of
sterilization process to be used, conpliance with a particul ar
manuf act uri ng standard).

(Comrent 19) Most conments submitted in response to proposed
Sec. 1.101(b)(1) interpreted the provision as requiring extrenely
detail ed product specifications and protested the level of detail that
they believed the rule required. For exanple, sone conments said that
in vitro diagnostic devices are not nanufactured to uni que
specifications and are instead sold to the general |aboratory or
scientific comunity. These conments said package inserts describing
product specifications, product |abeling, or some indication that the
in vitro diagnostic device net design criteria should be acceptable.

QO her comments said that, for food products or nedical devices,
contracts or purchase orders between exporters and foreign purchasers
shoul d suffice. One conment added that for devices FDA shoul d not
require specifications to be in English; the comrent said requiring
foreign purchasers to draft original specifications in English would be
cunbersone and that product |abeling is used worldwi de as the basis for
product performance characteristics.

[[ Page 65435]]

One coment froma trade association for human drug manufacturers
said CAGW records should suffice, but also clained that the act does
not authorize FDA to require any records. In contrast, another conment
said that some foreign purchasers have linited requirenents and may not
require detailed product specifications.

One coment said that recipes, manufacturing specifications, and
processes are proprietary information protected under "“internationa
agreements'' and should not be available to FDA for review and copyi ng.
The comment accused FDA of trying to obtain proprietary infornation
with the intent to share such information with foreign entities.

Only one coment stated that the records described in proposed
Sec. 1.101(b)(1) would not present any problem The coment expl ai ned
that a manufacturer would require a detailed specification for the
custom nanuf acture of any product that is not regularly nmanufactured or
sold in the United States.

FDA believes that nany coments nmisinterpreted the rule. FDA's
principal interest is to link a record to a particular export to verify
that the exported product met the foreign purchaser's specifications.
For exanple, if the foreign purchaser sought 5,000 bottles of drug X
tablets, with each tablet at a 50 mlligram (ng) dose, FDA would | ook
for records to show that a particular shipnent of drug X to the foreign
pur chaser consisted of 5,000 bottles of 50 ng of drug X tablets.
Records stating only that drug X was shipped to the foreign purchaser
woul d not be satisfactory because they would provide no information
regardi ng the foreign purchaser's specifications or how the export
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shi pnent net those specifications.

The final rule does not prescribe any particul ar degree of detai
in the foreign purchaser's specifications. The agency has revised
Sec. 1.101(b)(1) to clarify that the records need only contain
sufficient detail to match the foreign purchaser's specifications to a
particul ar export. If CAGW records contain information on the foreign
purchaser's specifications, they may be sufficient under
Sec. 1.101(b)(1).

As for translations, the specifications should be translated, if
necessary, to facilitate a deternmination as to whether the exported
product neets the foreign purchaser's specifications. The agency has no
preference whether the foreign purchaser or the U S. manufacturer or
exporter does the translation. However, the U S. manufacturer or
exporter should know whet her the exported product neets the foreign
purchaser's specifications, so it is reasonable to expect that the U S.
manuf acturer or exporter would understand the foreign purchaser's
specifications and be able to conmuni cate those specifications in
Engl i sh.

FDA di sagrees with the coment that clainmed that FDA wants to
obtain proprietary information in order to transmt that information to
foreign entities. Such clains are totally unfounded. FDA is very
conscious of its legal obligations to protect trade secrets and
confidential commercial information (see section 301(j) of the act (21
US. C 331(j)), 21 CFR part 20) and has regul ati ons governing
conmuni cations with foreign governments (see 21 CFR 20.89). Those
regul ati ons contain several safeguards, such as sponsor consent, to
protect any exchanges of confidential comercial information with
foreign governnents.

(Comrent 20) One comment asked how often forei gn purchasers nust
provi de product specifications. The comrent expl ai ned that
specifications are only as detailed as necessary to neet the
purchaser's needs, so that if the foreign purchaser changes or amends
its specifications, the foreign purchaser should be expected to provide
an anendnent to the U S. nanufacturer. The comment suggested that FDA
interpret the rule to require foreign purchasers to provide conplete
specifications only with the initial order. |If the foreign purchaser
subsequent |y changed the specifications, the foreign purchaser woul d
only provide the changes to the manufacturer (rather than a conplete
set of specifications). The comment added that batch records would be
kept in accordance with existing recordkeeping requirenents and woul d
be made avail abl e during an inspection.

FDA does not expect conplete specifications to acconpany every
order of the sane product. For exanple, if an exporter signs a contract
to ship the sane itemto a foreign purchaser on a nonthly basis, the
agency woul d not expect the exporter to obtain conplete specifications
for each nonthly shipnment, but would expect the exporter to have
specifications that applied to the initial shipnent and records show ng
t hat subsequent shipnents correspond to the sane initia
specifications. The agency's principal interest is to link records to
specific export shipments to verify that a particul ar exported product
met the foreign purchaser's specifications. The level of detail in the
specifications may vary between orders, but the agency expects
manuf acturers to be able to denonstrate that the exported product net
the foreign purchaser's specifications.

3. Not in Conflict Wth the Foreign Country's Laws (Section
1.101(b)(2))

Proposed Sec. 1.101(b)(2) would require the exporter to maintain
docunent ati on that denonstrates that the exported product does not
conflict with the inporting country's |aws. The proposal stated that
this would normally consist of a letter fromthe appropriate foreign
gover nment agency, departnent, or other authorized body stating that
t he product has marketing approval fromthe foreign governnent or does
not conflict with that country's |aws. The proposal woul d not consider
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letters or other docunents from nongovernnental bodies or persons, such
as company officials or attorneys in the foreign country, to be
sati sfactory for this purpose.

(Comrent 21) Many comments objected strongly to proposed
Sec. 1.101(b)(2). In general, nost coments said it would be difficult,
ti me-consumi ng, burdensone, or inpossible to obtain a letter froma
foreign governnent. Other comments argued that foreign governnents
m ght not regulate the exported product so one could not denpbnstrate
that the product was not in conflict with foreign |aws or that foreign
governments nmight not be willing to provide a letter due to
disinterest, lack of staff, or a desire to protect domestic industry. A
few conments suggested that manufacturers should not be responsible for
det erm ni ng whet her a product does not conflict with foreign | aws,
arguing that inporters, purchasers, or distributors in the foreign
country shoul d bear that responsibility.

Many commrents advocated alternative approaches that would elimnate
any need for a letter fromthe foreign government. Mst coments
favored a certification, declaration, letter, or neno by a conpany
official in the foreign country, a distributor in the foreign country,
by a foreign subsidiary, an attorney (either in the United States or in
the foreign country), a notified body (if the export were to Europe or
Japan), or a foreign governnent official, or some conbination of these
firms or persons. These comments often explained that firns are
responsi ble for nmeeting |l ocal requirenents and supported the use of
certifications or letters fromconpany officials.

One coment suggested using only contractual docunents between the
exporter and inporter. The comment said previous FDA gui dance to the
grain handling industry used this approach

[[ Page 65436]]

Anot her coment said a copy of a valid inport license should be
sufficient because these licenses usually require inspection by the
foreign governnent. The coment explained that a nmanufacturer will not
ship a product if its export costs are significant, and it will not
ship a product that does not conply with |l ocal requirenments because the
cost of returning the product would be too great.

One coment said a label stating ~ For export only'' should suffice
to show that the product does not conflict with the foreign country's
| aws.

Section 1.101(b)(2) was intended to provide the nost reliable
i ndi cator that the exported product did not conflict with the foreign
country's | aws. However, in light of the coments, FDA has revised
Sec. 1.101(b)(2) to accept, as an alternative to a letter fromthe
foreign governnent, a notarized certification froma responsible
conpany official in the United States that the product is not in
conflict with the foreign country's laws. The certification nust
i nclude a statenent acknow edging that the responsible conpany officia
maki ng the certification is subject to the provisions of 18 U S. C
1001. This statutory provision nakes it a criminal offense to know ngly
and willfully make a false or fraudul ent statenent, or nmake or use a
fal se docunent, in any matter within the jurisdiction of a departnent
or agency of the United States. This statutory provision also nakes it
a crimnal offense to knowingly and willfully falsify, conceal, or
cover up by any trick, schene, or device a material fact in any matter
within the jurisdiction of a department or agency of the United States.
This revision should address the concerns expressed in nbost coments
and elininate any potential delays or obstacles in denonstrating
conpliance with section 801(e)(1)(B) of the act. FDA reserves the
authority to request additional docunentation denonstrating that the
export is not in conflict with the foreign country's laws if questions
arise regarding a certification.

FDA declines to amend the rule to accept contracts as evi dence that
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an export is not in conflict with a foreign country's laws. Wile
parties entering contracts usually intend to execute |legally binding
obligations, they do not necessarily take into account whether the
export conplies with foreign | aws.

(Conmment 22) A few comments di sputed FDA's authority to require a
letter froma foreign governnent. They noted that a particul ar
| egi sl ator considered such a requirenent to be objectionable or sinply
decl ared that FDA exceeded its legal authority.

As stated earlier, FDA has revised Sec. 1.101(b)(2) to accept
certifications fromconpany officials as an alternative to a letter
froma foreign government agency.

Additionally, as discussed earlier, FDA has anple | egal authority
under section 701 of the act to issue regulations for the efficient
enforcenent of the act.

(Conment 23) One comment interpreted Sec. 1.101(b)(2) as being
satisfied if the foreign country had issued an approval letter or
publ i shed some docunent indicating that the product was approved.

Copi es of approval letters or other governnent-issued docunents
i ndi cati ng government approval are acceptable to show that the product
is not in conflict with the foreign country's |aws, but, as stated
earlier, the final rule also allows firnms to provide a certification
froma responsi bl e conmpany official that the product is not in conflict
with the foreign country's laws. FDA reiterates that section
801(e)(1)(B) of the act does not require the foreign governnent to
“Tapprove'' the exported product for commercial nmarketing; it only
requires that the export ““not be in conflict'' with the foreign
country's | aws.

Mar ket aut hori zation froma foreign governnment is rel evant under
section 802(b)(1) of the act, which authorizes the export of drugs and
devi ces that have received marketing authorization froma listed
country. However, the final rule does not contain any detail ed
provi sions pertaining to the market authorization aspect of section
802(b) (1) of the act.

(Commrent 24) Proposed Sec. 1.101(b)(2) also would require the
letter fromthe foreign government to be in English or for the person
exporting the article to have an English-Ianguage translation. One
conment objected to the English-1anguage translation requirement. The
conment said World Trade Organi zation (WO notification processes do
not require translations and that, for exported food products, English-
| anguage transl ations are not always avail abl e or necessary.

