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I. Background 

In the Federal Register of June 19, 2002 (67 FR 416421, we (FDA) 

published a proposed rule to describe various options for exporting an 

investigational new drug, inc@.rding a biological product. We issued the 

proposed rule to implement statutary changes resulting fi-am the FDA Export 

Reform and Enhancement Act of 1996 (Public Law 104-134, as amended by 

Public Law 104-180) and to modify a preexisting regulatory program for 

exporting investigational new drugs. 

Under current § 312.110(b) (21 CFR 312.110(b)), any person who intends 

to export an unapproved new :drug product for use in a clinical investigation 

must have either an investigat$onal new drug application (IND) or submit a 

written request to us (FDA). The written request must provide sufficient 

information about the drug to satisfy us that the drug is appropriate for 

investigational use in humans, that the drug will be used for i~v~st~~atio~a~ 

purposes only, and that the drug may be legally used by the consignee in the 

importing country for the proposed investigational use (see §,3 12.11 O(b)(Z)(i)). 

The request must also specify the. quantity of the drug ,tO be shipped and the 

frequency of expected shipments (id.). If we authorize exportation of the drug, 

we notify the government of the importing country (id.). Similar procedures 

exist for export requests made by foreign governments (see 5 3~2,~l~~b)(2)tii~)~ 

Section 322.11O(b)f3) states that the requirements in paragraph (b) apply 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) do”not 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)(l)(A) of the Public Health Service Act. 
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The program for exporti@ investigational new drugs is commonly known 

as the “312 program” because the regulation pertaining to the program is 

located in part 312 (21 CFR part 312). Between fiscal years 199$ and 1997, 

we received nearly 1,800 export requests under the 322 program. W>e found 

that very few requests (less than 1 percent) presented any public health 

concerns. 

In 1996, the FDA Export Reform and &-rhancement Actiof 1996.became 

law. The FDA Export Reform and Enhancement Act create& among other 

things, two new provisions that affect the exportation of in>vestigational drug 

products, including biological; products. One provision, now sectian 

802(b)(l)(A) of the act, authorjzes 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 are n-ret. These countries are listed in 

section 802(b)(l)(A)(i) and (b)(aj(A)(ii) of the act and are sometimes referred 

to as the “listed countries.” Currently, the EU countries are Austria, Belgium, 

Cyprus, the Czech Republic, Denmark, Estonia, Finland, France, Germany, 

Greece, Hungary, Ireland, Italy’, Latvia, Lithuania, Luxembourg, Malta, ‘the 

Netherlands, Poland, Portugal,! Slovakia, Slbvenia, Spain, Sweden, and the 

United Kingdom. The EEA countries are the EU countries, and Iceland, 

Liechtenstein, and Norway. The list of countries in section 8OZ~b~~~~~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)[l)[A~ of the act can 

encompass exportation of an unapproved new drug product for investigational 

use in a foreign country if the exported dru.g product has marketing 
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authorization in any listed country and the relevant stagutory requirements are 

met. Exports under section 802(b)(l)(A) of the act do not require 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 listed country 

in accordance with the laws of that country. Exports of drugs to the li.sted 

countries under section 802(c) of the act do not require prior> FDA ” 

authorization and are exemptjfrom 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, hawever, 

subject to certain general requirements. Section 802(f) of the act prohibits 

export if the unapproved new. drug: ” 

l Is not manufactured, prucessed, packaged, and held in substantial 

conformity with current good ‘manufacturing practice (CCI@P) requirements; 

l Is adulterated under certain provisi~ons of section 501 of the act [Zl 

U.S.C. 351); 

0 Does not comply with section 801(e)(l) of the act (21 USC. 38l(effl)f, 

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 package that the 

products are intended for export, and not be sold or offered for sale in the 

United States; 

* Is the subject of a determination by FDA that the probability of 

reimportation of the exported drug would present an imminent hazard to the 

public health and safety of the United States; 

* Presents an imminent hazard to the Public heal& of the foreign country; 



0 Fails to comply with labeling requirements in the country receiving the 

exported drug; or 

l Is not promoted in accordance with labehng requirements in the 

importing country and, where applicable, ,in the listed country in which the 

drug has valid marketing authorization. 

