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I. Background

In the Federal Register of June 19, 2002 (67 FR 41642), we (FDA)
published a proposed rule to describe various options for exporting an
investigational new drug, inciuding a biological product. We issued the
proposed rule to implement statutory changes resulting from the FDA Export
Reform and Enhancement Ac’@ of 1996 (Public Law 104-134, as amended by
Public Law 104-180) and to modify a pre-existing regulatory program for

exporting investigational new drugs.

Under current § 312.110(b) (21 CFR 3112..110(13)), any person who intends
to export an unapproved new drug product for use in a clinical investigation
must have either an invéstigational new dﬁlg application (IND) or submit a
written request to us (FDA). T he written request must\ provide sufficient
information about the drug to ‘satis\fy us thét the drug is appropriate for
investigational use in humans, that the drug will be used for investigational
purposes only, and that the drug may be legally used by the consignee in the
importing country for the proposed invesﬁgational use {see § 312.110(b)(2)(i)).
The request must also specify the quantity bf the drug to be shipped and the
frequency of expected shipments (id.). If Vwé authorize exportation of the drug,
we notify the government of the importing ;zountry (id.). Similar procedures
exist for export requests made by foreign gdvemments (see § 312.110(b)(2)(ii)).
Section 312.110(b)(3) states thét the requirements in paragraph (b) a?ply only
where the drug is to be used for the purpose of a clinical investigation. Section
312.110(b)(4) states that the requirements in paragraph (b) ddnot apply to the
exports of new drugs approved or authorized for export under section 802 of
the Federal Food, Drug, and Cosmetic Act (the act) (21 U.S.C. 382) or section
351(h)(1)(A) of the Public Health Service Act. |
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The program for expcrtinég investigational new drugs is commonly known
as the 312 program” because the regulatién pertaining to the program is
located in part 312 (21 CFR part 312). Between fiscal years 1994 and 1997,
we received nearly 1,800 export requests wt.}lgnder the 312 program. We found
that very few requests (less than 1 percentj presented any public health

concerns.

In 1996, the FDA Export Reform and Enhancement Act of 1996 became
law. The FDA Export Reform and Enhancement Act créate&, among other
things, two new provisions that affect the éxportaticn of inevéstigational’ drug
products, including biological products. One provision, now section
802(b)(1)(A) of the act, authorizes exportation of an unapproved new drug to
any country if that drug has valid marketing authorization by the appropriate
authority in Australia, Canada, Israel, Japan, New Zealand, Switzerland, South
Africa, the European Union/(\EU), or a country in the European Economic Area
(EEA) and certain other requirements aré n:{et. These coufxtlries are listed in
section 802(b)(1)(A)(i) and (b)(;)(A)(ii) of the act and are someiimes referred
to as the “listed countries.” Currently, the EU countries are Austria, Belgium,
Cyprus, the Czech Republic, Denmark, Estonia, Finlénd, France, Germany,
Greece, Hungary, Ireland, Italyé, Latvia, Lithuania, LuxémBourg, Maltﬁ, the
Netherlands, Poland, Portugal, Slovakia, Slovenia, Spain, SWeden, ahd the
United Kingdom. The EEA coqntrie(s are the EU éountries, and Iceland,
Liechtenstein, and Norway. The list of countries in section 802(b)(1)(A)({) of
the act will expand automatically if any country accedes to the EU or becomes
a member of the EEA. Exports under section 802(b)(1)(A) of the act }(:;an
encompass exportation of an unapproved new drug product for investigational

use in a foreign country if the exported drug product has marketing
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authorization in any listed country and the relevant statutory requirements are
met. Exports under section 802(b)(1)(A) of the act do not reqﬁire prior FDA
authorization. |

The second provision, now section 802(c) of the act, permits exportation
of unapproved new drugs intended for investigational use to any .li«stéd country
in accordance with the laws of that Count?y. Exports of drugé to ;che' listed
countries under section 802(c) of the act do not require prior FDA ﬁ
authorization and are exempt from regulation under section 505(i) of the act
(21 U.S.C. 355(i)). |

All drug products exported under section 802 of the act are, however,
subject to certain general requirements. Section 802(f) of the'act;prqhibits
export if the unapproved new drug: A

e Is not manufactured, processed, packaged, and held in substantial
conformity with current good %mannfa‘ctﬁriﬁg practice (CGMP) requirements;

¢ [s adulterated under ceftain provisions of section 501 of the act (21
U.S.C. 351); ’

* Does not comply W1th section 801(9}(1) of the act {21 U.S.C. 381(9)(1))
which requires that the exported product be intended for export, meet the
foreign purchaser’s specifications, not be in conflict with the laws in the
importing country, be labeled on the outside of the shipping paci(age that the
products are intended for export, and not bé sold or offered for sale in the
United States; | A

e Is the subject of a deterrﬁinatian by FDA that the probability of
reimportation of the exported drug would present an imminent hazard to the
public health and safety of the Unlted States; |

e Presents an imminent hazard to the pubhc health of the foreign country;
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e Fails to comply with labeling requirements in the country receiving the
exported drug; or |
* Is not promoted in accordance with labeling requirements in the
importing country and, where apphcable in the listed country in which the

drug has valid marketing authorxzatlon

Section 802(g) of the act also 1mposes certain recordkeeping and
notification obligations on drugs exported under section 802 of the act. In the
Federal Register of December 19, 2001 (66 FR 65429), we issued a final rule
on these recordkeeping and n@tifice;tion requirements, and t‘h,e/rule is codified
at §1.101 (21 CFR 1.101).

The new export provisions in sectioﬁ 802 of the act significantly reduced
the number of requests under the 312 program from an annual aﬁerage of 570
requests to 200 requests. This final rule amends § 312.110 to conform to the
FDA Export Reform and Enhaﬁcement Act of 1996 and to modify the 312

program.

II. Comments on the Proposed Rule

A. What Did the Proposed Rule Cover? How Many Comments Did FDA Receive?

The proposed rule would amend § 312.110 to provide four mechanisms
for exporting investigational new dtugs, el.iiminate unnecessary language in the
current regulation, and modify the export requirements for the 312 program.
The proposed rule would not contain any new recordkeeping reqﬁirements
because such records are alreati:iy require'd‘ ﬁnder §312.57 (if the\foreign clinical
trial is under an IND) or §1.101. |

We received eight Commeﬁts on the proposed rule. The comments came
from seven sources: A pharmaéeutical trade association, four pharmaceutical

companies, one consulting firm, and one university student. In general, six
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comments strongly supported the rule with few or no ‘fxmdificatian& One
comment opposed exports of snvestigational new drugs generally, and another
comment sought clarification:of one statutory provision and did not address
the rule itself. We address mdst comments in greater detail below. (We do not
discuss the comment seeking a clarification of the statute because it was not
directly related to the rule.) To make it eaé;ier to identify comments and our
responses, the word “Cemment in parenthesm will appear before the
comment’s description, and the word “Response, in parenthesis, will appear
before our response. We have also numbered each comment to identify them
more easily. The number assiéned to each éomment is purély'for organizational
purposes and does not signifygthe comment’s value or importance or the order

in which it was received.

B. Can Investigational New Drugs Be EXpoﬁed ‘Under an IND?

Proposed § 312.110(b)(1) WOuId repfeSent the first mechanism for
exporting an investigational new drug and would \applly if the foreign clinical
investigation is to be done under an IND. Pfoposed § 312.11(3(}5)(,1) WOuId
provide that an investigational{ new drug may be exported from the United
States if an IND is in effect for the drug under § 312.40, the drug complies
with the laws of the country to; which it is being expoftéd, and éach person
who receives the drug is an investigator who will use the drugina study
submitted to and allowed to proceed under the IND. Because this provision
is not limited to particular countries, a dmé that is the subject of an IND could
be exported under the act to any country in the world if the export is for the
purpose of conducting a clinical mvestlgatmn in the importing foreign country.
Exporters should be aware, however that this prov1310n like all provisions

in proposed § 312.110, pertain only to the requirements of the act. Other
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Federal laws, such as those relating to customs or controlled substances or
barring exports to specific countnes :rnay restrict or prohiblt an export even
if it would be permitted under this rule.
We received no commen’gs on this provision and have finalized it without

change.