Section 1.101(b)(2) accepts certifications fromconpany officials
inthe United States to show that the export does not conflict with the
importing country's laws, and the final rule requires the certification
to be in English or for an English-Ianguage translation to be
avai l abl e. This should not be objectionable because a U S. exporter is
likely to have a responsible official capable of witing a
certification in English.

FDA is not persuaded that WO notification processes are rel evant
to the rule because this rule concerns conpliance with U S. law by U S.
conpani es. Section 801(e)(1)(B) of the act requires the exported food,
drug, device, or cosnetic to not be in conflict with the Iaws of the
country to which it is intended for export, and Sec. 1.101(b)(2)
describes how a U S. firmdenonstrates conpliance with section
801(e)(1)(B) of the act.

(Comrent 25) One comment said proposed Sec. 1.101(b)(2) would
adversely affect clinical trials conducted outside the United States by
af fecting the supplies of exported drugs for investigational use.

Because FDA has revised Sec. 1.101(b)(2) to accept certifications
as an alternative to a letter froma foreign governnent, the agency
does not anticipate any significant problens or delays in executing the
certifications, so there should be no adverse inmpact on exporting drugs
for investigational use. Additionally, FDA intends to i ssue a proposed
rul e concerning exports of investigational new drugs. The proposa

http://www.fda.gov/OHRM SDOCKET S/98fr/121901a.htm 12/20/2001



Page 16 of 39

woul d descri be some new regul atory approaches for exporting

i nvestigational new drugs and woul d streanline existing requirenments
for such exports.

4. " For Export Only'' Label (Section 1.101(b)(3))

Proposed Sec. 1.101(b)(3) would require the records to include
copies of any labels or labeling statenents, placed on the shipping
packages, that show that the packages are intended for export. The
proposal indicated that statenments such as ~ " For export only'' nay be
sufficient for this purpose.

(Conmmrent 26) Two comments said that raw or processed agricultura
commodi ti es cannot be | abel ed. The comments said that FDA shoul d accept
a statenent on the bill of |ading, export declaration, or other
shi ppi ng docurment. One conment suggested that the | abel, alone, should
be sufficient and that FDA should not require firns to show that the
export does not conflict with the foreign country's |aws.

FDA agrees and has revised the rule to pernmt the statenment to be
attached to a bill of |ading, export declaration, or other docunent
acconpanyi ng the exported product if the product, as it is ordinarily
shi pped, cannot be | abel ed.

As for the comrent's statenent that FDA should not require firns to
show that an export does not conflict with a foreign country's | aws,
FDA points out that section 801(e)(1)(B) of the act expressly requires
that a food, drug, device, or cosnetic intended for export to be "~ not
in conflict with the |aws of

[[ Page 65437]]

the country to which it is intended for export.'' If a product intended
for export fails to conply with section 801(e)(1)(B) of the act, the
product may be considered to be adulterated or nisbranded, and section
301(a) of the act prohibits the introduction or delivery for
introduction into interstate conmerce of any adulterated or nisbranded
food, drug, device, or cosnetic.

5. ""Not Sold or Ofered for Sale in the United States'' (Section
1.101(b)(4))

Proposed Sec. 1.101(b)(4) would require records showi ng that the
product is not sold or offered for sale in the United States. The
preanble to the proposal said that these records could pertain to the
product, its labeling, and simlar products sold in the United States.
The idea was to show that the exported product, when conpared to those
sold in the United States, was different from products sold
donestical ly.

(Commrent 27) Several conments objected to the proposed requirenent,
arguing that the act does not require any records or |abeling to show
that the exported product is not sold or offered for sale in the United
St at es.

In contrast, other conments stated that it is difficult to assenble
records to ““prove a negative,'' nanely that a particular product is
not sold or offered for sale in the United States, particularly when a
conpany does not sell a similar product in the United States or only
exports products. Sone conments suggested that FDA accept copies of
shi ppi ng records, product |abeling, price lists or catal ogs, product
listings submitted to FDA, or certifications fromthe exporter. Mst
conmments recommended that the | abeling statenment in Sec. 1.101(b)(3)--

that the product is ~"For export only''--be acceptable, although sone
woul d add a product |abel stating, ~“Not for sale in the United
States.'' Two comments said records relating to the production

destruction, and export of products or showi ng how exported products
are segregated fromthose sold in the United States should be
accept abl e.

After further consideration, FDA agrees that it would be difficult
and inpractical to require records of products sold donestically,
product | abels, or simlar information in order to denonstrate that a
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particular export is “~“not sold' in the United States. The agency has
revised the rule to state that production and shipping records relating
to the exported product will be sufficient and that pronotiona
material will be helpful in determ ning whether a product is "~"“offered
for sale'' in the United States. The agency notes that information
concerning products sold or offered for sale in the United States that
are simlar to an exported product may be used by the agency in
determ ni ng conpliance with section 801(e)(1) of the act. The fina
rul e does not require an exporter to retain records concerning simlar
products sold or offered for sale in the United States, but other
provisions in the act may require such records to be retained.

(Comrent 28) FDA interpreted section 801(e)(1)(D) of the act as
requiring exported products to be different from products sold in the
United States. One comment questioned FDA's interpretation. The comment
said that section 801(e)(1)(D) of the act is only intended to prevent
di version of products into donmestic conmerce. The comment argued that
preventing the sale of foreign-market versions of products sold in the
United States "~ “perversely'' establishes a nore restrictive regine for
products sold in the United States than products not sold or offered
for sale in the United States.

Two conments disagreed with FDA's position as it pertains to
mul ti pl e batches of the sane product. (In the draft gui dance docunent,
FDA indi cated that section 801(e)(1)(D) of the act would not be nmet if
a manufacturer nmade five batches of the same drug and sought to sel
some batches in the United States and to export the others; the draft
gui dance document indicated that the U S. sales would show that the
product is, in fact, sold in the United States contrary to section
801(e)(1)(D) of the act.) The coments argued that section 801(e) (1) (D)
of the act should be interpreted as applying only to specific products
that are or were sold or offered for sale in the United States, so
products that are intended for export may, in fact, be exported even
t hough the same product or different batches of the product are sold in
the United States.

After considering the comment, FDA is clarifying its interpretation
of section 801(e)(1)(D) of the act. If the product is legally sold in
the United States, and the same product is intended for export for the
same approved use and is acconpani ed by the FDA-approved | abeling, FDA
may consi der the product to be sold or offered for sale in the United
States. |In nmost circunstances, the product would not have to neet the
requi renents of section 801(e)(1l) of the act because the product to be
exported is the same product that can be legally sold in the United
States and does not need to qualify for an exenption fromthe act's
requi renents. By stating that the product is "~“acconpanied' ' by the
FDA- approved | abel, FDA does not require the FDA-approved |abel to be
af fixed to each exported product, but the agency does expect the FDA-
approved | abel to be included in the export shipnent. The agency
recogni zes that no interest would be served by requiring firns to
attach FDA-approved | abels to exported products if those |abels would
have to be renoved or altered for the product to be sold in a foreign
country.

In contrast, if the product to be exported involves a use that is
not approved in the United States, or is labeled solely in a foreign
| anguage and whose foreign | anguage | abeling has not been approved by
FDA, then the product is ~“unapproved'' and falls within the act's
export provisions. In these cases (as we stated in our response to
conment 11 earlier), the product nust conply with section 801(e) (1) (D)
of the act, and FDA woul d not consider the product to be sold or
offered for sale in the United States within the neaning of section
801(e)(1)(D) of the act.

As for batches of the sanme product, FDA is clarifying its position
to state that batches of a product that are segregated from products
i ntended for donestic commerce or produced on nmanufacturing |ines that
are dedicated to export markets, nay nmeet the requirenent in section
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801(e)(1)(D) of the act as long as the batch intended for export
differs fromthe domestic product. (For exanple, the product intended
for export is not made under the sanme CGWPs that apply to the product
marketed in the United States.)

FDA will revise its guidance docunent on the FDA Export Reform and
Enhancenent Act to reflect these positions.

D. Additional Recordkeeping Requirenents for Partially Processed
Bi ol ogi cal Products Exported Under Section 351(h) of the Public Health
Service Act (Section 1.101(c))

Proposed Sec. 1.101(c) woul d establish recordkeeping requiremnents,
in addition to those required under Sec. 1.101(b), for partially
processed bi ol ogi cal products exported under section 351(h) of the PHS
Act .

(Comrent 29) One comment woul d del ete all recordkeeping
requi renents for partially processed biological products. The coment
sai d that proposed Sec. 1.101(b)'s recordkeeping requirenments are based
on section 802(g) of the act, but that provision is inapplicable to
partially processed biol ogi cal products.

FDA di sagrees with the coment. FDA |icenses biological products
under the authority of section 351 of the PHS Act. The PHS Act requires
t hat biol ogi cal products be licensed and be

[[ Page 65438]]

safe, pure, potent, and manufactured in facilities designed to ensure
that the product continues to be safe, pure, and potent. Biol ogica
products are approved for marketing under the provisions of the PHS
Act. However, because npbst biol ogical products also neet the
definitions of ~“drugs'' or "“devices'' under the act, they are also
subj ect to regulation under the act. As part of the FDA Export Reform
and Enhancement Act, Congress substantially revised section 351(h) of
the PHS Act, the provision that allows exports of partially processed
bi ol ogi cal products not otherwi se in conpliance with section 351 of the
PHS Act and the act. Prior to the amendnents, exports of partially
processed bi ol ogi cal products required FDA approval and were limted to
those countries listed in the previous version of section 802 of the
act. As anended, section 351(h) of the PHS Act exenpts exported
partially processed biol ogical products fromthe requirenents of the
chapter of the PHS Act and the requirenents of the act if certain
requirenents are nmet. Section 351(h) of the PHS Act states that a
partially processed biol ogi cal product which:

(1) is not in a formapplicable to the prevention, treatnent, or
cure of diseases or injuries of man;

(2) is not intended for sale in the United States; and

(3) is intended for further manufacture into final dosage form
outside the United States, shall be subject to no restriction on the
export of the product under this chapter or the Federal Food, Drug,
and Cosnetic Act * * * if the product is manufactured, processed,
packaged, and held in conformty with current good manufacturing
practice requirements or neets international nmanufacturing standards
as certified by an international standards organi zati on recogni zed
by the Secretary and neets the requirenents of section 801(e)(1) of
t he Federal Food, Drug, and Cosnetic Act * * *.
The records in Sec. 1.101(b) will show whether a product conplies with
section 801(e)(1) of the act, and section 351(h) of the PHS Act clearly
requires exports of partially processed biological products to conply
with section 801(e)(1) of the act. If FDA could not require such
records, an exporter could not show, and FDA could not verify, that an
exported, partially processed biol ogi cal product conplies with section
801(e) (1) of the act.