Section 802[g) of the act also imposescertain recordkeeping and 

notification obligations on drugs exportediunder 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 notification requirements, ‘and the rule is codified 

at $j 1.101 (21 CFR 1.101). 

The new export provisions in section- 802 of the act significantl,y reduced 

the number of requests under the 312 program from an annual average of 570 

requests to 200 requests. This jfinal rule amends 15 312.110 to conform to the 

FDA Export Reform and Enhancement Actof 1996 and’to modify the 312 

program. 

II. Comments on the Proposed Rule 

A. What Did the Proposed Rule Cover? Hew Many C”omments~Did FDA Receive? 

The proposed rule would iamend $312;110 to provide four mechanisms 

for exporting investigational new drugs, el.iminate unnecessary language in the 

current regulation, and modify the export requirements for the 312 program. 

The proposed rule would not contain any new recordkeeping requirements 

because such records are already required under 5 312,57 [if the foreign clinical 

trial is under an IND) or § 1.101. 

We received eight comments on the proposed rule. The comments came 

from seven sources: A pharmaceutical trade association, four pharmaceutical 

companies, one consulting firm, and one university student. In general, six 



comments strongly supported the rule with few or no modifications. One 

comment opposed exports of @vestigational new drugs generally, and another 

comment sought cIarification,of one statuiory provision and did ,not address 

the rule itself. We address mo:st comment.6, 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 aasier to identify comments and our 

responses, the word “Comment,” in parenthesis, will appear befme the 

comment’s description, and the word “Response,” in parenthesis, willl appear 

before our response. We have also numbered each comment to identify them 

more easily. The number assigned t’o each comment is purely’for organizational 

purposes and does not signifythe comment’s value or importance or the order 

in which it was received. 

B. Can Investigational New Dmgs,Be Expmted~ under an IND? 

Proposed 5 3Z2.llO[b)(l) would represent the first mechanism for 

exporting an investigational new drug and. would apply if the foreign clinical 

investigation is to be done under an IND, Proposed § 3~~11O(b){l) would 

provide that an investigational: new drug may be exported from the United 

States if an IND is in effect for the drug undier $312.40, th-e drug complies 

with the laws of the country to: which it is being exported, and each person 

who receives the drug is an investigator who will use the drug, in a study 

submitted to and allowed to pr,oceed under the IND. Because this provision 

is not limited to particular countries, a drug that is the subject of an IND could 

be exported under the act to any country in the world if thB export is for the 

purpose of conducting a clinical investigation in the importing foreign country. 

Exporters should be aware, however, that this provision, like all provisions 

in proposed § 312.110, pertain only to the requirementsof the act. Other 

, 



Federal laws, such as those relating to” customs or controlled substances or 

barring exports to specific countries, may restrict or prohibit an export even 

if it would be permitted under this rule. 

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

change. 

C. Can Investigational New Drugs Be Expo@ed if Th,ey Have ~a~~~ti~g 

Authorization? Which Countries Must Provide That Mark&ng Authorization? 

Proposed 5 31%11O(b)f2] would represent the second mechanism for 

investigational new drug exports and would implement section 802.~)~1) of 

the act with respect to exports of unapproved new drugs for investigational 

use (although section 802(b)(Z) of the act has been in effect since April 1996). 