C. Can Investigational New Drugs Be Exparted If They Have Markefmg

Authorization? Which Countries Must mede That Marketing Authorization?

Proposed § 312.110(b)(2) would represent the second mechanism for
investigational new drug expérts and woul\»‘d implement section 802(!:))(1) of
the act with respect to exports of unapprm_%ed new 3rugs for investigational
use (although section 802(b)(1) of the act has been in effect since April 1996).
Under the proposal, if a drug product th»ét is not approved for use in the United
States has valid marketing authorization in Australia, Canada, Israel, Japan,
New Zealand, Switzerland, South Africa, or in any country in the EU or the
EEA, the drug may be exported for any usé‘, including investigational use, to
any country, provided that the export com;;)lieswith all applicable
requirements pertaining to exfports. Prior FDA approval to export the drug
would not be required, nor would propoSed §312. 110(&))(2) require the drug
to be the subject of an IND. The exporter. and the exported products however,
would have to comply with the foreign country’s laws and with requlrements
in section 802(f) and (g) of the act. The proposal would also require compliance
with the export notification and recordkeeping requirements § 1.101.

We received no comments on this provision and have finalized it without
change. |

However, regarding the export notificaﬁon and recordkeeping

requirements at § 1.101, we note that we received a petition for reconsideration
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that challenges, among other things, the récordkeeping requirement at
§1.101(b)(2). Section 1.1bl(b](2) describes the records tﬁai may be kept to
show that an export does not conflict with a foreign country’s laws, as required
by section 801(e)(1}(B) of the act. Section 1.101(b)(2) states that the records
may consist of a letter from an appropriate foreign government agency stating
that the product has marketing approval from the foreign government or does
not conflict with the foreign country’s le;'w%s or a notarized certification \by a
responsible company official in the United States that the /prédum does not
conflict with the foreign country’s laws. In a letter dated ﬁiiy 22, 20()2, we
informed the petitioner that we would exercis‘e enforcement discretion
regarding the letter and certification described in § 1.101(b)(2}, that parties
must still comply with the stafutory requirement in section 801(e)(1)(B) of the
act, and that we would be evaiuating whether to issue an advance notice of
proposed rulemaking regardiﬁg the petitioner’s issues (see Letter from Margaret
M. Dotzel, Associate Commissyioner for Policy, to Peter Barton Hutt, Covington
& Burling, dated July 22, 2002; this letter can be found in FDA Docket No.
1998N-0583). We subsequently issued an édvance notice of proposed |
rulemaking regarding the issués raised by the petitioner (see 69 FR 30842, June
1, 2004) and are continuing to ievalua’[é the; comments. We are continuing to
exercise enforcement discretion regarding § 1.101(b)(2), but we remind would-
be exporters that they must continue to comply with the statutory requirement

in section 801(e)(1)(B) of the act and the remaining provisions in § 1:101.

D. Can Investigational New Drugs Be Exported Directly to Certain Countries
Without FDA Approval?

Proposed § 312.110(b)(3), the third mechanism for investigational new

drug exports, would implement section 802(c) of the act with respect to exports
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of unapproved new drugs for;inves;tigatieﬁal use (although section 802(c) of
the act has been in effect since April 19961)‘ In brief, under proposed
§312.110(b)(3), if an unapproved drug is to be exported for inves{igational use
to any listed country in accordance with the laws of that country, then no
prior FDA authorization wouid be required. Exports of a drug for
investigational use under proposed § 312,110(b)(3) would have to comply with
the foreign country’s laws and the a;pplicéb}é statutory requiz_:ementé in section
802(c), (), and (g) of the act. Rroposed § 31f2.110(b)(\3) would also require

compliance with the relevant recordkeeping requirements at §1.101.

Proposed § 312.110(b}(3) would add that inveétigatibnal new drugs that are
not under an IND and are eprrted under section 802(c) of the act do not have
to bear a label stating, “Caution: New Drug-Limited by Federal (or United
States) law to investigational use.” This proposed requirement reﬂecfed the

' fact that the label statement is required under section 505(i) Qf thé act, and
that, absent an IND, drugs exported under section 802(c) of the act are not
subject to section 505(i) of theé act. | |

The preamble to the proposed rule discussed our interpretation of section
802(c) of the act and the issue of A“transshipment.” “T ransshipment; ’ refers to
the practice of shipping a product to a country from which it will laie;; be
shipped to another country. We stated that we were aware that some firms
have interpreted section 802(c) of the act aé permitting )transshipment to
unlisted countries as long as the shipment% went through a listed country (see
67 FR 41642 at 41643). (We knew about th;é firms’ pOsifion on transshipment
from comments we had receivéd on a dréft export guidance document that
appeared in the Federal Registier of June 12, 1998 (63 FR 32219).) We noted

that section 802(c) of the act is silent with ﬁespect to transshipment, and a
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more reasonable interpretation is that the provision does not allow
transshipments. We added that interpreting section 802(c) of the act to allow
transshipment would be inconsistent With‘ our traditional practice un‘def
§312.110 and would presume in the absence of any supporting language in
the statute or its legislative hlstory, that the listed countries may. serve as mere
transfer points or conduits for investigational new drugs and devices destined

for unlisted countries (67 FR 41642 at 41643).

Nevertheless, because we knew that some firms insisted that section 802(c)
of the act allows transshipment, the preamble to the proposed rule stated that
we would interpret section 802(c) of the act as permitting investigatidnal new
drugs to be sent to prihcipal investigators m a listed Country‘whd then use
the investigational new drug in an unlisted country, provided that the
principal investigator conduct:s the clinical investigations in accordance with
the requirements of both the listed countny and the unlisted country where
the investigation is conducted. For example, if firm A exported an -
investigational new drug to principal investigator X in Norway (a listed
country), we stated that we wauld interpr,et section 802(0) of the act as
permitting exportation of the ihvestigatiangﬂ new drug, Withoﬁt prior FDA
authorization, as long as firm A and the exported drug met all othe,r-statu-tory \
conditions pertaining to the exportation. Principal investigator X could then
administer the investigational new drug in an unlisted country s0 long as
principal investigator X conducted the clinical investigation in accordance
with Norwegian requirements zand any requireménts in the unlisted country
where the investigational new drug is administered.

(Comment 1) Three comments disagreed with this limited transshipment

position. The comments acknowledged that the law is subject to various
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interpretations, but argued against allowing transshipment ﬁ‘Om'Iisted
countries to unlisted countriés. The comments explained that a clinical
investigator may have little ability to control how a drug is moved, stored,
or used “if he or she is not supported by the laws of the land” and éo expecting
the clinical investigator ‘‘to enforce the Iav}zs, regulations and practices of the
listed country in the unlisted poﬁntry (even assuming there are no
contradictions between them) is, we belieave,/ quite unrealistic and exposes the
1e sponsor and, not least, the patients to significant risks.’
Consequently, two comments )recommendgd that we not allow transshxpment
from listed countries to unlisted countries. Another comment stated that we
should not allow transshipmeht from listed countries to unlisted countries, but
then stated that transshipment of investigational new drugs should be\“the
responsibility of the sponsor alone.”

(Response) We have reconsidered our interpretation of section 802(c) of
the act and agree that transshii)ment should not be permitted under section
802(c) of the act. Although ouf limited transshipment policy Was intended to
accommodate the industry, we agree with the pharniéceuticﬁ’l industry
comments that a clinical investigator’s abﬂity toapply a listed country’s laws
and regulations in an unlisted country may be difficult at best. Therefore, we
do not interpret section 802(0) of the act or § 312.110(b)(3) as allowmg
transshipment from listed countries to unhsted countries.

Furthermore, we do not kagree that,trah;sshipment should be the sponsor’s
responsibility alone because that would mean that a spénsor could consider
itself free to transship an investigational néw drug regafdle,ss of our

interpretation of section 802(c) of the act.
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As for proposed § 312.11b(b)(3) itself, we received no comments on the

provision and have finalized it without change.