Furthernore, it would be both unfair and illogical to interpret
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section 801(e)(1) of the act in a manner that woul d i npose nore

requi renents on persons who export foods, drugs, devices, and
cosnetics, and conparatively fewer (if any) requirenents on persons who
export partially processed biol ogi cal products.

The act and the PHS Act authorize additional recordkeeping
requi renents to denonstrate conpliance with the other requirements for
the export of partially processed biol ogical products under section
351(h) of the PHS Act. Partially processed biological products are
drugs under the act, and section 351(h) of the PHS Act all ows such
products to be exenpt fromboth the PHS Act and fromthe act if certain
requirenents are met. The rule's recordkeeping requirenents for exports
under section 351(h) of the PHS Act will allow FDA to determ ne
efficiently whether the terns of the exenption have been nmet and
whet her any viol ations of the act exist, which would be the case if the
export does not conply with the exenption in section 351(h) of the PHS
Act. The issuance of these regulations, therefore, is authorized under
section 701(a) of the act, which gives FDA the authority to issue
regul ations for the efficient enforcenent of the act.

Recor dkeepi ng requirenents to inplenent section 351(h) of the PHS
Act are also authorized by section 361 of the PHS Act (42 U.S.C. 264).
Under that section, FDA may nake and enforce regul ati ons necessary to
prevent the introduction, transnission, or spread of conmunicabl e
di seases between the States. Because of their nature, partially
processed bi ol ogi cal products pose a potential risk of transmtting
di seases because they may not have been treated to inactivate
i nfectious agents or other harnful agents. FDA has determined that it
may appropriately and effectively regulate partially processed
bi ol ogi cal products intended for export, and the risks associated with
their novenent in interstate comerce, by inposing recordkeeping
requi renents specific to exports under section 351(h) of the PHS Act.

FDA has, however, rewitten Sec. 1.101(c)(2) through (c)(4) to
adopt parallel sentence structure. These changes are intended to nmake
the rule easier to read and have no substantive inpact on the rule.

(Comrent 30) Proposed Sec. 1.101(c)(1) would require persons
exporting a partially processed biol ogical product under section 351(h)
of the PHS Act to mmintain records denonstrating that the product for
export is a partially processed biological product, that is, “~“not in a
formapplicable to the prevention, treatnent, or cure of disease or
injuries of man.'

One coment said it would be inpractical to create records to show
that a product is a partially processed biol ogi cal product. The conment
said that a partially processed biological product "“is just that, a
partially processed biologic.'

FDA di sagrees with the coment. Before Congress enacted the FDA
Export Reform and Enhancenment Act, FDA interpreted the term “partially
processed biologic'' in section 351(h) of the PHS Act as including
products that require purification, inactivation, fractionation, or
significant chemi cal nodification before the partially processed
bi ol ogi cal product can be used in naking a final product. To
denponstrate that a product was a partially processed biol ogica
product, a firm provided either an expl anation or docunentation
explaining the need to purify, inactivate, fractionate, or chemcally
nodi fy the partially processed biol ogical product before it could be
used in a final product.

VWil e the FDA Export Reform and Enhancenent Act elinminated the need
to submit an export application to FDA, it did not alter the term
““partially processed biologic'' or suggest any changes to FDA' s
interpretation of the term Consequently, FDA expects firns to have
records denonstrating that the product intended for export is, indeed,
a partially processed biological product that is eligible for export
under section 351(h) of the PHS Act. Those records may consi st of an
expl anati on or docunentation explaining the need to purify, inactivate,
fractionate, or chenmically nodify the partially processed biol ogica
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product before it could be used in a final product.
(Comrent 31) Proposed Sec. 1.101(c)(4) would require a firmto

mai ntain copies of all |abeling that acconpanies the partially
processed bi ol ogi cal product for export, such as a container |label with
the statenent, "~ Caution: For Further Manufacturing Use Only,'' and any

package insert and to make such copies and package inserts available to
FDA during an inspection.

One coment said the proposed requirenment was unauthorized under
the act and the PHS Act. The conmment said that manufacturers should not
have to keep copies of all labeling that acconpani es an exported
product .

FDA di sagrees with the comment. The requirement to maintain copies
of all product labeling is consistent with CGWP requirenents. For
exanpl e, as part of the batch product and control record requirenents
for drugs, 21 CFR 211.188(b)(8) requires retention of conplete |abeling
control records, including specinmens or copies of all labeling used in
batch products. Section 351(h) of the PHS Act expressly requires that
exported partially processed

[[ Page 65439]]

bi ol ogi cal products be in conformty with CGW requirenents. The

recor dkeepi ng requi rement adopted for exports in this rule is,
therefore, consistent with existing CGW requirenents that apply to
partially processed biol ogical products exported under section 351(h)
of the PHS Act. As discussed in greater detail in the response to
conment 42 (below), the final rule does not require exporters to

mai ntai n duplicate sets of records for export and CGVP purposes.
Records required under this rule may be part of the exporter's CGW or
@S regul ation records.

The requirenent to maintain copies of all product |abeling is also
consistent with the requirenent in section 351(h)(2) of the PHS Act
that a partially processed biol ogi cal product intended for export not
be "“intended for sale in the United States'' and the requirenment in
section 351(h)(3) of the PHS Act that the exported product be
““intended for further manufacture into final dosage form outside the
United States.'' Wthout copies of all Iabeling, FDA would be unable to
determ ne that the product is |abeled in a nanner consistent with these
requi renents. Section 1.101(c)(4) provides a practical approach for
i mpl enenting sections 351(h)(2) and (h)(3) of the PHS Act because the
| abeling will help show that the product is not intended for sale in
the United States, while the suggested cautionary statenment will help
denonstrate that the product is intended for further manufacture
outside the United States. This cautionary statenent is consistent with
the statenent required on other products intended for further
manuf acture, such as source plasma (see 21 CFR 640.70(a)(2)), and is
al so consistent with FDA's authority under section 361(h) of the PHS
Act to make and enforce regulations to prevent the introduction
transm ssion, or spread of comuni cabl e di sease.

Al t hough FDA suggests the inclusion of the statenent, "~ Caution
For Further Manufacturing Use Only,'' on the |abel of exported
partially processed biological products, the proposed rule did not
mandat e the use of that particular statenent. The agency included a
cautionary statenment to give exporters specific information on | abe
statements that may be sufficient to show that the product is intended
for further manufacturing into a final dosage form outside the United
States, as required by section 351(h)(3) of the PHS Act. The fina
rule, at Sec. 1.101(c)(4), clarifies that exporters nay use other
records denonstrating that the exported partially processed biol ogica
product is intended for further manufacturing into a final dosage form
outside the United States.

(Conmment 32) One comment interpreted this provision as requiring
val id marketing authorization for the partially processed biol ogica
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product and stated that the act does not require valid marketing

aut horization for such products. The comrent said that firnms m ght
export partially processed biol ogical products for research purposes,
for use in clinical evaluations, or for product eval uation before
mar keti ng. The coment suggested that an attestation by a conpany
official in the foreign country suffice in place of valid marketing
aut hori zati on.

The coment misinterprets the rule. Section 1.101(b)(2) and section
801(e)(1)(B) of the act only require that the product not be in
conflict with the foreign country's | aws. FDA does not interpret this
to nean that the exported product must have valid marketing
aut horization in the foreign country to which it is being exported. FDA
recogni zes that sone countries lack affirmative approval nechanisns for
certain products and that some countries do not "~ “approve'' certain
products, particularly products used for research or investigationa
pur poses.

For biol ogical products that may be regul ated as devices (and
devi ces generally), the Center for Devices and Radi ol ogi cal Health
(CDRH) has information on countries that are nonresponsive to inquiries
seeki ng perm ssion either to market or to conduct clinical tests on
devi ces. Because regulatory conditions pertaining to devices are
rapi dly changing in many countries, FDA reconmends that firns first
attenpt to obtain authorization froman appropriate governnent
official. If a firmis unsuccessful in establishing conmunications with
a government official and/or obtaining any type of witten
aut hori zation, or denial of authorization, froma foreign governnent,
it may contact the Division of Program Operations, CDRH, for guidance.

FDA also reiterates that the final rule, as revised, accepts a
certification froma responsible conpany official in the United States
that the product does not conflict with the inporting foreign country's
| aws.

E. Notification Requirenents for Drugs, Biological Products, and
Devi ces Exported Under Section 802 of the Federal Food, Drug, and
Cosnetic Act (Section 1.101(d))

Proposed Sec. 1.101(d) would establish the notification
requi renents for drugs, biological products, and devices exported under
section 802 of the act. In brief, proposed Sec. 1.101(d)(1) would
require exporters to provide witten notification to the agency that
identifies the article's nane, identifies its generic name if the
article is a drug or the article's type if the product is a device,
descri bes the product's strength and dosage form (if the product is a
drug or biological product) or the product's nodel nunber (if the
product is a device), and identifies the country that is to receive the
exported article.

The proposed rul e acknow edged that, for exports to listed
countries under section 802(b)(1) of the act, section 802(g) of the act
requires the notification to identify only the drug, biologica
product, or device being exported, and does not expressly require the
notification to identify the country to which the drug, biol ogica
product, or device is being exported. (In contrast, for drugs,
bi ol ogi cal products, or devices exported to nonlisted countries under
section 802 of the act, section 802(g) of the act requires both
identification of the exported product and the country to which the
product is being exported.) Neverthel ess, proposed Sec. 1.101(d) would
require that all export notifications under section 802(g) of the act
identify the product and the inmporting country. FDA explained that it
took this action because section 802(a)(2) of the act requires FDA to
notify the ~“appropriate public health official'' in the foreign
country receiving an exported drug, biological product, or device if
FDA di sapproves a narketing application for the drug, biologica
product, or device, and section 802(f) of the act requires FDA to
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consult with the “~“appropriate public health official in the affected
country'' in the event that an exported drug, biological product, or
device presents an inminent hazard to the public health. FDA further
noted that sinmilar consultation obligations exist if the product's

| abeling is not in accordance with the requirenents and conditions for
use in the country in which the drug, biological product, or device has
valid marketing authorization and the country to which the drug,

bi ol ogi cal product, or device is being exported or if the drug,

bi ol ogi cal product, or device is not pronoted in accordance with the

| abel i ng requirements of section 802(f) of the act. Thus, to facilitate
these notifications and consultations with foreign officials
(particularly in the event that FDA di sapproves a drug, biol ogica
product, or device that has been exported, or the exported product
presents an i nmnent hazard to the public health of the

[[ Page 65440]]

recei ving country), proposed Sec. 1.101(d)(1)(iv) would require all
notifications to identify the country or countries that are to receive
t he exported product.