Under the proposal, if a drug product that is not approved for use ia the United 

States has valid marketing authorization in Australia, Canada, IsraeX, Japan, 

New Zealand, Switzerland, South Africa, Or in any country in the EU or the 

EEA, the drug may be exported for any use; including i~v~st~gation~l use, to 

any country, provided that the export complies with all applicable 

requirements pertaining to exports. Prior FT)A approval ,to export the drug 

would not be required, nor would proposed § 31Z.I1C@3)(2) m,quire fhe drug 

to be the subject of an IND. The exporter.and the exporte products, however, 

would have to comply with the foreign country’s laws and with requirements 

in section 802(f) and (g) of the act. The proposal would also require compliance 

with the export notification and recordkeeping requirements 5 1.101'. 

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

change. 

However, regarding the export notification and recordkeeping 

requirements at § 1.101, we note that we received a petition four reconsideration 
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that challenges, among other things, the recordkeeping requirement at 

§ 1.101@)(Z). Section 1.101(b)(~) describes the records that may be kept to 

show that an export does not conflict with a foreign country’s laws, as required 

by section 801(e)(l)(B) of the act. Section :.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 laws or a notarized ~ert~f~~at~~n by a 

responsible company official in the United States that the product does not 

conflict with the foreign country’s laws. In: a letter dated July 22, XIOZ, we 

informed the petitioner that we would exercise enforcement discretion 

regarding the letter and certification described in 5 l.‘lOl~b)~2), that parties 

must still comply with the statutory requirement in section 8~~[e)(~)~~) of the 

act, and that we would be evaluating whether to issue an advance notice of 

proposed rulemaking regarditig the~petitioner’s issues (see Letter from Margaret 

M. Dotzel, Associate Commissioner for Policy, to Peter Barton Hutt, Covington 

& Burling, dated July 22, 2002; this letter can be found inFDA Docket No. 

1998N-0583). We subsequently issued an advance notice of proposed 

rulemaking regarding the issues raised by the petitioner (see 69 FR 30842, June 

1,2004) and are continuing to ‘evaluate the comments. We afe continuing to 

exercise enforcement discretioin regarding 5 l.l0l(b)f2), but we remind would- 

be exporters that they must continue to comply with then statutory requirement 

in section 801(e)(l)(B) of the act and the remaining provisions in § l;lOl. 

D. Can Investigational New Drugs Be Expoced Dhmtly to Gwtuin Camtries 

Without FDA Approval? 

Proposed § 3 12.110(b)(3), the third mechanism for investigational new 

drug exports, would implement section 8Oz'.(c) of the act with respect to exports 



of unapproved new drugs for; investigational use [although sect ion 802(c) of 

the act has been in effect since April 1996) In brief, under proposed 

§ 312.110(b)(3), ‘f 1 an unapproved drug is to be exported for investigational use 

to any listed country in accordance with the laws of that country, then no 

prior FDA authorization would 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 applicable statutory requirements in section 

802[c), (f), and (g) of the act. Proposed !$3?2.13O(b)(3) would also require 

compliance with the relevant :recordkeeping requirements at 5 1 .lQl. 

Proposed 5 312.11O(b)[3) woul add that investigational new drugs that are 

not under an IND and are exported under section 802(c) of the, act dEo not have 

to bear a label stating, “Caution: New Drug-Limited by Federal (or United 

States) law to investigational use.” This proposed requirement reflected the 

fact that the label statement is,required under section XE(i) of the act, and 

that, absent an IND, drugs exported under section 802[c),of the act are not 

subject to section 505(i) of the’act. 

The preamble to the proposed rule discussed our i~te~p~~tati~~~~f section 

802(c) of the act and the issue-of “transshipment. ” “-Transshipment” refers to 

the practice of shipping a product to a country from‘which ,it will later be 

shipped to another country. We stated that:we were aware that some firms 

have interpreted section 802(c) of the act as permitting tr~ss~ipm~nt to 

unlisted countries as long as the shipment went through a listed country (see 

67 FR 41642 at 41643). [We knew about the firms’ position on transshipment 

from comments we had received on a draft ;export guida~~~,do~~me~t that 

appeared in the Federal Regisfer of June 12, 1998 (63. FR ~32219).) We noted 

that section 802(c) of the act is silent witb cespect to, transshipment, land a 



more reasonable interpretation is that the provision does not allow 

transshipments. We added that interpreting section 802(c) of the act toallow 

transshipment would be inconsistent with our traditional practice under 

§ 312.110 and would presume, in the absence of any supporting language in 

the statute or its legislative history, 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 42643). 