E. What Changes Are Being Made to the **312 Program?”

Proposed §312. 110(b)(4) =wou}d repreSent the fourth mechanism for
exporting an 1nvest1gatlonal new drug and would pertain to unapproved new
drugs exported to any country for 1nvest1gat1c>nal use without an IND and we
expected that the provision would be used by persons who intend to export
a drug that does not have valid marketing authorization from a listed country
for investigational use to an unlisted couniry, Proposed § 312.110(b)(4) would
modify the 312 program by ehmlnatmg the requirement of prior FDA
authorization. The proposal would reqmre a person seeking to export an
unapproved new drug for 1nvestlgat10nal use without an IND to send a written
certification to us. The certification would“\’be submitted at the time the drug
is first exported and would déscribe the drug being exported (i.e., trade name
(if any), generic name, and dosage form),; i:éentify the country or countries to
which it is being exported, and affirm that yarious /clondition.s or criteria had
been met, such as: |

 The drug is intended for export;

¢ The drug is intended for investigatidnal use in a foreign country;

e The drug meets the foreign purchaser sor conSLg:nee s specifications;

¢ The drugis not in conﬂlct with the unportmg country’s laws;

* The outer shipping package is labeled to show that the package is
intended for export from the United States; |

e The drug is not sold or offered for sale in the United States;

* The clinical investigation will be Cbnducted in accordance with

§312.120;
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e The drug is manufactured, processed, packaged, and held in substantial
conformity with CGMPs; |

e The drug is not adulteréted within the meaning of \se/c:tion 501(a)(1),
(a)(2)(A), (a)(3), (c), or (d) of the act;

* The drug does nbt present an imminent hazard to public ﬁea}th, either
in the United States if the dru:g were to be reimported or in the foreign country;

* The drug is labeled in accordance with the foreign country’s laws; and

* The drug is promoted in accordance with its label\ing.'

The preamble to the proposed rule explained that Wé were pro?osing to
accept certifications becaﬁge our experience with the 312 pmgrafn'indifcated
that very few investigational new drug exports under the exi*siing program raise .
any public health concerns. The certification would eliminateithé requirement
of prior FDA authorization of é request to export a drug for in&estig\atibnal
use (67 FR 41642 at 41644). A;dditionaﬂy,\lé)y conditioning exports to unlisted
countries under the 312 p_rogrém onA the conduct of clinical investigations in
accordance with § 312,120, the use of investigational new drugs under the 312
program would be subject to ihtema:tionally recognized requirements for
clinical investigations (id. at 41645). The proposal would also require the
exporter of the investigational new drug to retain records showing its
compliance with the provisiozi’s requirem’énts.

(Comment 2) Several com}nents expreésed strong support for streamlining
the 312 program. For example, one comment called the proposal a “bold but
considered move” that would jreduce adrﬁj;nistrative burdens on FDA and
sponsors without waiving any significant obligations. |

Three comments questionfed why proposed § 312.119(b)’(4)(xii) would

require the exporter to certify f;hat the investigational new drug “is promoted
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in accordance with its labeling.” The comments said that the requirement is
unnecessary because investigational new drugs are not the subject of

promotion and requested that we clarify or delete the requir\emént.

(Response) We agree with the comments that investigational new drugs
are not to be promoted, and we have deleted the Iangﬁag&aiegard’ing\; promotion
from §312.110(b)(4).

However, one comment’sg claim that Pmposed § 312.110(b}(4) would
reduce administrative burdens without waiving any significant obligations
prompted us to consider whether a person exporting a drug under
§312.110(b){4) should be able to export an investigational new drug in an
emergency without satisfying certain criteria. For examp’le}iﬁ recent years, we
have seen growing concern ovzer the p\ossi:bleyuse of biological, cheimical, or
other weapons in a terrorist attack. Theseﬁoncems have prompted interest by
some foreign countries in stockpiling dmgé and biolc}gircal prpductslfor
possible use if such an attack occurs. We h?ave also seen the sudden emergence
of new diseases, such as Severe Acufe Respiratory Syndrome (SARS), and can
foresee situations where a foreign country ;imight seek ixﬁportaﬁon of an
investigational new drug to respond to é sudden and immediate disease
outbreak. In such situations, the need to stt?ackp/il‘e drugs or to provide
potentially helpful treatment quickly to é large number ofpatiénizs may be
incompatible with certain critéria in§ 312?.110(1“)')(4), |

Therefore, the final rule iﬁcludes anew §31 2.110(b)(5) to addréss the
exportation of investigational new drugs due to a national emergency in a
foreign country. New § 312.11;00)')(5} contemplates two different national
emergency scenarios. The firs’:c scenario, at § 312.110(b)(5)(i), provides foxf

exportation of an investigational new drug in a foreign country to be stored
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for possible use if and when a national emergency in that foreign country
arises. Under § 312.110(b)(5)(i), a person Iﬁay export the investigational new
drug under § 312.110(b)(4) anfd may exclﬁde frém its_certiﬁcati‘on an
affirmation with respect to any one or moj%e of paragraphs b)}(4)(1), (b)(@)(iv),
(b)(4)(vi), (b)(4)(vii), (b)(4)(viii), and/or (b)€4)(ix), provi‘dedthat‘ ﬁe or she:

e Provides a written statément, under. § 312.110(b)(5)(*i)(A)~(§ ), explaining
why compliance with each sﬁch paragraph is not feasible 61" is contrary to the
best interests of the individuals who may receive the invesﬁigé’cipnal new drug;

* Provides a written statement from an authorized official of the importing
country’s government. The stétem’ent must attest that the official agrees with
the exporter’s statement madé under § 312;110(b)(5)(i)(A)(1)\;: eksp"lai;n that the
drug is to be stockpiled solely for use of the importing}count:y ina fnational
emergency; and describe the }j)otential national emergency that warrants
exportation of‘ the investigatidnal new drug under this provision; and

e Provides a written statement showi{:tig that the Secretary of Health and
Human Services (the Secretary), or his c}r\her designeé; agreés with the findings
of the authorized official of the importing\éountry’s governm}ent;

We decided that in a natibnalvemexgeﬁfcy, “stockpiling” scenario, exporters
should be able to drop the affirmations in paragraphs (b)(4)(), (b){4)(iv),
(b)(4)(vi), (b)(4)(vii), (b)(4)[viii), and/or (b)(4)(ix) from their. certifications if, due
to the potential national emergency for which the drug is being stockpiled,
compliance with that paragraph is infeasible or contrary to the best interests
of the individuals who may receive the‘inivjestigational\ new drug.; For example,
several foreign governments hjave asked for our help in exporting
investigational vaccines to théir countries to reduce their citizens’ vulnerability

to a certain pathogen. Vaccine production is very complex, so it is unlikely
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that a manufacturer could respond quickl:'):z to a large-scale national emergency
in a foreign country. Thus, if we were to insist that allinvestiga’tibnal} vaccines
exported in a national emergency scenario{ be “intended for export’” (as
otherwise required by § 312.110(b)(4)(i)), vaccines that hadjbieén intended for
domestic use could not be exported to address a national emergency in a
foreign country because thosé vaccines would not have been “intended for
~export” when they were first made. Providing for the deléti/on of the “intended
for export” requirement in a national emergency, stockpiling scenario makes
it possible to export products loriginally intended for domestic use to meet a
more important foreign need.

In the national emergency, “stockpiling” scenario, exportation may not
proceed without prior FDA a@thorizati(}n. We decided to require FDA
authorization to ensure that exportation ‘oijfta drug based on this scenario is
limited to the requirements set out in § 31‘2‘.110(b](5)(i) and not used for other
situations for which other regulatory requirements apply.