(Comrent 33) Many comments strongly objected to identifying a
listed country. Most stated that the act did not require the
notification to identify listed countries. Sone comments disni ssed
FDA's rationale regarding its statutory obligation to consult foreign
government officials as unlikely to occur or dismissed it wthout
expl anati on. One coment described the proposed requirement to require
notifications to identify the listed country as "~“casting a wide net to
catch a few guppies at trenendous cost to the other fish,'' and said
FDA coul d conduct an inspection of the firmto obtain the information
on the listed countries receiving an exported product. Another coment
said that identifying a listed country would nean that FDA is
guestioning the foreign country's judgnent. Others inplied that
identifying a listed country woul d be burdensone or would conplicate
export notifications.

A few conments said firnms could voluntarily disclose the identity
of the listed country in the notification, but could not be required to
do so. One comment suggested that the notification state that the
foreign country has provided valid narketing authorization, wthout
identifying the listed country. Only one coment agreed with FDA' s
rati onale to have the notifications identify all countries, including
listed countries.

FDA agrees that, if it had to consult a foreign governnent as
required by the act, it could inspect a firmis export records to
determ ne whether |listed countries received a particular export. This
approach, however, would be much nore tine-consum ng and costly both
for the industry and the agency because FDA woul d have to schedul e the
i nspection, the firmwould have to |l ocate and assenbl e export records,
and FDA woul d have to exami ne those records before it |earned the
listed country's identity. Consultation with the |isted country, as
required by the act, would be delayed, and this could present public
health concerns if the agency's obligation to consult the foreign
government was due to an inm nent hazard finding or if FDA di sapproved
t he product because it was not safe or effective.

The agency al so notes that export declarations required by the
Bureau of the Census for certain exports and submitted to the U.S.
Custonms Service identify the ultimate consignee, by nanme and address,
and, depending on the formused, the foreign port of unloading or
i nternedi ate consignees (see 15 CFR 30.7 (" " Infornation Required on
Shi pper's Export Declarations'')). Assuning that firns use these export
declarations, it would seemthat identifying a listed country would be
| ess burdensone or |ess problematic than identifying consignees by nane
and address. It is also difficult to see how requesting identification
of a listed country in a notification sent to FDA, when the export
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declaration given to the U S. Custons Service identifies the consignee
and foreign port, can be characterized as ~"questioning'' the judgnent
of a foreign country.

Nevert hel ess, given the distinction drawn in the statute and
objections to this provision, FDA has revised Sec. 1.101(d) to require
identification of unlisted countries only. Firnms may voluntarily
identify a listed country in a notification, but are not required to do
so. If a firmchooses to withhold the identification of a listed
country, FDA suggests, but does not require, the firmto state inits
notification that the export went to a listed country. (This will
enable FDA to determine quickly that the firmdid not neglect to
identify an unlisted country.) If the statutory obligation to consult
with a country receiving an exported product is triggered, FDA will
conduct an inspection of the exporting firmto identify which listed
countries it must contact.

(Comrent 34) One comment said that approved products that are
exported shoul d not be the subject of an export notification, even if
the product is exported for an unapproved use. The comment said that
requiring notifications for these products would be inconsistent with
Congressional intent to relieve manufacturers of export obligations and
woul d be beyond FDA's jurisdiction. The conment said that foreign
health authorities are "~ "fully enpowered to approve |abeling and/or
i ndi cations that they deem appropriate.'

The comment is only partially correct. Approved products that are
exported for their approved indications and are otherw se in conpliance
with the act's requirements for marketing, distribution, and sale in
the United States are not subject to the export requirenents in section
802 of the act. For these exports, no notification is necessary.

However, exports of an "~ “approved'' product for an unapproved use
are subject to section 802 of the act. For exanple, section 802 of the
act applies to drugs that require approval under section 505 of the act
(21 U.S.C. 355) "“before such drug * * * may be introduced or delivered
for introduction into interstate commerce.'' The act defines
““interstate conmerce,'' in part, as "~ conmerce between any State or
Territory and any place outside thereof.'' Exports fall within the
definition of “~“interstate comerce'' because the shipnent originates
ina State and is destined to a ~"place outside.'' Additionally,
contrary to the conmment's suggestion, the exported drug is not
“Tapproved'' by FDA because the intended use in the foreign country was
not the subject of a FDA-approved application. To phrase this another
way, FDA' s approval processes includes approval of the drug's
i ndi cations for use, so the fact that the agency nay have approved the
drug for other uses does not relieve the manufacturer from conpliance
with section 505 of the act when unapproved uses are concer ned.

The agency notes that, as an alternative to section 802 of the act,
such exports may be permitted under section 801(f) of the act. Exports
under section 801(f) of the act nust conply with the requirenments in
section 801(e)(1) and (f) of the act, but do not require notification
to FDA. If a product can be exported under either section 802 or 801(f)
of the act, the exporter has the option of determ ning which export
authority to use.

(Conmment 35) The proposed rule woul d require persons exporting a
product in anticipation of market authorization in a listed country
under section 802(d) of the act to conply with the notification
requi renents in proposed Sec. 1.101(d)(1). The preanble to the proposed
rul e explained that this requirement would be consistent with an
interpretation of section 802(g) of the act that considers the nexus
bet ween section 802(b)(1) and (d) of the act. Section 802(g) of the act
requires exporters of drugs, biological products, and devices to
provide a sinple notification to the agency when they export a product
to a listed country or to an unlisted country under section 802(b) (1)
of the act. Section 802(b)(1) of the act permts exports when the drug,
bi ol ogi cal product, or device has valid nmarketing authorization in a
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listed country, whereas section 802(d) of the act pernmits exports to a
listed country in anticipation of market authorization. FDA stated that
aliteral interpretation of section 802(g) of the act would not require
an exporter to notify FDA when it shipped a product to a listed country
in anticipation of market authorization, but would instead require the
exporter to notify FDA when the exporter shipped the sanme product to
the sane country once it has marketing

[[ Page 65441]]

aut hori zation. The preanmble to the proposed rule stated that it would
be nmore sinple and efficient, both for exporters and FDA, if exporters
noti fy FDA when they export a product in anticipation of narket

aut hori zati on under section 802(d) of the act rather than wait for

mar keti ng authorization in the listed country and then notify FDA when
t he product is exported under section 802(b)(1) of the act. FDA s
intent was to allow firns to subnmit the notification when they first
exported a product in anticipation of narket authorization and to
elimnate any need for themto subnmit a notification |ater when they
recei ved marketing authorization

Many coments objected to requiring a notification for exports
under section 802(d) of the act, stating that the act did not authorize
such notifications. Sone said that FDA could not justify requiring such
notification on the grounds that it would be nore efficient or sinpler.
One coment viewed the proposed notification requirenent as a
prohi biti on on exports that would delay the availability of products.
Anot her coment interpreted the rule as requiring two notifications--
one for exports in anticipation of market authorization, and a second
when the product received marketing authorization

Only one comment agreed with the proposal, but reiterated that a
subsequent notification once the product received nmarketing
aut horizati on shoul d not be required.

FDA has revised the final rule to linit notifications to products
exported under section 802(b) of the act. In other words, no
notification is required if the export is nmade in anticipation of
mar ket aut hori zati on under section 802(d) of the act. A person who
exports a product in anticipation of market authorization, and |ater
recei ves marketing authorization, would only submit the notification to
FDA when the first export occurs to a particular foreign country
foll owi ng marketing authorization in that country.

(Comrent 36) One comment said that section 802(d) of the act
permts anyone to export a product in anticipation of narket
aut hori zation, regardl ess of who applied for market authorization

Section 802(d) of the act is commonly referred to as allowing firns
to "“fill the pipeline'' so that a product will be available
i medi atel y upon market authorization by a foreign country. If the
conment's interpretation of section 802(d) of the act were correct, any
firmcould export the product so |long as one firmwas seeking market
aut hori zation. In other words, under the coment's interpretation, if
firmA were seeking market authorization to sell a drug called X, firns
B, C, and D could export drug X to the sane foreign country under the
gui se of ““anticipating'' narket authorization. The conmment's
interpretation of section 802(d) of the act also would place little
wei ght on the term  “anticipation'' of narket authorization. Arguably,
if a firmhas not applied for market authorization, it cannot be
characterized as ~“anticipating'' market authorization. The inclusion
of the word " “anticipation'' in section 802(d) of the act suggests that
the firmexporting the drug or device is, in fact, the entity that is
seeki ng market authorization or would be capable of distributing that
drug or device upon nmarketing authorization

Consequently, FDA interprets section 802(d) of the act as foll ows.
If the foreign country's product approval process is specific to an
application (i.e., to have marketing authorization, a firm nust submnit
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an application, and the application nust be approved), then a firm
seeking to invoke section 802(d) of the act to export a drug or device
to a foreign country nmust be seeking market authorization in that
foreign country.

If, however, the foreign country's product approval process would
allow mul tiple products on the market upon narket authorization (i.e.
once marketing authorization occurs, any person can market a drug or
device that neets the conditions of that marketing authorization), then
a firmseeking to i nvoke section 802(d) of the act to export a drug or
device to such a foreign country does not have to be the firmthat
sought marketing authorization in that foreign country.

This interpretation of section 802(d) of the act acknow edges both
the marketing authorization process in a foreign country and gi ves
appropriate weight to the words “~“in anticipation of market
aut hori zation.""

(Comrent 37) Proposed Sec. 1.101(d)(1) would require a notification
to identify the exported product by nanme. If the exported product were
a drug or biological product, the proposal would require the
notification to provide a generic nane and a description of the
product's strength and dosage form If the exported drug were a device,
t he proposal would require the notification to identify the type of
device and to provide its nodel number.

One coment stated that, because FDA is generally not able to
exam ne sales and marketing infornation, it would be appropriate for
the notification to contain information on the product, classification
| ot code or unique identifying nunber, country of exportation, and
whet her or not the product was accepted.