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 inv~st~gat~~~al new 

drugs to be sent to principal investigators in a listed country who.then use 

the investigational new drug in an unliste$ country, provided that the 

principal investigator conducts the clinical investigations in accordance with 

the requirements of both the listed country 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 would interpret section 802(c) of the act as 

permitting exportation of the investigational new drug, without prior FDA 

authorization, as long as firm A and the exported drug xnet all other st~atutory 

conditions pertaining to the exportation. Principal investigator X could then * 

administer the investigational new drug in‘an unlisted country so long as 

principal investigator X conducted the cXi@cal investigation in accordance 

with Norwegian requirements ,and any req;uire-ments in the Mnhsted country 

where the investigational new.drug is administered. 

[Comment 1) Three comments disagreed with this l~mited,transsh~pment 

position. The comments acknowledged that the law is subject to various 
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interpretations, but argued against allowing transshipment frorn~listed 

countries to unlisted countries. The comments explained that a clinical 

investigator may have little ability to control how a drug fs moved, stored, 

or used “if he or she is not supported by the laws of the land” and so expecting 

the clinical investigator “to enforce the laws, regulations and practices of the 

listed country in the unlisted country [even assuming there are no 

contradictions between them) is, we believe, quite unrealistic and exposes the 

investigator, the sponsor and, ‘not least, the patients to significant risks.” 

Consequently, two conunents recommended that we not .allow transshipment ” 
from listed countries to unlisted countries.: Another comment ‘stated that we 

should not allow transshipment from listed countries to,u~~~sted 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 B02fc) of 

the act and agree that transshipment should not, be permitted under section 

802(c) of the act. Although our limited transshipment policy was intended to 

accommodate the industry, we agree with the pharmaceutic& industry 

comments that a clinical investigator’s ability to-apply a listed cor@ry’s laws 

and regulations in an unlisted:country may be difficult at best; Therefore, we 

do not interpret section 802(c)! of the act or § 3lZ.IlO(b)(3) as allowing, 

transshipment from listed countries to m-&ted countries. 

Furthermore, we do not agree that tr~~shi~rne~t should be the sponsor’s 

responsibility alone because that would mean that a sponsor could consider 

itself free to transship an investigational new drug regardless of our 

interpretation of section 802(c) of the act. 
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1.2 , 

As for proposed § 312.llQ(b)(3) itself, we received no co,mments on the 

provision and have finalized it without change. 

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

Proposed 5 312.110(b)(4) iwould represent the fourth mechanism for 

exporting an investigational new drug and: would pertain to,unapproved new 

drugs exported to any country for investig$tional 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.alisted country 

for investigational use to an unlisted country, Proposed 5 3~2,~~O~b~~~] would 

modify the 312 program by eliminating the requirement of prior FDA 

authorization. The proposal would require, a person seeking to export an 

unapproved new drug for investigational use without an Ikto send a written 

certification to us. The certifiqation would-be submitted at the time-the drug 

is first exported and would describe the drug being exported (Le., tr!ade name 

(if any), generic name, and dosage form); icltentify the country or countries to 

which it is being exported, and affirm that various conditions or criteria had 

been met, such as: 

* The drug is intended for export; 

* The drug is intended for investigational use in a foreign eauntry; 

l The drug meets the foreign purchaser’s or consignee’s specifications; 

* The drug is not in conflict with the importing country’s laws; 

l The outer shipping package is labeled to show that the package is 

intended for export from the United States; 

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

* The clinical investigation wi-11 be conducted in accordance wfth 

?$312.120; 
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l The drug is manufactured, processed, packaged, and held in-substantial 

conformity with CGMPs; 