The second natfonal émefgency scenafio is at § 312.110(b)(5)(ii). This
provision would apply where the national emergency is both sudden and
immediate. For example, § 31?.110(b)(5)[ii) could be uéed Wﬁen a bi’aterforist
attack has occurred in a foreig%n country aﬁld has created an immediate need
to export an investigational new drug for uée in {hé foreign country. It could
also apply where the national emergency is imminent, but has not yétk
occurred. For example, § 312.110(b}(5)(ii) Ijxlight\be applicable where a foreign
government has evidence showing that a pérticular ,nm}el disease outbreak is
about to occur and that promﬁt administré;tion of an invéstig&tional new drug
is needed to treat or immunize its citizens before the disease assumes epidemic

proportions. Thus, in these examples, the words “sudden’ and “immediate”
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are meant to convey a sense that the national emergency resulted from
unforeseen circumstances and that the exported drug is needed quickly in
order to address the national emergency, and we expect § 312.110(b)(5)(ii) to
be used in very rare circumstances. In othér words, § 312~.11«0(b)\(5)<(ii) should
not be used in situations Whefe a person si;mply wahts to Qi\port a dnig to
address longstanding public health concerns (such as a disease which is and
has been prevalent in the foreign country for years).

Under § 312.110(b)(5:)(ii),’;a person may export an investigationél new drug
under § 312.110(b)(4) and exclude from its. certification an a:fﬁrmajtion with
respect to any one or more of z;)aragraphs (b)(4)(i), (b)(é)(ifv), (b)(4)v), (b)(@)(vi),
(b)(4)(vii), (b)(4)(viii}, (b)(4)(ix), and/or (b)s(%l)»(xi), provided: that he 51? she:

* Provides a written statément, under§ 312.IIO(b)A(SL)(ii)(*A)(i], explaining
why compliance with each sui:h paragraph is not feasible Qi‘ is contrary to the
best interests of the individuals who are expeéted to receive the investigational
new drug; and | | |

* Provides sufficient infoi*maﬁon from an aumoriied Q—fficial of the
importing country’s government to enable the Secretary, or his or her designee,
to decide whether a national emergency hés developed or 13 developing in the
importing country, whether tﬁe invéstigati*@nal new drug will be used solely
for that national emergency, a1;1d whether prompt exportatiaﬂniof t’heA\
investigational new drug is necessary.

We decided that, in the case of a sudden and immediate national
emergency in a foreign Country,\ the exporter’s certification may omitan
affirmation addressing paragfaphs (b)(4)(i), (b)(4)(ivj, (b)(4)(v), (b)(4){(vi),
(b)(4)(vii}, (b)(4)(viii), (b)(4)(ix) and/ or (b)(ié?)(xi) if, due to the sudden and

immediate national emergency, compliaincé with that paragraph or paragraphs
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are infeasible or contrary to /the best interests of the indiVidu\als th‘? may
receive the investigational nei’w drug. For example, it would not be necessary
to insist that the exported drug be labeled in accordance with: the foreign
country’s laws where the forelgn country ltself had agreed that comphance
with its labeling reqmrements was unnecessary during the natmna] emergency.
Additionally, in contrast to the “stéckpiling” scenario in §312.1 1L0,(b)(5)(i’),
exportation to meet a sudden ;and immediate national emergency ma‘y not
proceed until the Secretary has decided whether a national emergency has
developed or is developing in the importing country, whether the
investigational new drug will be used salaeiy for that national »emﬁi;gehcy, and
whether prompt exportation of the inveStigational new drug is necessary. We
reiterate that, given its referen:ce toa “su’dden and immediate” nétiqnél
emergency, § 312.110(b)(5)(ii) should be {réry rarely ﬁsed. A
Persons who wish to obtéin a written $tatement from the Secretary under
§ 312.110(b)(5)(i) or to request that the Seci‘etary make the detérminations
under § 312.110(b)(5)(ii) should direct their requests to: |
Secretary’s Operations Cénter Office of Emergency Operations and
Security Programs, Ofﬁce of Pubhc Health Emergency Preparedness,
Office of the Secretary, Department of Health and Human Services, 200
Independence Ave. SW Washington, DC 20201.

Requests may be also be sent by FAX: 202-619-7870 or by e-mail:
HHS.SOC®@hhs.gov. |

To complement these changes, we have revised § 312.110(C)(4) to state that
exportation is not allowed under §312.110(b)(4) if the conditions underlying
the certification or the statements submitt’éd under § 312.110(b){5) are no

longer met.
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(Comment 3) One commént appeared to inquire whether transshipment
could occur under the 312 program. The Cbmment suggested that
transshipment should be alloWed if the sponsor aménded\its “certification”
requesting shipment of an inv%estigationalyﬁew drug from either a listed or
unlisted country to another unlisted country “‘where the protocol is unchanged
and all applicable laws are mét.” The comyfnent added that only pmﬂucts under
the sponsor’s direct control wbu‘]d be permitte‘d for transshipment. -

(Response) The comment may havegmisinterpreted the ijuie.a Exports of an
investigational new drug to a listed country fall within section 802(¢) of the .
act and §312.110(b)(3), and no per{iﬁcatidn is required. Censyequenﬂy, if an
investigational new drug is exéportedrto a }isted country under séctign«BOZ(c)
of the act, there is no “certiﬁcétion” to-amend, and, as our response to
comment 1 of this document étated, we wﬂl hot interprét section 8,0;2/(0) of
the act as allowing transshipment from a listed country to an}'u/nlisted;pountry.

As for exports under the 312 program and § 312.1140@)(4), we concede that
our proposed revision of the 312 programaid not prohibit ité,: use for exports
to listed countries. However, if a sponsor d;ecided touse § 3’12.110_(15}(4} to
export an investigational new;drug to a listed country, it would créétte
unnecessary work for itself because, und‘eer{ § 312.110(b)(3), it could export the
investigational new drug to the listed country without pgovi&ing any
documentation to us. .

If the comment sought to use § 312.110(b)(4) to export an;inVestigational
new drug to an unlisted éount’i‘y and then transship that drug to another
unlisted country, we would agree that § 312.110{1})(4) c:‘ouldﬂybe used, but only
if both unlisted countries are i%dentified in fhe original certification to us. In

other words, the original certification would have to state that the
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investigational new drug is being sent to one unlisted country and then
shipped to another unlisted country. We db not intend té,peﬂnit Sp\éhsors to
use §312 .1\10(b)(4) to ship inyestigational;ﬁew drugs to an )unlistedicauntry
and , at some later, unspecified date;, amend the certification in the manner
described by the comment. W§ are conceriﬁed that allowing ai'hendments to
certifications that would change the country receiving the éXported drug would
enable an unscrupulous perso;’n to avoid several critical obligations,
particularly those that are specific to the réceiving country, such ‘asﬁ“\ensuring
that:

¢ The clinical investigation will be conducted in accordance ’Wlth
§312.120;

e The drug meets the foréign purchaser’s or consignée’s specifications; and

*» The drug does not present an imminent hazard to thé public health in
the foreign country. | |

Given these concerns, we decline to revise the rule to allow amended
certifications under § 312.110(b)(4) that wquld enable spe’ns,érs to transship
investigational new drugs witfzout observing several im‘p()rtva;nt obligations in

§ 312.110(b)(4) itself.

F. Are There Any Restrictions on Investigational \New Drug EXpoﬂS?
Proposed § 312.110(c) would prohibit exports under certain conditions.
For example, for drugs under an IND that are exported under proposed
312.110(b)(1), exportation would not be allowed if the IND is-no longer in
effect. For drugs exportedundér proposed §312.1 10(‘0)(2), (b)(/B)v,for {b)(4),
exportation would not be :alloWéd if the requisite conditions ﬁnder}ying or

authorizing the exportation are no longer met. For all investigational new drugs
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exported under proposed § 312.110, exportation wOn}d not be allowed if the
drug no longer complied\with: the laws of fhe importing country. .

We received no comments on this proivision. However, as explained in
section IL.E of this document, we have c:entéd as§ 312.110(b}(5)l to address \
exportation of investigational new drugs to meet national emerg’encies ina
foreign country. This new provision establishes new jec})ndi;tidns on the export
requirements under § 312.110(b)(4) in such national emergencies.
Consequently, we have revised § 312.110(c)(4) to state théts exportati‘on is not
allowed under § 312.110(b)(4) if the conditions underlying the cértification or

the statements submitted under § 312.110(b)(5) are no longei met.