FDA declines to revise the rule as suggested by the coment. The
product-specific informati on described in Sec. 1.101(d)(1) should be
sufficient to identify a particular export. Firms are free to provide
information on a lot code or a unique identifying nunber, but the fina
rul e does not require this. Furthernore, because the act presunes that
the United States is the country fromwhich the product is exported and
because section 801(e)(1)(B) of the act requires the exported product
to be ""not in conflict'' with the foreign country's |aws, FDA declines
to require firns to identify the country of exportation or to state
whet her the product was "~ accepted.'

(Conmment 38) FDA, on its own initiative, has revised
Sec. 1.101(d)(1)(ii) to replace “~“generic nane'' with " “abbreviated or
proper name.'' In proposing to require the export notification to
contain the product's “~“nane'' and its " “generic nane,'' FDA intended
to require persons exporting a human drug to identify the product by
its trade nane and its abbreviated chenmical nane and to require persons
exporting a biological product to identify the product by its trade
name and its proper name. However, the term  “generic name'' created
some confusion within FDA as to whet her FDA was specifically interested
in generic drug products. Consequently, FDA has revised
Sec. 1.101(d)(1)(i) to require the notification to identify the
product's trade nane while Sec. 1.101(d)(1)(ii) now requires the
notification to contain the exported product's " abbreviated or proper
nane.'' The agency has nade a simlar change to Sec. 1.101(e)(1)(i) and
(e) (1) (ii).

The agency has al so inserted | anguage referring to biologica
products in Sec. 1.101(d)(1) to clarify that investigational biologica
products may be exported under section 802(c) of the act and that
bi ol ogi cal products may be exported in anticipation of marketing
aut hori zati on under section 802(d) of the act.

(Comrent 39) A few comments addressed the frequency of export
notifications. Two comments said notifications should be required only
for the first export of a product. The comments stated that subsequent
exports should not result in notifications, although the comments were
uncl ear whether the subsequent export could be to a different country
than the initial export.
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Section 802(g) of the act requires an exporter of a drug or device
to provide

[[ Page 65442]]

a sinple notification to FDA under two different scenarios. |In one
scenario, the exporter must provide the sinple notification when it
first begins to export the drug or device to any listed country. This
neans that subsequent exports of the same drug or device to the sane
listed country or to any other listed country do not result in a sinple
notification to FDA. To illustrate how this works, assunme that conpany
X, under section 802(b) of the act, wants to export a drug to listed
country A. Conpany X nust provide a sinple notification to FDA
identifying the drug to be exported. If conpany X |l ater wants to export
the sane drug to listed country B under section 802(b) of the act, the
conpany does not have to send a sinple notification to FDA because
conpany X already provided a sinple notification when it exported the
drug to listed country A and because country Bis a listed country.

In the other scenario, when the export is to an unlisted country,
section 802(g) of the act requires the exporter to provide the sinple
notification when it first begins to export the drug or device to that
unlisted country, and the notification nust identify the unlisted
country. The act, therefore, requires a sinple notification whenever
the exporter first ships a drug or device to an unlisted country. Thus,
to use the same illustration, if conpany X, under section 802(b) of the
act, wants to export a drug to unlisted country D, conpany X nust
provide a sinple notification that identifies the drug being exported
and nust also identify unlisted country D. Subsequent exports of the
sanme drug to unlisted country D would not require conpany X to send a
sinmple notification to FDA. However, if conpany X |ater wants to export
the sane drug to unlisted country E under section 802(b) of the act,
conpany X must provide another sinple notification to FDA, and the
sinple notification nust identify the drug being exported and unlisted
country E.

(Comrent 40) In the preanble to the proposed rule, FDA invited
conment on possible alternatives to this notification requirenent that
woul d satisfy the consultation, notification, and recordkeepi ng
obligations and requirenments in section 802 of the act. The agency was
especially interested in alternatives that would reduce the paperwork
burden, such as el ectroni c subm ssions and recordkeepi ng or periodic
notifications (e.g., nonthly, quarterly), and the details of such
al ternatives.

One coment suggested that FDA accept export notifications that
covered nore than one country. Another commrent suggested that FDA
accept notifications on an annual basis, or no nore often than a
bi annual basis, that the notifications be subnmitted in tabular form and
submtted directly, if not electronically, to FDA. One coment
suggested that FDA devel op an interactive website so exporters could
““fill in the blanks.'' Another comment suggested using Operational and
Admi ni strative System for Inport Support (OASIS) systementries as
notifications under section 802(g) of the act and woul d have annua
reports submtted by exporters serve as confirmation of the export; the
conment said that the notifications described in the proposed rule
woul d add significant costs to manufacturers

FDA appreciates the comments' suggestions. The agency does not
object if a sinple notification covers nore than one country; nothing
in the act or these regulations prevents firns fromidentifying nore
than one country in a sinple notification. Furthernore, if the foreign
purchaser's specifications change after the first shipnent, and the new
specifications result in a drug or device that is not significantly
different fromthe first exported drug or device, an exporter may, but
is not required to, provide a new notification. For exanple, assune
that conpany X is exporting an electronic device to listed country A
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Later, the foreign purchaser revises its product specifications to
change the voltage requirenments for the device. The revised product
specifications call for an electronic device that is substantially
simlar to the original electronic device, so FDA would not require
anot her notification.

In contrast, if conpany X is exporting a conbination drug to listed
country A, and the foreign purchaser revises its product specifications
to substitute a different active ingredient, the drug to be exported
has changed significantly, and FDA woul d expect the exporter to provide
a new sinple notification to cover the changed drug product when the
exporter ““first begins'' to export the changed drug product.

As for electronic subnissions and other technol ogy, FDA intends to
explore options for facilitating notification to FDA, but is unable to
create an interactive, web-based systemat this tine. The agency is
al so unable to adapt the OASIS systemto cover notifications because
the OASI S system focuses on inports, not exports, and is operationally
separate from FDA's adninistrative oversight of exports

As for annual or sem annual submi ssions, the agency consi dered
t hese options, but section 802(g) of the act appears to contenplate
nore tinely notifications. The act requires notifications when the
exporter ““first begins'' to export the drug or device under section
802(b) (1) of the act, so the nost logical interpretation of the phrase
““first begins'' would nmean that exporters nust provide the
notification to FDA when they actually export the drug or device.

(Comrent 41) FDA, on its own initiative, has revised the address
for export notifications involving biological products and devices
regul ated by the Center for Biologics Evaluation and Research. The
final rule replaces "“Ofice of Conpliance'' with “~"Ofice of
Conpliance and Biologics Quality.'' This change reflects the current
of fi ce nane.

F. Recordkeepi ng Requirements for Products Subject to Section 802(g) of
the Act (Section 1.101(e))

Proposed 1.101(e) woul d establish additional recordkeeping
requi renents for exported drugs, biological products, and devices
subj ect to section 802(g) of the act. These records woul d include, but
not be limted to: (1) Records concerning the product's nane, (2) the
product's generic nane if the product is a drug or a biological product
or the type of device if the product is a device, (3) a description of
its strength and dosage formand the product's lot or control nunber
(if the product is a drug or biological product) or the product's nodel
nunber (if the product is a device), (4) the consignee's nane and
address, and (5) the date on which the product was exported and the
quantity of product exported.

(Comrent 42) Several conments objected to nobst or all of the
proposed recordkeepi ng requirements. Sone conments argued that
manuf acturers already keep CGW records and that none of the
i nformati on sought in proposed Sec. 1.101(e) is required or even
aut hori zed by |aw. Another comment said the proposed recordkeeping
requi rement was °~excessive'' because it required too many docunents be
kept. Another conmment said FDA should only require conpanies to keep
records of exports to countries where they directly export drugs; if
t he drugs were subsequently exported el sewhere by the inporting
conpany, the inporting conpany woul d be responsible for records of
shipnments to third countri es.

One coment sought clarification, asking if the records required by
Sec. 1.101(e) are distinct fromthe quality systemregul ation records
required for devices under 21 CFR part 820.

Section 802(g) of the act clearly states that, "~ Any exporter of a
drug or device shall maintain records of all drugs or
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devi ces exported and the countries to which they were exported.'' The
nost straightforward interpretation of this provision is that export
records must be kept for drugs and devi ces exported under section 802
of the act and that those records nust also contain information
regardi ng the countries receiving the exported product. Thus, FDA

di sagrees with those coments clainng that the records sought in
Sec. 1.101(e) are not required or authorized by the act.

Mor eover, persons exporting drugs or devices, particularly persons
who manufacture the exported drug or device, should al ready possess the
i nformati on sought in Sec. 1.101(e). For exanple, Sec. 1.101(e)(1)(i)
requires records containing the product's nane. Mst prudent exporters
know t he nanes of the products being exported. Section 1.101(e)(1)(ii)
and (e)(1)(iii) requires records to contain nore specific information
about the drug or device, such as the drug's strength and dosage form
or the type of device and its nodel nunber. A nmanufacturer who is
exporting products shoul d know the product's abbreviated nanme or proper
nane, strength, dosage form and lot or control nunber (if the product
is a drug or biological product) or the type of device and nodel nunber
(if the product is a device), because this information is related to
CaGws for the product (see, e.g., 21 CFR 211.100 (witten procedures
for production and process control), 211.110 (sanpling and testing of
i n-process materials and drug products), 820.70 (production and process
controls for devices), and 820.160 (requiring device manufacturers to
mai ntai n distribution records which include or refer to the location of
t he consignee's name and address, the identification and quantity of
devi ces shi pped, the date shipped, and control numnbers used).
Additionally, section 802(f)(1) of the act prohibits exportation of a
drug or device, under section 802 of the act, if the drug or device is
not manufactured, processed, packaged, and held in substantia
conformty with CGW requirenents. Thus, an exporter who is in
substantial conformity with CGWs shoul d al ready possess the
i nfornati on described in Sec. 1.101(e)(1)(ii) and (e)(1)(iii). Finally,
Sec. 1.101(e)(1)(iv) and (e)(1)(v) require the records to include the
consi gnee's nane and address, the date on which the product was
exported, and the quantity of product exported. Presumably, an exporter
knows where it is sending a product, when it ships the product, and how
much was shi pped.

FDA enphasi zes that Sec. 1.101(e) does not require exporters to
keep duplicate sets of records--one for export purposes and another for
CGW purposes--nor does it require exporters to create new records if
t he exporter keeps the information described in Sec. 1.101(e)
el sewhere. The records sought by Sec. 1.101(e) nmmy be part of the
exporter's CGW or QS regul ation records.

Furthernore, to give exporters additional flexibility in neeting
this requirenment, FDA has anended Sec. 1.101(e)(2) to state that the
records may be kept at the site fromwhich the products were exported
““or manufactured.'' This change will accompdate firns who nmanufacture
products for export and are responsible for the product's exportation
but who send the product to another |ocation for packagi ng or other
operations before exportation occurs.