0 The drug is not adulterated within the meaning,of section XII(~)[I), 

(a)(2)(A), (a)(3), (c), or fd) of the act; 

l The drug does not present an imminent hazard to public hea&h, either 

in the United States if the drug were to be reimported or in the foreign country; 

l The drug is labeled in accordance with the foreign country)s laws; and 

l The drug is promoted in accordance. with its labeling, 

The preamble to the proposed rule explained that we were proposing to 

accept certifications because our experiende with the 322 program indicated 

that very few investigational new drug exports under the exi-sting program raise I 

any public health concerns. The certification would eliminate the requirement 

of prior FDA authorization of a request to export a drug for investigatibnai 

use (67 FR 41642 at 41644). Additionally, by conditioning exports to unlisted 

countries under the 312 program on the conduct of clinical investigations in 

accordance with 5 312.120, the use of investigational new drugs .under the 312 

program would be subject to internationally recognized requirements for 

clinical investigations (id. at 41645). The proposal would also require the 

exporter of the investigational new drug to retain records s~~~~~~,~~~ 

compliance with the provision’s requirements. 

(Comment 2) Several comments expressed strong support for streamlining 

the 312 program. For example; one comment Cal-led the proposal a ““bold but 

considered move” that would’reduce administrative burdens on FDA and 

sponsors without waiving any significant ebligations. 

Three comments questioned why proposed § 312.ll~(b~(~~(~i~~ would 

require the exporter to certify that the investigational new drug “is promoted 



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 requirement. 

(Response) We agree with th’e comments that investigations1 new drugs 

are not to be promoted, and we have deleted the lang~ag~,re~ard~~~ promotion 

from § 3-12.110(b)(4). 

However, one comment’s claim that proposed s 312.l~~(b~~~~ would 

reduce administrative burdens without w&ving any significant obligations 

prompted us to consider whether a personiexporting 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&in recent years, we 

have seen growing concern over the possible use of ‘biological, chemical, or 

other weapons in a terrorist attack. These concerns have prompted interest by 

some foreign countries in stockpiling drugs and biological pr.oductsfur 

possible use if such an attack occurs. We have also seen the sudden emergence 

of new diseases, such as Severe Acute ReSpiratory Sy~~r~m-e [SARS); and can 

foresee situations where a foreign country might seek irnp~~ati~~ of an 

investigational new drug to respond- to a sudden and immediate disea,se 

outbreak. In such situations, the nead to stockpile drugs or to provide 

potentially helpful treatment quickly to a Iarge number of p&ents may be 

incompatible with certain criteria in !$312.110@)(4]. 

Therefore, the final rule includes a new $! 312.1’11O@)[S)~to address the 

exportation of investigational new drugs due to a nat~on~~.emerg~n~y in a 

foreign country. New $312.11:O(bj[5) contemplates two different national 

emergency scenarios. The first scenario, a.t 5 312.%1OfbJ[5)@), provide$ for 

exportation of an investigational new drug, in a foreign countryto be stored 



for possible use if and when .4 national em,ergency in that foreign country 

arises. Under § 312.110(b)(5)(‘) r , a p erson may export the investigational new 

drug under § 312.1lO(b)(4) atid may exclude from its certification an 

affirmation with respect to any one or more of paragraphs (b)~(d)(i), (b)[g)(iv), 

(b)(Q)(vi), (b)(d)(vii), (b)(Q)(viii), and/or (b)(“lf[ix}, provided. that he or she: 

l Provides a written statement, under, 3 312.120(~)(5)(i)1A)-f~), explaining 

why compliance with each such paragraph is not feasible or is contrary to the 

best interests of the individuals who may”-receive the invest~g~t~~na~ new drug; 

l Provides a written statement from an auth~rized’~ff~c~~~ of th.e importing 

country’s government. The statement must attest that the official, agrees with 

the exporter’s statement made under $312;?1O(b)(5j(i)fA~(1); explain that the 

drug is to be stockpiled solely for use of the impo~~n~,~ount~ in a national 

emergency; and describe the potetitial national emergency that warrants 

exportation of the investigational new drug under this provision; and 

* Provides a written statement showing that the Secretary~ of Health and 

Human Services (the Secretary), or his or her designee, agrees wi,th the. findings 

of the authorized official of the importing country’s government. 