G. What Other Changes Did FDA Propose?

The proposed rule would also make several minor amendments to reflect
or update statutory requlrements and to redemgnate paragraphs (to
accommodate other proposed changes). In brief, the proposal would:

» Redesignate §312.110(b)(4) as\ne‘v}v'§i7 312.110(d) to stéte that the export
requirements in § 312.110 do not apply to lfnsul/in or to antibiﬁtic drug products
exported for investigational uée. This provision would reflect section 802(i)
of the act which provides that‘insulin and émtibioticsryn}ay be exported in
accordance with the export reguirements in section 801(9)(:1) of {he‘act without
complying with section 802 of the act. | |

* Eliminate a potentially nonfuéing a«ngd incorrect refere,nce to nex& drugs
“* * *approved or autho.rized for expoft under section 802 oftheact * * *
or section 351(h)(1)(A) of the Pubhc; Health Service Act” because the FDA
Export Reform and Enhancement Act ehmmated most FDA approval
requirements for exported drugs. As for section 351(h) of the Pubhc Healt«h

Service Act, it pertains to exports of partially processed biological products
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that are: (1) Not in a form applicable to the prevention, treatment, or cure of
diseases or injuries of man; (21) not intended for sale in thé United States; and
(3) intended for further manufacture into final dosage form outside the United
States. Thus, partially proceséed biological products ekported under section
351(h) of the Public Health Sefrvice Act are not exportéd for‘/investigaﬁonalx
use, so they do not have to beémentioned:’in § 312.110. We also noted that
the FDA Export Reform and Enhancement: Act of 1996 revised and renumbered
section 351(h) of the Public Health Servme Act, and so the revised sectmn no
longer contains a paragraph (h)(l)(A) (see 67 FR 41642 at 41645)

* Amend the authority citation for part 312 to reflect addxtlonal statutory
provisions, such as sections 801 802, 803, and 903 of the act (21 U.S.C. 381,
382, 383, and 393}, that affect investigational new drug exports, FDA’s
international activities, and rulemakmg ‘

¢ Remove the text at §312.110(b)(3) si:?ting that the ex?ort requirements
in §312.110(b) apply only where the drug 1s to be used for the purpose of
a clinical investigation. We proposed to de’;lete‘this lang@age because the
proposed rule expressly refers to exports o‘f investigational new drugs for use
in clinical investigations. . ’ ‘

We received no comments on these p‘r(i)visions or changes and have

finalized them without change.

H. What Other Comments Did jFDA Receive?

Several comments responded to specific questions we had presented in
the preamble to the proposed rule or dlscussed other issues ralated to the
export of investigational new drugs or the conduct of foreign clinical trials.

The preamble to the proposed rule noted that section 4rQZ{j) of the Public
Health Service Act (42 U.S.C. 282«()’)) directs the Seci‘etary to establish:,\
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maintain, and operate a data bank of information on clinical trials fér drugs
for serious or life-threatening :diseases and;conditions \(67‘ FR 41642 at 41645).
We invited comment on whetilerwe shoulﬂ make available information on
clinical trials involving invest:igational new drugs exported under proposed
§312.110(b)(4).

(Comment 4) Some comments opposeci making information on ﬂrugs
exported under proposed § 312.110(b)(4) publicly available. The comments
argued that section 402(j) of the Public Health Serﬁice‘ Act Was‘\intendsed to
provide clinical trial information to American patients and that we had no
legal authority to collect or disclose information on foreign clinical trials.

(Response) We agree with the comments that section 402(j) of fthe Public
Health Service Act does not apply to exports under §312.1 10‘7(1:))(4), but
disagree as to the rationale. Sec\fcion402(j)€df the Public Health 'Ser/v,igcé‘ Act
refers to “clinical trials™ with(jut ariy expryeisshrequirement that the C}inical
trials be conducted in the United States. Héwever, we believe that this
provision only applies to cliniéal trials coh;ducted under an IND.

The Senate Committee on Labor and Human Resources report on the
“Food and Drug Admmlstratlon ‘Modernization and Accountability Act of
1997” describes the data bank as requiring Spgnsors of clinical trials to provide
certain clinical trial information to the National Insti:tutés of Heaith “not later
than 21 days after the approval by the FDA” (see S. Rept 105,._43 “Food and
Drug Administration Modermzatlon and Accountabxhty Act of 1997 ’’ 105th
Cong., 1st sess. at p. 99 (July 1 1997)). The report apparently meant not later
than 21 days after the IND goeé into effect since, strictlyspeakingv,kFDA does
not “approve” clinical trials or INDs. Rather, an IND goes into effect after 30

days if FDA does not notify the sponsor that the trials are \subjeet:to a clinical
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hold before then, or earlier than 30 days if FDA so notifies ythe sponsor that
the trials may begin. Nonetheless, this statement strongly suggesﬁs that only
trials that are conducted undér an IND are to be included in the data bank.
Therefore, based on this legisl:ative history, we do not interpr:et section 402(j)
of the Public Health Service Act as applying to expdrijs undef § 312.110(b)(4).

(Comment 5) One comment focused on the proposed rule’s cross-
references to statutory provisié)ns. The comment said that the cross-references
“greatly complicate the reading and pracﬁtic.;:al understahding of the regulation”
and suggested that we incorporate the’stah:?ttvo:y language directly into the rule.

(Response) We decline to gamend the rule as suggested by the comment.
While we understand that cross-references ;in a regulation can Iilake;it? more
difficult to read and to undersfand a parﬁcﬁlar requirement, thereiareléeveral
practical reasons for not msertmg statutory language into a rule First, several
of the cited statutory prov131ons contain cmss—referenc;es themselves. Sectlon
802(f) of the act, which is mentioned in §\3€12.l 10(b)((2),x (b)(3), (c)(2), and (c)(3),
refers to certain adulteration provisioné in section 5017 of the act and to export
requirements at section 801(e)(1) of the act. Thus, inserting sté;tutbryylanguage
into the rule would still result in cross-references to other siétuiory provisions.
Second, if we were to use statutory language in the rule .‘Et!;ld{-if Cangfess
amended that particular statute later, we would be obliged t6 begin new
rulemaking to reflect the new étatﬁtory language, even if t\h’e‘/rev}ised,stétutory
language had no significant impact on the rule itself. Dth'erwiée,‘ the regulation
would be inconsistent with the act, and diif:ferences betweenrthe actand the
regulatory language could result in needleéé disagreenients oredi’sputes, Third,
inserting statutory language inio a rule would make the rulétmu,(ih longer and

have limited value because a firm should be conscious of both statutory and
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regulatory requirements. In geﬁeral, we may issue a regu}a’ti:oh to describe our
interpretation of a particular s%tatuter\y reqﬁirement and to create acoﬁsistent,
enforceable obligation on affected parties and on the agency its’eH: Ifa
particular statutory provisionv:is self-executing or self-explanatory, we may feel
that no regulation is necessary. Given these considerations, Wé decline to insert
the statutory language into the rule.

(Comment 6) One comment op\pased«the rule entirely. The comment
questioned why a foreign country would accept a drug that c§u1~d not be used
in the United States and alleged that companies exported inv;efstigational new
drugs to avoid breaking U.S. Igw and to ‘;g:ﬁcploit'people in other pQun’tries.”
The comment suggested that éompanies Suappbrting the proposed rule “should
be investigated for unethical conduct.” | |

(Response) We disagree with the comi%lent. The mechanisms,fmf exporting
an investigational new drug reflect statutory proviéiohs in séctionsﬁos(i)/,
802(b)(1), and 802(c) of the aci. As a resu],t,; contrary to the ccmmenf:fs
assertion, firms exporting a drilg for investigational use in a foreign cbuntry
in accordance with this rule Would\ﬁbe\actixgg in compliance with thé‘ act. Given:
that fact, we have no basis for %attrﬂmting an improper or unethical motive to
those who would export such products oritéhose who support ‘thi’\s rl}flémaking.