(Comrent 43) Two comments asked FDA to clarify what it wanted
regardi ng a consi gnee's nane and address. The comments expl ai ned t hat
devices are often exported to distribution centers, and so the comment
suggested that distribution centers should be acceptabl e as consi gnees.
O her comments said FDA cannot require any records identifying a
consi gnee. The comments asserted that the act does not require or even
aut horize FDA to require such infornmation

FDA does not object if a distribution center in a foreign country
is listed as a ~"consignee'' under this rule. Identification of the
consi gnee's nanme and address is intended to help FDA in the event that
it has to consult foreign governnent officials regarding an exported
product. The consignee's nane and address wi |l inform governnent
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agenci es where the exported drug or device was first sent and will help
speed efforts to recover or to prevent the distribution of potentially
hazar dous products.

As for those coments objecting to identifying a consignee, FDA' s
general rul enaking authority in section 701(a) of the act provides
sufficient statutory authority to require these records. FDA al so
bel i eves that exporters would retain records identifying the consignee,
by nane and address, as part of their normal business practices
because, presumably, the consignee ordered the drugs or devices and
nmust pay for and receive the exported product. FDA further notes that
export declarations submtted to the U S. Custons Service nmust identify
ulti mate consi gnees by nanme and address, and, depending on the form
used, nmay even identify intermedi ate consi gnees. Thus, exporters should
have i nformation regarding a consi gnee's nane and address.

(Comrent 44) Proposed Sec. 1.101(e)(2) would require exporters to
keep records at the site fromwhich the products were exported and to
mai ntain those records for at least 5 years after the date of
exportation.

Several comrents objected to the 5-year period. Two conments
advocated a 2-year period in order to be consistent with the QS
regul ati on requirenents. One conment suggested retaining records for 3
years after the product's expiration date. Another comment criticized
t he agency for not providing a rationale for the 5-year period; this
conment said that 5-year period mght be too long in sone situations,
but not I ong enough in others, and said the tine period was
i nappropriate without some rationale and a link to the act.

The records required in Sec. 1.101(e) are sinmilar, if not identica
to, sone records that are kept for CGW or QS regul ation purposes. To
nmake recordkeeping easier for firns, FDA has revised the rule to state
that these records nust be retained in accordance with the record
retention period for CAGW or QS regulation records. FDA reiterates that
firmse may use their CGW or QS regul ation records for dual purposes
(i.e., to denonstrate conpliance with CGW or QS regul ation
requi renents and to denonstrate conpliance with the export regul ations
in Sec. 1.101) and do not have to keep dual sets of records.

(Comrent 45) One comment said that proposed Sec. 1.101(e) did not
apply to investigational new drugs exported under section 802(c) of the
act, but said that conpanies nmaintain records on such exports due to
ot her obligations, such as CGW requirenents.

FDA di sagrees with the coment's interpretation. The rel evant
portion of section 802(g) of the act states that "“any exporter of a
drug or device'' shall maintain records; this differs fromthe other
sentences in section 802(g) of the act which refer to exporters of
drugs or devices exported under section 802(b)(1)(A) of the act. As a
result, Sec. 1.101(e) does apply to exports of investigational drugs
under section 802(c) of the act.

G. M scel | aneous Comment s

Several comrents addressed i ssues concerning inplenmentation of the
rule or other export matters.

(Comrent 46) One comment asked how the rule relates to other export
docunents issued by FDA. Anot her comrent said interpreting sections 801
and 802 of the act is conplicated by the | ack of clear inplenmenting
regul ations; the comment said it is difficult to determ ne which
requi renents apply to a given product and asked FDA to
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develop a rule to inplenment the export act.

FDA prepared four agency wi de docunents to inplement the FDA Export
Ref orm and Enhancenent Act. The agency devel oped a draft gui dance
docunent describing its interpretation of the export provisions; the
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gui dance document is not binding on regulated industries or on FDA. For
bi ndi ng requirenents, FDA prepared three regulations: (1) Arule to

i npl enent the ““inmport for export'' requirements in section 801(d) of
the act, (2) a rule pertaining to export notifications and

recor dkeeping (which is presented here), and (3) a rule pertaining to
exports of investigational new drugs (which FDA intends to publish in
the Federal Register in the future). In general, the regulations would
descri be the types of records that should be kept or the contents of
subm ssions that are sent to FDA. The agency published a draft gui dance
docunent in the Federal Register of June 12, 1998 (63 FR 32219). FDA
publ i shed a proposed inport for export regulation in the Federa

Regi ster on Novenber 24, 1998 (63 FR 64930), and intends to publish a
proposed rule on investigational new drug exports in the i medi ate
future.

O her export-rel ated docunents issued by FDA include a rule on
i nvestigational device exports (now codified at Sec. 812.18(b) (21 CFR
812.18(b))) and a Conpliance Policy CGuide, CPG 7150.01, "“Certification
for Exports,'' on export certificates.

FDA agrees that inmplenenting sections 801 and 802 of the act is
difficult because the statutory requirenments apply to different
products in different ways. For exanple, nobst human drugs are subject
to the export requirements in sections 802 and 801(e)(1) of the act,
but insulin and antibiotics for human use and ani nal drugs are only
exported under section 801(e) of the act. Mst devices can be exported
under section 801(e) or section 802 of the act, and either choice
carries its own set of requirenents. FDA prepared the gui dance docunent
in an effort to sort out the various requirenents for each product and
drafted the regulations to create binding requirenents where such
requi renents were necessary. The agency deci ded against drafting a
single rule because there was little overlap or commonality between
subj ects. For exanple, the inport for export requirements are not
rel evant for exports of investigational new drugs, so a single rule
woul d have been inappropriate and confusing.

(Commrent 47) One comment asked FDA to phase-in the rule to mninmze
its inpact on comrerce

The final rule is effective March 19, 2002. This should give firns
sufficient time to comply with the rule.

(Comrent 48) One comment said FDA shoul d conduct educati ona
sem nars or programs, in conjunction with the U S. Custons Service and
with the support of various trade associations, or do a tel evised
program whose agenda i s devel oped by industry and Federal agencies.

FDA has, in the past, participated in conferences and educati ona
prograns that have di scussed export natters, and individual centers
have prepared gui dance docunents and other materials on sel ected
topi cs. For exanple, CDRH has prepared a vi deotape on export issues.
The agency intends to continue its participation in educationa
conferences and prograns to the extent that its resources pernit.

(Comrent 49) One comment would revise Sec. 1.101 to require only a
sinple notification for drugs and devices exported for investigationa
use. The commrent said that drugs and biol ogical products that are
exported for investigational use and are the subject of an IND are
regul ated nore strictly than drugs and biol ogi cal products that are
exported for investigational use without an IND. The comment said that
FDA aut horization is needed under Sec. 312.110, but drugs that are
exported without an IND only require a sinple notification to FDA
Consequently, the conment would revise the export provisions in both
parts 312 and 812 (21 CFR part 812) to require only sinple
notifications for drugs and devices exported for investigational use.

The agency declines to revise Sec. 1.101 as suggested by the
conment . Section 802(g) of the act only requires sinple notifications
for exports under section 802(b)(1) of the act. FDA expects nost
exports of drugs or devices for investigational use in a listed country
will fall under section 802(c) of the act; this nmeans that exports of
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i nvestigational drugs or devices to a listed country do not require a
person to provide a sinple notification to FDA. |If, however, a firm
exports a drug or device for investigational use under section
802(b)(1) of the act, the firmw Il have to provide a sinple
notification to FDA

Additionally, as stated earlier, FDA intends to publish a proposed
rule in the Federal Register to revise Sec. 312.110 to describe various
approaches for exporting investigational new drugs. FDA has al ready
revi sed Sec. 812.18(b) to state that exports of investigational devices
are subject to either sections 801 or 802 of the act, so no further
changes to Sec. 1.101 are necessary.

(Comrent 50) The draft gui dance docunent discussed FDA' s position
on transshi pnent of investigational drugs and devices (the shipnment of
an export fromone country to a second country, followed by the
shi pment of the same product fromthe second country to a third
country) (see 63 FR 62219 at 32228). The draft gui dance docunent
interpreted section 802(c) of the act as not all ow ng transshi prent
froma listed country to an unlisted country because the act does not
suggest that the listed countries are nmere transfer points or conduits
for investigational drugs and devices destined for unlisted countries
and because allow ng transshipnent fromlisted to unlisted countries
woul d undernine the statutory linitation on investigational drug and
device exports to listed countries. The proposed rule on export
notifications and recordkeeping was silent on this issue.

Nevert hel ess, two comments subnmitted to the proposed rule (instead
of the draft gui dance docunent) objected to FDA' s position on
transshi pnent. The coments argued that shipnments between |isted and
unlisted countries are natters covered by foreign |law and that FDA' s
interpretation would restrict a firmis ability to conduct clinica
trials outside the United States or otherw se defeat congressiona
intent and deprive foreign governnents of the ““right'' to determ ne
whet her subsequent exports shoul d be nade.

The issue of transshi pnent of investigational drugs and devices is
not relevant to the final rule. Nevertheless, the unrestricted
transshi pnent of investigational drugs and devices fromlisted to
unlisted countries would underm ne the express linitation in section
802(c) of the act. Section 802(c) of the act allows exports of drugs
and devices ““intended for investigational use in any [listed] country
* * * in accordance with the laws of that country.'' The key statutory
phrase is that the drug or device nust be intended for investigationa
use in a listed country. In a transshi pnent scenario, the drug or
device is intended for investigational use in an unlisted country, and
this would be contrary to section 802(c) of the act.

However, if the investigation in the unlisted country is subject to
the aws and regulations of the listed country--in other words, if
persons in the listed country remain responsible for the conduct of the
clinical trial and the investigation conplies with the listed country's
| aws--shi pnent to an unlisted country is not contrary to the act. To
illustrate how this works, assune that an investigational new drug is
exported

[[ Page 65445]]

to a listed country, i.e., ““country LC.''" If the investigational new
drug is then shipped to an unlisted country (" “country X '), but the
i nvestigation is conducted in accordance with country LC s | aws and
regul ati ons, shipment to country X is permtted under section 802(c) of
the act. FDA reaches this interpretation because the investigation is
i ntended for use in the listed country, albeit in a broad sense, and
remai ns subject to the listed country's | aws.

If, however, the investigational drug is sinply shipped to a
war ehouse in country LC and then shipped to country X, w thout anyone
in country LC being responsible for the investigation or having the
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i nvestigation remain subject to country LC s |laws, then the export
woul d not conply with section 802(c) of the act. The statutory
requirenents in section 802(c) of the act would not be net because the
i nvestigational use was never intended to be in the listed country and
is not subject to country LC s | aws.

[11. Environmental | npact

The agency has deternm ned under 21 CFR 25.30(h) that this action is
of a type that does not individually or cunulatively have a significant
ef fect on the human environnent. Therefore, neither an environmenta
assessment nor an environnental inpact statement is required.

I V. Paperwork Reduction Act of 1995

The proposed rule estimated the costs associated with submitting
notifications to FDA and mai ntaining records. FDA based its estimates
on the nunber of notifications received by FDA in 1996 or 1997
(depending on the last year for which conplete figures were avail abl e
at the tine of the proposed rule) and consultations with industry
sources (64 FR 15944 at 15946). The O fice of Managenent and Budget
(OwWB), in reviewi ng FDA' s Paperwork Reduction Act docunents, neither
approved nor rejected FDA's request for approval of a new information
collection. Instead, OVMB stated that it had concerns regarding the
burden and utility of the collection which shall be assessed in |ight
of public conments received. FDA received several comments on the
agency's estimates.

(Comrent 51) For the recordkeeping requirements for human drugs,
bi ol ogi cal products, aninmal drugs, devices, foods, and cosnetics
exported under or subject to section 801(e)(1l) of the act, FDA
estimated that there would be an average of 318 recordkeepers per year,
at a annual frequency of 2.8 records per respondent, at 1 hour per
record. One comment said that FDA " “grossly underestinmated' ' the
recor dkeepi ng burden because the rule presents significant burdens on
food manufacturers and creates ““an entirely new recordkeepi ng
bureaucracy for exporters of food products.'' The conment stated that
translating letters alone will take nore than 1 hour per product.

FDA di sagrees with the comment. Section 801(e)(1) of the act is not
a new statutory requirenment, particularly when applied to food exports,
so it does not present a new or significant burden on food
manufacturers or create ~“an entirely new recordkeepi ng bureaucracy.'
Additionally, the final rule reduces any burden on exporters by
revising certain requirenents; for exanple, the final rule clarifies
that the foreign purchaser's specifications should provide sufficient
detail to be linked to a particular export and that a responsible
conpany official may certify that the export does not conflict with the
i mporting country's | aws.

Wi | e FDA concedes that Sec. 1.101(b) does, in one instance, seek
Engl i sh-1 anguage transl ati ons of foreign docunents, presunmably a
prudent U.S. conpany woul d translate foreign-1anguage docunents as part
of its ordinary business practice, if only to ensure that the foreign-
| anguage docunent is what it purports to be or that the U S. conpany
truly understands the contents of the foreign-|language docunent or that
the U S. conpany would be able to translate the foreign-Ianguage
docunent into English.

As for the burden hour estimate for Sec. 1.101(b), FDA, as
expl ai ned bel ow, has increased the burden hour estinate to 24 hours per
record.

(Comrent 52) The preanble to the proposed rule estimted the total
i nformati on coll ection burden to be 2,659 hours and that no capital
costs or operating and mai ntenance costs would result.

Several coments said FDA underestimated the total and that firns
woul d i ncur new costs. Two trade associations, representing device
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manuf acturers and drug manufacturers, indicated that the estimted
i nformati on collection burden and costs for a single firmwould be
significant. For exanple, one device firmwas said to nmarket its
products in 90 countries and in approxi nately 600 di fferent packagi ng
and | abeling configurations. According to the coment, to neet the
proposed recordkeepi ng requirements, the firmwould need new records
for at |east 500 configurations, at $30 per hour and 4 hours per record
(for a total update cost of $60,000) and recordkeeping costs would be
$100 per hour for 500 records, or an additional $50,000. For new
products, estinmated record preparation costs would be $30 per hour x 4
hours x 84 products (or $10,080) and recordkeepi ng costs of $8,400. As
anot her exanple, a trade association representing the drug industry
interpreted the rule as requiring detailed records on product
specifications and transl ati ons. The coment said that one drug conpany
estimated that it spends 160 enpl oyee hours of ““regulatory time'' and
80 person hours of ““legal time'' alone to obtain docunentation
necessary to export to a single multicenter trial in Latin Anerica and
Eastern Europe. (The conment did not explain what ““regulatory time''
or ““legal time'' are.) The comment did not provide an estinmate of the
i nformation collection burden because it said that FDA' s requirenments
wer e open-ended; instead, it declared FDA' s estimates to be
““unrealistic.'' Two comments al so said that drug conpani es woul d need
to spend $50, 000 to $100,000 in capital costs alone to upgrade their
conputers to conply with the proposed requirenents.

FDA reiterates that its estinates were based on the nunber of
export notifications FDA has received and on information provided by
i ndustry sources. Those industry sources varied in terns of the anopunt
of time required to naintain a record or to subnit a notification, and
none indi cated that conputer upgrades woul d be necessary. The averages
nmust be conpared against the estimtes provided in the conments, which
are based on information froma single company.

The agency al so disagrees, in part, with the estinmates provided by
a single device firm In general, devices nmay be exported under section
801(e) or 802 of the act. The agency reiterates that, for devices, the
requi renents in section 801(e)(1) of the act are not new, consequently,
if the devices are exported under section 801(e) of the act, the
comment's claimthat hundreds of “~“new ' records would be required
cannot be accurate unless the firmhas not been retaining any docunents
to show its conpliance with section 801(e)(1) of the act. In contrast,
if the firmis exporting devices under section 802(b) of the act,
section 802(g) of the act would require the firmto subnmit a
notification to FDA. Yet FDA' s export notification records do not
reveal a significant nunber of device exports or a significant nunber
attributable to one firm The average nunber of export notifications
recei ved was 244 per year. This average covers both drug and device
firmse and is far | ower than the

[[ Page 65446]]

500 export configurations clained by the single device firmin the
comment .

Nevert hel ess, FDA has increased the recordkeepi ng burden hour
estimate for Sec. 1.101(b) from2 hours to 24 hours. This estimate
exceeds the 4-hour estimate subnmitted by the device firmand is
consistent with a conment (described below in coment 53) froma drug
conpany.

FDA declines to adopt the 240-hour figure provided by a drug
conpany for exports of a drug for investigational use because FDA
cannot deternmine what activities are covered by the commrent's estinmate
or whether the conment's estinmate even involves activities that are
covered by the rule. For exanple, the coment stated that it devoted
consi derabl e ti nme assenbling docunents to export drugs to a single
nmulticenter trial in Latin Anerica and Eastern Europe. The coment's
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reference to Latin Anerica and Eastern Europe suggests that the firmis
not exporting the drugs under section 802(c) of the act because section
802(c) of the act pertains solely to exports of investigational new
drugs and devices to listed countries, and Latin American and Eastern
Eur opean countries are not listed countries. So, to export a drug for

i nvestigational use, the firmmust be exporting the investigational new
drugs under an IND or under Sec. 312.110, or the exported drugs have
mar keti ng authorization froma listed country. (It is possible that the
firmcould export an investigational new drug under section 802(b)(1)
of the act if the drug received market authorization froma listed
country, but the coment did not indicate that the investigational new
drug has such market authorization.) Yet this final rule does not
address exports under an IND or Sec. 312.110, and therefore, if the
firms coment is relevant to this rule, the firmwuld have to be
exporting drugs that have nmarketing authorization froma listed country
and using those drugs for investigational use in Latin Anerica and
Eastern Europe. Assuming this to be the case, the changes in the fina
rul e, such as accepting a certification froma responsible conpany
official in place of a letter froma foreign governnent and clarifying
FDA' s expectations regarding a foreign purchaser's specifications,
shoul d reduce the firms information collection burden

(Comrent 53) One comment said that FDA underestimated the rule's
financial inpact. The conmment explained that, for a single firm
““notifications'' for section 801(e) of the act (which FDA presunes to
be ““records'' because section 801(e) (1) of the act does not require
notification) will result in five files and five records per year and
require 24 to 32 hours for each export file. For notifications under
section 802(g) of the act, there will be 10 files and 7 records per
year, at 0.75 hours per export notification and 16 hours per export
file. For partially processed biol ogical products, the coment clained
its averages as 18 files and 5 records per year, at 16 hours per export
file.

FDA has increased the burden hour estimate for records under
Sec. 1.101(b) to 24 hours per record. The agency declines to use the
hi gher estimate of 32 hours because the final rule sinplifies the types
of records that are required to show conpliance with section 801(e) (1)
of the act. For exanple, the final rule accepts a conpany official's
notarized certification that the exported product is not in conflict
with the foreign country's | aws, whereas the proposed rule would have
required a letter froma foreign governnent official

FDA did not revise the estimates for Sec. 1.101(d). Although the
conmment suggests that the average nunber of notifications is greater
than 2.4 per respondent, the comment's cl ai ned average of five
notifications per year nay be accurate for that particular firmand may
not be applicable to all firns exporting products. FDA based its
estimate on the total number of notifications received and the tota
nunber of firns subnmitting notifications. FDA further notes that its
estimate of 1 burden hour per notification is actually greater than the
comment's estimate of 0.75 burden hours per notification. The comment's
average tinme may reflect that firms efficiency in processing notices,
and FDA will not assunme that all firms are as efficient.

As for partially processed bhiological products, although the
conment suggests that the average nunber of notifications is greater
than 2.4 per respondent, the comment's cl ai ned average of five
notifications per year nay be accurate for that particular firmand my
not be applicable to all firns exporting products. FDA based its
estimate on the total nunmber of notifications received and the tota
nunber of firns subnmitting notifications. The agency is, however,

i ncreasing the burden hour estinate for Sec. 1.101(e) from2 to 16
hours as suggested by the conmmrent.

This final rule contains information collection requirenents which
are subject to review by OMB under the Paperwork Reduction Act of 1995.
The title, description, and respondent description of the infornation
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collection requirements are shown below, with an estimte of the annua
reporting and recordkeepi ng burden. Included in the estimate is the
time for review ng instructions, searching existing data sources,
gat hering and mai ntai ning the data needed, and conpleting and revi ew ng
the collection of information.
Title: Exports: Notification and Recordkeepi ng Requirenents.
Description: The final rule establishes the notification and
recor dkeepi ng requirenments for persons exporting a human drug,
bi ol ogi cal product, device, aninal drug, food, or cosnetic under
section 801(e) or 802 of the act or section 351(h) of the PHS Act.
Descri pti on of Respondents: Busi nesses.