(Comment 7) Several Icom%ments, in diécﬁssing their poéiti’en eagaiﬁst
‘transshipment, recommended that we “work diligently to épprbve unlisted
countries and add them to the listed countries.” | | |

(Response) We interpret the (:\oinmem's)’ suggestion of “adding” countries
as referring to section 802(b)(1)(B) of the act, which states’thaf'fha Secretary
“may designate an additional éountry to be included in the list of countries

described in [section 802(b)(1)(A) of the acﬂ” if certain requirements are met.
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However, section 802(b)(1)(B) of the act -also states that the authority to add
countries to the list cannot be’ deiegated As a result, FDA has no authonty
or ability to add countries to the list.

We note that, since the FDA Export Reform and Enhancement Act became
law in 1996, we have not received any subStantive inquiries about adding a
particular country to the group of listed countries. We are not éwrare of any
similar inquiries to the Department of He‘aij\th and HumanSewices.:

H1. Description of the Final Rule |

The final rule is substantially similar to the proposed rule as it describes
four mechanisms for exporting a drug, including a biologicazl\pl;éduct,/for
investigational use. The four mechanisms are: (1) Expo;‘ting,an in?esti’gational
new drug under an IND, wherg the fdreign clinical tﬁal 13 ,coveréd in the IND;
(2) exporting an investigational new drug t;nat has valid marketing
authorization from a “list\ed céuntry” idgn{iﬁed in sectioh 802(5}(1}{A) of the
act; (3) exporting an investigafional new‘dr;ug to a listed coun;try;ioryy(é)
providing a certification to FDA and e'xporting the investigational néw drug
under a modified “312 prograrﬁn.” Iﬁ the latter case, the final rule also identifies
the certification criteria that niust‘be fquWed if the export\ is to occur ﬁnder
the 312 program. | |

To recap the principal features of each export mechanism,

1. Section 312.110(b){(1) could be used | where the foreign chmcal trial is
the subject of an IND. | | .

2. Section 312.110(b)(2) cfmld be used where the iﬁsztigatiQnai new drug
has received market authorization in any “listed country”’ and complies with
the laws of the country to which it is \beingf exported.

3. Section 312.110(b)(3) Cé)uld be used when the in’vestigatinnalnéw drug

is'to be used in a clinical investigation in a “listed country.”
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4. Section 312.110(b)(4) could be used in situations not covered by
§312.110(b)(1), (b}(2), or (b)(B), and the re‘ql,uir\emuents m §312.110(b)(4) may
be streamlined or modified in the event of a national emergency in a foreign
country (see § 312.110(b)(5)). N A

Please note that the ex |
example, if a sponsor obtains an IND for a clinical investigation in a listed
country, the sponsor is not obhged to export the investigational new drug -
under §312.110(b)(2) or (b)(3). |

. The final rule also describes the cdndiﬁons under which:exportat;ion may
not occur. In general, these conditions are: i(l]When the export nolonger
complies with the statutory re’quirementé that would allow th»e drug to be
exported; (2) when the conditions underiyfng the certification in the 312
program are no longer met; or (3) when the exported mvestlga’{mnal new drug
no longer complies with the foreign country s laws.

The final rule also states that insulin and antibiotics may be exported for
investigational use in accordaxﬁce with section 801(8)‘(‘1) of the act. The act
specifically states that exports of ins‘ulin:an,d antibiotics that:are,not approved
for use by FDA are subject onlfy to section 501(@)(1) of ‘t‘hé a(;i; |
IV. Legal Authority | |

Section 505(i) of the act authorizes the agency to issue regulations
pertaining to drugs intended solely for invéstigational use by experts cgﬁaaﬁﬁed
by scientific training and expefriencé to investigate the safeiyvand effectiveness
of drugs. Under this authority, FDA has, fer many years, approved ﬂ\.}e export
of certain unapproved new drugs for investigational use in one or mgﬁre foreign
countries. Additionally, FDA caxi, under its general authority over

investigational new drugs, terminate an IND under certain conditions.
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The final rule is consistem with section 505(i) of the act insofar as
§312.110(b}(1) pertains to drqgs that are the subject of ‘én IND and
§ 312.110(b)(4) requires clinicél investigations invol\}ing an investigational new
drug without an IND that is e#ported to a :fqreign counfry té be eondu‘cted
in accordance with §312.120. Section 505§i) of the act also giVes FDA express
authority to issue regulations ,jpertainingktef investigational new &mgs .

The final rule also implements section 802 of the act, which applies to
applies to exports of unappro{réd drug products intended forfinve’stigational
use. As stated earlier, section 802(c) of t’hé act permits the export of a drug
or device intended for investigational useééo Australia, Canadar, Israel, Japan,
New Zealand, Switzerland, South Africa, or any counti‘y(in the EU or EEA
in accordance with the laws of the importing country. No prior FDA -
authorization is required, a«ndi exports under section 802(c) of the act are also
exempt from regulation under;; section 50‘5(5)‘0f the act. Howévér, section 802(f)
of the act prohibits export of ,é drug if certain conditi()ris} are not mei (such
as conformity with CGMPs, cc}mpliance w1th requirements contained in section
801(e)(1) of the act, and not being adulterai:ed qnder (L:ertaiﬁ,provisibns of
section 501 of the act). Section 312.1'1G(b){3) pertains to exports of
investigational new drugs to listed countries, under section 802(c) of the act.
Additionally, § 312.110(b)(2) pertains to d\r;ugs exported under section 802(b)
of the act and requires that such exports camply with section SOZEﬂl-fof\the
act. | | |

Authority to issue regulatﬁons to implament section 802 of the act, and
for the efficient enforcement of jthe act generally, is contained in fsécﬁfon 701(a)

of the act (21 U.S.C. 371(a)). Section 903 of’the act also provides general
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powers for implementing policies respecting FDA programs and activities.
Thus, the final rule implements sections S@S(i) and 802 of the act. prthermore,
it is also authorized under our rulemaking authorities at sections 505(i) and
701(a) of the act, and FDA’s géneral autha;jty at section 903 of the act.
V. Environmental Impact | |

FDA has determined undér,Zl CFR 25.30(h) and (i), and 25.31(@) that this
action is of a type that does not individuéﬂy or cumulatively have a si;ghifidant
effect on the human environment. Thereféxfe, neither an environmental
assessment nor an .environmerital impacit statement is required.
VI. Federalism

FDA has analyzed this final rule in accordance with the principles set
forth in Executive Order 13132. FDA has détermined that th,e‘,ruie does not
contain policies that have substantial dire‘c{t effects Qxi the States, ,on’ the
relationship between the National Government and the States, or on_;\;the
distribution of power and responsibilities ’é;nong the Variaug levéls of
government. Accordingly; the %agency has goncluded thafthe rule does not
contain policies that have federali'sm impl;ifcations as:defined in fr;he Executive
order and, consequently, a federalism summary impact statement is not
required. , |
VIL Paperwork Reduction Act of 1995

This final rule contains information collection pmvis/i\oﬁs requirements
that are subject to review by the Office of Managemem and Budget (OMB)
under the Paperwork Reductién Act of 1995 (44 U.S.C. 3501«.-;352:0). A
description of these proviéion$ is given belbw with an es{tirhatle of the annual
reporting and recordkeeping burden. Included in the estimate is the time for

reviewing instructions, searching existing data sources, gathering and
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maintaining the data needed, and completing and reviewing each collection
of information. | A | |

Title: Investigational New Drug ApplifCations: Export Requirements for
Unapproved New Drug Produéts. o 1

Description: The final rule provides four different megh‘aniSms for
exporting an investigational new drug. Fir:s;t, an investigational new drug may
be exported under an IND to ény country if the IND covers the qugign clinical
trial. Second, an investigation%ﬂ new drug that has receive'd valid marketing
authorization from a listed country may be exported for inveétiéatiqhal use
in any country subject to certain conditipns (such as being in substantial
conformity with CGMPS‘). Third, an investigational new dﬁ};g may be exported
to any listed country without prior FDA a@tharizﬁtipn for use in a cﬁ_nical
investigation, But would be subject to certain conditions ‘(su(ﬁfz as be’ingrin
substantial conformity with CGMPS). Fourth, an invkesfigationalhew drug may
be exported provided that the %sponsor submits a certificaftien Lihiﬂ;ﬂi the ‘)drugv
meets certain export criteria at the time the drug is expoﬁed. Th\e‘ﬁnal) rule
also requires persons exporting an inv/esi:i‘gfational new drug under either the.
second, third, or fourth mechanisms to maintain records dacumsniing their
compliance with statutory anc} re‘gulatory;;n;eqﬁirements\.

Description of Respondents: Businesses.
TABLE 1.—ESTIMATED ANNUAL RECORDKEEPING BURDEN"

21 CFR Section No. of Recordikeepers A”"ggégfggggpﬁ% PEr 1 Total Annual ’Rego\tdé Hours per Recordkeeper Total Hours
312.110(0)(2) and ; : -
®)3) 370 1 370 3 1,110
312.110(b)(4) 200 i | 200 1 200
Total / B 1,310

There are no capital costs or operating and maintenar)ce costs associated with this collection of information.
TABLE 2.—ESTIMATED ANNUAL REPORTING {BURQEN‘

21 CFR Section No. of Respondents Annua'lqg%g%:gcy PEr 1 Total Annual Responses | Hours per Response Total Hours

312.110(b)(4) 200 1 200 1z 2,400
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TABLE 2.—ESTIMATED ANNUAL REPORTING BURDEN‘WCOWFSnued/

Annual Frequency per

21 CFR Section No. of Respondents Response

" Total Annual Responses- Hours per Response Total Hours

Total

2,400

*There are no capital costs or operating and maintenance costs assaciated with this collection of informatian.

- The estimates are based on average export submissions in previous years

and on information supplied By industry sources. For the recordkeeping

requirement in § 312.110(b)(2}3 and (b)(3), FDA used the average annual number

of export requests in previous years before enactment of t\hé\FDA/ExpOrt
Reform and Enhancement Act (approximétéiy 570) and subtracted the number
of export requests that it curre%htly receivesunder the 312 pmgram;(ﬂﬂﬂ) to.
obtain an estimated 370 recordkeepers. Th{ese records, in general, wpuld be
subject to § 1.101 (66 FR 65429), and'the eétimated burden ‘hours for the
relevant parts of § 1.101 total 3 hours. Th@é, the total ,recbrd burden hours for
§312.110(b)(2) and (b)(3) would be 1,110 hours (370 records mul‘gtiphéd by 3
hours per record). | |

For § 312.110(b)(4), industry sources indicated that most firms élréady
maintain records to demonstrr%lte their cojnpliance with export réquireiﬁents,
so the agency assigned a valué of 1 hour fm' each response. The total
recordkeeping burden for § 312.110(}'))(4:);wt}lerefore, is 200 hburé (ZGU records
multiplied by 1 hour per record). | '

Thus, the total recordkeef)ing burdenﬂ%vould be 1,310 hours {1,110 + 200
= 1,310). Of this recordkeeping burden, 1,110 hours would;Ee a\statﬁtar\y
burden (because section 802(g) of the éct requires pérson’s :e’x'portix‘txg{ drugs
under section 802 of the act to maintain;eéords of all drugs expéx‘te&and the
countries to which they were ééxported). | |

For the reporting requirement in § 312.110(b)(4), FDA’S eﬁpérie:(ﬁce\under

the 312 program suggests that extremely few reports would be six;b\mit’\ted. :
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Assuming that ZOOVreques’ts aﬁe received (the current number of requests under.
the 312 program) and that thegreporting burden remains constant at
approximately 12 hours per response, the tfotal burden under § 31 Z.ligﬂ(b)m)
would be 2,400 hours. The re?’orting burden would bea re;gu}atofy (rather than

statutory) burden.

In compliance with the Pg\perwerk Rgé}uétion Act of 1995 (44 US.C.
3507(d)), the agency has submitted the information collection provisions of this
final rule to OMB for review. Prior to the effective date of this final rule, FDA
will publish a notiée in the Federal‘,Régi%sier announcing OMB’s decision to
approve, modify, or disapprove the information collection provisions in this
final rule. An agency may not.conduct oi' \s;ponsor, and a person is ﬁot.required
to respond to, a collection of information ﬁnless it displays a k;urrently valid
OMB control number. |
VIII. Analysis of Impacts

FDA has examined the inip}a;:t\sof the final rule under Executive Order
12866 and the Regulatory. Fle#ibili’ty Acf(ﬁ uU.S.C. 6‘0146‘1\2), and the ﬁnmnded
Mandates Reform Act of 1995, (Public Law 104—4). Executive Order 12866
directs agencies to assess all cbsté and benefits of avai‘lablerggu}étoiy‘
alternatives and, when regulafioxi is necessary, to select regulatory approaches
that maximize net benefits (ins;(;luding poféntial economic, ehvimnmental,
public health and safety, and other advantéges; distributive impacts; and
equity). Under the Regula,tory%Flexibﬂity Act, unless an agency yéértiﬁes that
a rule will not have a sigﬁiﬁce;mt impact on small entities, the agency must
analyze regulétory options thét would mih;‘imize the irl{z\paat of the rule on small

entities.
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Section 202(a) of the Unﬁnded Mancijétas Reform Act of 1995 requires that
agencies prepare a written staﬁemem, which includes an assessment of |
anticipated costs and benefits, : before propbsing “any ruie thai intlud‘es any
Federal mandate that may result in the ex:pendlture by State, local, and tribal
governments, in the aggregate or by the private sector, of $100 000,000 or more
(adjusted annually for mﬂatlon) in any one year.” The current threshold after

adjustment for inflation is $115 million, uﬁing the most current (2003) Implicit

rule to result in any 1-year expendlture that would meet or extze‘ed this amount.

The agency has reviewed thls final rule and determmed that it is
consistent with the regula’tory phllosophy and the prmmples 1dent1fied in the
Executive Order 12866 and these two statutes, as it will not resuit inan
expenditure of $100 million or more in any one year. Because\themle raises.
novel policy issues, OMB has determmed that this final rule is a significant
regulatory action as defined under paragraph 4 of section 3(f) of Execuhve
Order 12866.

The final rule facilitates exports of unapproved new drug products for use
in clinical investigations in foreign ,countr.iieé by eliminatirig the need to submit
requests for permission to export the drug’(s; and to receive FDA auﬂl?oriz'ation.
This change reduces the cost tio the affectecglvsmall firms. Thus, ,the-é’gency
certifies that this final rule. doés not have véj significant economic impact on
a substantlal number of small entities. Therefore, under the Regulatory
Flexibility Act, no further analysm is requlred

Because the final rule doas not impose any mandates on State, local, or

tribal governments, or the private sector that will result in an \expehdi’mre of
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$100 million or more in any one year, FDA is not required to perform a cost-

benefit analysis under the Unfunded Mandates Reform Act of 1995.:

List of Subjects in 21 CFR Part 312

Drugs, Exports, Imports, IﬁVestigations;, Labeling, Medical research,
Reporting and recordkeeping feqﬁiréments? Safety.
m Therefore, under the Federal Food, Drug, sgmd Cosmetic Act and under
authority delegated to the Conimissionér of Fdod and Drags/; 21 CFR part 312

is amended as follows:
PART 312—INVESTIGATIONAL NEWDRUG APPLICATION
m 1. The authority citation for 21 CFR part 312 is revised toread as foliaws:

Authority: 21 U.S.C. 321, 331, 351, 352, 353, 355, 356, 371, é_8‘1,382,f383, 393;
42 U.S.C. 262. . '
m 2. Section 312.110 is amended by revising paragraph (b) and by add{iﬁg
paragraphs (c) and (d) to read és follows: . |
§312.110  Import and export %requ\i’re‘ments‘.
* * * * * ' .