Table 1.--Estimated Annual Reporting Burden\1\

No. of Annual Frequency Total Annual Ho
21 CFR Section Respondent s per Response Responses Re
1.101(b) 316 2.8 885
1.101(c) 8 2 16
Subt ot al - - Regul at ory
1.101(d) 244 2.4 586
1.101(e) 175 3.3 578

Subtotal --Statutory

\1\ There are no capital costs or operating and mnai ntenance costs associated with th
i nformation.
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The estimtes are based on the nunmber of notifications received by
the rel evant FDA centers in 1996 or 1997 (depending on the | ast year
for which figures were available) as well as consultations with and
comments fromindustry sources.

As required by section 3507(d) of the Paperwork Reduction Act of
1995, FDA has submitted a copy of this rule to OMB for its review of
t hese previously approved information collection requirenents.

V. Analysis of Inpacts

FDA has exami ned the inmpacts of this rule under Executive O der
12866 and the Regulatory Flexibility Act (Public Law 96-354). Executive
Order 12866 directs agencies to assess all costs and benefits of
avai | abl e regul atory alternatives and, when regulation is necessary, to
sel ect regul atory approaches that maxim ze new benefits (including
potential econom c, environmental, public health and safety, and other
advant ages; distributive inpacts; and equity). The agency believes this
rule is consistent with the regul atory phil osophy and the principles
identified in the Executive order. In addition, OVB has decided that
the rule is a significant regulatory action as defined in the Executive
order.

The Regul atory Flexibility Act requires agencies to anal yze
regul atory options that would mnimze any significant inpact of a rule
on small entities. The rule establishes the notification and
recor dkeepi ng requirenments for persons exporting various FDA-regul at ed
products under sections 801(e) and 802 of the act and section 351(h) of
the PHS Act. The notification and recordkeepi ng requirenents are
m ni mal and involve information that should already be in an exporter's
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possessi on (such as the nane of the product being exported, a
description of the product being exported, and the date of
exportation). Thus, FDA certifies that this rule will not have a
significant econom c inpact on a substantial nunber of small entities.
Therefore, under the Regulatory Flexibility Act, no further analysis is
required.

Section 202(a) of the Unfunded Mandates Reform Act of 1995 (2
U S.C 1501 et seq.) requires that agencies prepare a witten statenent
of anticipated costs and benefits before proposing any rule that nay
result in an expenditure by State, local, and tribal governnents, in
the aggregate, or by the private sector, of $100 million in any one
year (adjusted annually for inflation).

The agency has determined that the final rule is not a significant
action as defined in the Unfunded Mandates Reform Act, and will not
have an effect on the econony that exceeds $100 nmillion in any one
year.

VI. Federalism

FDA has analyzed this final rule in accordance with the principles
set forth in Executive Order 13132. FDA has deternined that the rule
does not contain policies that have substantial direct effects on the
States, on the relationship between the National Governnent and the
States, or on the distribution of power and responsibilities anong the
various levels of governnent. Accordingly, the agency has concl uded
that the rule does not contain policies that have federalism
i mplications as defined in the order and, consequently, a federalism
sunmary i npact statement is not required.

Li st of Subjects in 21 CFR Part 1

Cosnetics, Drugs, Exports, Food |abeling, |nports, Labeling,
Reporting and recordkeepi ng requirenents.

Therefore, under the Federal Food, Drug, and Cosnetic Act and under
authority del egated to the Comm ssioner of Food and Drugs, 21 CFR part
1 is anmended as follows:

PART 1-- GENERAL ENFORCEMENT REGULATI ONS

1. The authority citation for 21 CFR part 1 is revised to read as
fol | ows:

Authority: 15 U S.C. 1453, 1454, 1455; 21 U S.C. 321, 343, 352
355, 360b, 362, 371, 374, 381, 382, 393; 42 U.S.C. 216, 241, 243,
262, 264.

2. Section 1.101 is added to subpart E to read as foll ows:

Sec. 1.101 Notification and recordkeepi ng.

(a) Scope. This section pertains to notifications and records
requi red for human drug, biological product, device, aninmal drug, food,
and cosnetic exports under sections 801 or 802 of the Federal Food,
Drug, and Cosnetic Act (the act) or (21 U.S.C. 381 and 382) or section
351 of the Public Health Service Act (42 U S.C. 262).

(b) Recordkeeping requirenents for human drugs, biol ogica
products, devices, animal drugs, foods, and cosnetics exported under or
subj ect to section 801(e)(1) of the act. Persons exporting an article
under section 801(e)(1) of the act or an article otherw se subject to
section 801(e)(1) of the act shall naintain records as enunerated in
par agraphs (b) (1) through (b)(4) of this section denonstrating that the
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product neets the requirenents of section 801(e)(1l) of the act. Such
records shall be maintained for the same period of tinme as required for
records subject to good nmanufacturing practice or quality systens
regul ati ons applicable to the product, except that records pertaining
to the export of foods and cosnetics under section 801(e)(1l) of the act
shall be kept for 3 years after the date of exportation. The records
shal |l be nade available to the Food and Drug Adm nistration (FDA), upon
request, during an inspection for review and copyi ng by FDA

(1) Records denpnstrating that the product neets the foreign
purchaser's specifications: The records nust contain sufficient
information to match the foreign purchaser's specifications to a
particul ar export;

(2) Records denonstrating that the product does not conflict with
the aws of the inporting country: This nay consist of either a letter
froman appropriate foreign governnent agency, departnent, or other
aut hori zed body stating that the product has marketing approval from
the foreign government or does not conflict with that country's |aws,
or a notarized certification by a responsible conpany official in the
United States that the product does not conflict with the laws of the
i mporting country and that includes a statement acknow edgi ng that he
or she is subject to the provisions of 18 U.S.C. 1001

(3) Records denonstrating that the product is |abeled on the
out side of the shipping package that it is intended for export: This
may consi st of copies of any | abels or |abeling statenents, such as
""For export only,'' that are placed on
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t he shi ppi ng packages or, if the exported product does not have a
shi ppi ng package or container, on shipping invoices or other documents
acconpanyi ng the exported product; and

(4) Records denonstrating that the product is not sold or offered
for sale in the United States: This may consi st of production and
shi pping records for the exported product and pronotional materials.

(c) Additional recordkeeping requirenents for partially processed
bi ol ogi cal products exported under section 351(h) of the Public Health
Service Act. In addition to the requirenments in paragraph (b) of this
section, persons exporting a partially processed biol ogical product
under section 351(h) of the Public Health Service Act shall naintain,
for the same period of tinme as required for records subject to good
manuf acturing practice or quality systens regul ations applicable to the
product, and nake avail able to FDA, upon request, during an inspection
for review and copying by FDA, the foll ow ng records:

(1) Records denonstrating that the product for export is a
partially processed biol ogical product and not in a formapplicable to
the prevention, treatment, or cure of diseases or injuries of man

(2) Records denpnstrating that the partially processed biol ogica
product was manufactured in conformty with current good nanufacturing
practice requirenments;

(3) Records denonstrating the distribution of the exported
partially processed biol ogical products; and

(4) Copies of all labeling that acconpanies the exported partially
processed bi ol ogi cal product and other records denonstrating that the
exported partially processed biological product is intended for further
manuf acture into a final dosage formoutside the United States; this
may include a container label with the statement, "~ Caution: For
Further Manufacturing Use Only'' and any package insert.

(d) Notification requirenments for drugs, biological products, and
devi ces exported under section 802 of the act. (1) Persons exporting a
human drug, biol ogical product, or device under section 802 of the act,
other than a drug, biological product, or device for investigationa
use exported under section 802(c) of the act, or a drug, biologica
product, or device exported in anticipation of nmarketing authorization
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under section 802(d) of the act, shall provide witten notification to
FDA. The notification shall identify:

(i) The product's trade nane;

(ii) If the product is a drug or biological product, the product's
abbrevi ated or proper name or, if the product is a device, the type of
devi ce;

(iii) If the product is a drug or biological product, a description
of the product's strength and dosage formor, if the product is a
devi ce, the product's nodel nunber; and

(iv) If the export is to a country not listed in section 802(b)(1)
of the act, the country that is to receive the exported article. The
notification may, but is not required to, identify countries listed in
section 802(b)(1) of the act or state that the export is intended for a
listed country without identifying the Iisted country.

(2) The notification shall be sent to the foll ow ng addresses:

(i) For biological products and devices regul ated by the Center for
Bi ol ogi cs Eval uati on and Research--Division of Case Managenent (HFM
610), O fice of Conpliance and Biologics Quality, Center for Biologics
Eval uati on and Research, Food and Drug Adm nistration, 1401 Rockville
Pi ke, rm 200N, Rockville, MD 20852-1448;

(ii) For human drug products--Division of Labeling and
Nonprescription Drug Conpliance (HFD-310), Center for Drug Eval uation
and Research, Food and Drug Adninistration, 7520 Standish Pl.

Rockvill e, MD 20855-2737;

(iii) For devices--Division of Program Operations (HFZ-305), Center
for Devices and Radiol ogi cal Health, Food and Drug Adninistration, 2094
Gaither Rd., Rockville, MD 20850.

(e) Recordkeeping requirenents for products subject to section
802(g) of the act. (1) Any person exporting a product under any
provi sion of section 802 of the act shall maintain records of al
drugs, biological products, and devices exported and the countries to
whi ch the products were exported. In addition to the requirenents in
par agraph (b) of this section, such records include, but are not
limted to, the follow ng:

(i) The product's trade nane;

(ii) If the product is a drug or biological product, the product's
abbrevi ated or proper name or, if the product is a device, the type of
devi ce;

(iii) If the product is a drug or biological product, a description
of its strength and dosage formand the product's lot or control nunber
or, if the product is a device, the product's nodel nunber;

(iv) The consignee's nane and address; and

(v) The date on which the product was exported and the quantity of
product exported.

(2) These records shall be kept at the site fromwhich the products
were exported or manufactured, and be maintained for the same period of
time as required for records subject to good manufacturing practice or
qual ity systens regul ati ons applicable to the product. The records
shal | be nade available to FDA, upon request, during an inspection for
revi ew and copyi ng by FDA.

Dat ed: March 1, 2001.

Ann M Wtt,

Acting Associ ate Conmi ssioner for Policy.
Dated: April 10, 2001.\1\

\1\ Editorial Note: This docunent was received at the Ofice of
t he Federal Register on Decenber 12, 2001

Ti not hy E. Skud,
Acting Deputy Assistant Secretary of the Treasury.
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