(b) Exports. An investigational new drug may be exported ffoxﬁ the United
States for use in a clinical investigation unéler any of the following\qﬁr‘iditions:

(1) An IND is in effect for ?che drug under § 312.40, the c:imﬁg Lcomp:lies with
the laws of the country tovwhifch it is bein«g;\expcrted, and eachpgrs@n who
receives the drug is an im}estigator in a study submitted to and allbWed to
proceed under the IND; or |

(2) The drug has valid ma:é;keting auih:drizati‘on in Austr\a}i,a,’ Canada, Israel,
Japan, New Zealand, Switzerland, South Africa, or infany country in the

European Union or the Européan Economic Area, and complies with the laws
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of the country to which itis béing exported, section 802(b)(1)(A), (£, and (g)
of the act, and §1.101 of this chapter; or - |

(3) The drug is being éxported to Au3~tnalia, Canéda, Israel, Japan, New
Zealand, Switzerland, South Africa, or to any country in t/heuEﬁr’o,pe;an Union
or the European Economic Aréa,‘ and complies with the laws of the country
to which if is being exported, ihe applicab‘lge pro\visionﬁsi Qf section 8()2;{0), 1),
and (g) of the act, and § 1.101 {)f this chapfér. Drugs exported under this
paragraph that are not the subject of an IND are exempt from the‘ label
requirement in § 312.6(a); or |

(4) Except as provided in paragraph (13)(5) of this sectlon the person
exporting the drug sends a written certlﬁcatlon to the Office of International
Programs (HFG-1), Food and Drug Admmmtratmn, 5600 Fishers Lane,
Iiockville, MD 20857, at the time the drug is first exported‘and maintains
records documenting campliahce with thi;si.péragraph; The'certlificatiqn shall
describe the drug that is to be exported (i. e,, trade name @f any) generic name,
and dosage form), identify the. country or countnes to whmh the drug is to
be exported, and affirm that: |

(i) The drug is intended for export;

(ii) The drug is intended for investigational use in a foieign coﬁntry;

(iii) The drug meets the fdreign purchgser’s 6r'consign[e;é’s spiac;‘ﬁt;ations;

(iv) The drug is not in coﬁﬂiot with thé importihg country’s laws;

(v) The outer shipping package is labeled to show that the package is
intended for export from the Umted States,

(vi) The drug is not sold or offered for sale in the United States,

(vii) The clinical 1nvest1gatmn will be conducted in accordance with

§312.120;
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(viii) The drug is manufaciured proceésed packaged, and held in
substantial conformity with current good manufacturmg practlces
(ix) The drug is not adulterated thhm the meanmg of section 501(a)(1),
(a)(2)(A), (a)(3), (c), or (d) of the act; | |
(x) The drug does not present an 1mm1nent hazard to pubhc health, either

in the United States, if the dmg were to be reimported, or in the foreign

(xi) The drug is labeled ing accordance ,With the foreign country’s laws.

(5) In the event of a national emergency in a foreign country, whére the
national emergency necessitatés exportatiph of an investigational Anegwl drug, the
requirements in paragraph (b)(4) of this se@tion apply as folvlows: | |

(i) Situations where the jﬁvestigationé? new drug is to be stockpiled m
anticipation of a national emergency There may be instances where
exportation of an 1nvest1gat1onal new drug is needed so that the drug may be
stockpiled and made avaﬂable for use by‘the importing country if and when
a national emergency arises. In such cases: |

(A) A person may export an 1nvest1gat10nal new drug under p&ragraph
(b)(4) of this section without makmg an affnmatlon w1th respect to any one
or more of paragraphs (b)(4)(1) (b)(4)(1v) (b)(4)(v1) (b)(é){vn) (b}(4)(vm) and/
or (b){4)(ix) of this section, pmmded that he or she: |

(1) Provides a written statement'explammg why Acomp‘liancé\‘ with each
such paragraph is not feasibleg or is contrary to the bést ixitereéts« of the
individuals who may receive the mvestlgatlonal new drug; |

(2) Provides a written statement from an authorized offmlal of the
importing country’s govemmgant. The statament. must attest that the official
agrees with the exporter’s statement made under paragraph (b){&)(‘i){A)(i) of

this section; explain that the drug is to be stockpiled solély for nse'éf the
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importing country in a national emergen{:y;‘ and desc;:ribfe/ ﬁhe-potantial national
emergency that warrants expoﬁtativon of the investigational new drug under thié
provision; and | | |

(3) Provides a written statement sho%ing that the:Secr,etary‘o:f"Hééﬂlth and
Human Services (the Secretary] or his or her designes, agrees with the findings
of the authorized official of the 1mport1ng country s government. Persons who
wish to obtain a written statement from the;, Secretary)should dxrect their
requests to Secretary’s Operatibns Center,k(g)ffice of Emergency Operations and
Security Programs, Office of Public Health ,;Emergency Prepsargédneés;, Office of
the Secretary, Department of Heal/th and HﬁmanSer’vijces,A ZQQVIndé}éendence ‘
Ave. SW., Washington, DC 20é01. Requesﬁ_fs; may be also be sent by FAX: 202
619-7870 or by e-mail: HHS.SjOC@hhS.gov.f :

(B) Exportation may not pi'oceed Uniii iFDA has authorized expértation of
the investigational new drug. FDA may deny authoriz,étion,iff the sﬁ&tements
provided under paragraphs (b}(5)(i)(A)(1) ’bix* BYGBYIAN2) (of this',’se(;tien are
inadequate or if exportation 1s contrary to pﬁblic health. |

(ii) Situations where the ihvesfigationﬁ] new drug. 13 to bevuééd fora
sudden and 1mmedzate natmnal emergency There may be mstances where
exportation of an mvestlgatmnal new drug is needed so that the drug may be
used in a sudden and immediate national- emergency t.,ha; hgs‘ de:vel'oped or
is developing. In such casé,s: *

(A) A person may export én investiga\:ti;onal new drug uﬁder paragraph
(b)(4) of this section without making an affi«rmatjon with riespect:tq any one
or more of paragraphs (b)(4)(i}, (b)(4)(iv), (b)(4)(v), (b)(é}(vi); (b)(4)(vii),
(b)(4)(viii), (b)(4)(ix), and/or {b)l(z})y(xi),tp\roﬁded that he or she:
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(1) Provides a written statement explaining why compliance with each
such paragraph is not feasible br is. contréry to the best interests of the
individuals who are expected to receive thé investigatienai new drug and

(2) Provides sufficient infdrmation from an authorized official of the
importing country’s government to en_aﬁla ;he‘Secxl*etary,‘:or. hls or her designee,
to decide whether a national efmergency ha‘s« developed or is d?eyaloping in the
importing country, whether the 1nvest1gatmnal new drug will be used solely
for that national emergency, and whether prompt exportation of the
investigational new drug is necessary Persons who wish to obtam a
determination from the Secretary should dlrect their requests to Secretary s
Operations Center, Office of Eme’rgency Qperatlons and Secuntyb?mgrams,
Office of Public Health Emergéncy Preparédrxess, Office of the Secrétary,
Department of Health and Hu:énan Services, 200 Independence Ave. SW,,
Washington, DC 20201. Requésts may be also be sent by FAX: 2024319—-787 0
or by e-mail: HHS.SOC@hhs.gov. | / |

(B) Exportation may procjeed'withodt:f)riox FDA authorizatién.

(c) Limitations. Expoxtatién under pax/‘égraph[b) of t}i‘isvsét:tionzmay not
occur if: | |

(1) For drugs exported un.éder paragraph (b)(1) of this section, the IND
pertaining to the clinical investigation is no longer in eff\ec/t:‘ |

(2) For drugs exported under /praragr/apiih (b)(2) of this section, the
requirements in section 802@)(1); (f), or (g) of the aét ére no longef\ met;

(3) For drugs exported un;der paragraph (b)(3) of this section, the /

requirements in section 802[c§), (£), or (g) of the act are no longer met;
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(4) For drugs exported under paxagraph (b)(4) of this ’secﬁyon‘,\.the” ‘
conditions underlying the certification or the statementsfsublﬁittéd under
paragraph (b)(5) of this sectioni are no longér met; or |

(5) For any investigational;ﬁ new drﬁgs ﬁnder this se‘cticxn, the drug no
longer complies with the Jaws gof the importing country. V

(d) Insulin and antibiotics. New insulin and ant:ibick)tiicw drug products may
be exported for inv»estigationalﬁ use in accordance with section 801(e)(1) of the

act without complying with this section.
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P
Dated: __ 11 j{z i~
November 16, 2005.

Jeffrey Shuren, :
Assistant Commissioner for Policy.