We decided that in a national emergency, “stockpiling’” scenario, ex7porters 

should be able to drop the affirmations in paragraphs (b~~~)~~~, (b~~~~~iv), 

(b)(B)(vi), (b)(d)(vii), (b)(#(viii), and/or (b@)(ix) fr on 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 investigational~ new drug, For example, 

several foreign governments have asked, for our help in exporting 

investigational vaccines to their countries to reduce their citizens’ vulnerability 

to a certain pathogen. Vaccine production, is very compfex, so it is unlikely 



that a manufacturer could respond quickly to a large-scale national emergency 

in a foreign country. Thus, if we were to insist that a311 ~nvest~.ga~io~al vaccines 

exported in a national emergqncy scenario be “intended.for export” (as 

otherwise required by § 312.liO(b)(4)[i)), I vaccines that had,.been intended for 

domestic use could not be exported to address a national emergency in a 

foreign country because those vaccines would not have been‘““intended for 

export” when they were first made. Providing for the deletion of the “intended 

for export” requirement in a national emergency, stockpihng scenario makes 

it possible to export products joriginally intended for domestic use to meet a 

more important foreign need., 

In the national emergency, “stockpi3ing” scenario, exportation may not 

proceed without prior FDA authorization. ye decided’to require FDA 

authorization to ensure that exportation &a drug based on ,&is scenario is 

limited to the requirements set out in $ ~~~.1~0~)(5)[i) and not used for other 

situations for which other regulatory requirements apply, 

The second national emergency scenario is at 5 3~Z.l~~~b)(~~(~~~~ This 

provision would apply where the national iemergency is-bbth sudden and / 
immediate. For example, § 312.1~0@$(5)&) could be uaed When a bfoterrorist 

attack has occurred in a forei& country and has created an immediate need 

to export an investigational new drug for use in the foreign country. It could 

also apply where. the national ‘emergency is imminent, but has not yet 

occurred. For example, 5 3lZ.l~O~)~~)[i~) r@ight,be applicable where a foreign 

government has evidence showing that a particular novel disease outbreak is 

about to occur and that prompt administration of an investigational new drug 

is needed to treat or immunize its citizens before the disease assumes epidemic 

proportions. Thus, in these examples, the words “sudden” and “3mmediate” 
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a re  m e a n t to  c o n v e y  a  s e n s e  th a t th e  n a ti o n a l  e m e rg e n c y  re s u l te d  fro m  

u n fo re s e e n  c i rc u m s ta n c e s  a n d  th a t th e  e x p o rte d  d ru g  i s  n e e d e d  q u i c k l y  i n  

o rd e r to  a d d re s s  th e  n a ti o n a l  e m e rg e n c y ,, a n d  w e  e x p e c t 5  3 ~ 1 2 .3 .~ 0 (b ](5 )~ (i i ) to  

b e  u s e d  i n  v e ry  ra re  c i rc u m s ta n c e s . In  o th .e r w o rd s , §  3 l ~ .~ ~ ,~ (b ~ ~ ~ ~ (~ i } s h o u l d  

n o t b e  u s e d  i n  s i tu a ti o n s  w h e re  a  p e rs o n  s i m p l y  w a n ts  to  e x p o rt a  d ru g  to  

a d d re s s  l o n g s ta n d i n g  p u b l i c  h e a l th  c o n c e rti s  (s u c h  a s  a  d i s e a s e  w h i & h  i s  a n d  

h a s  b e e n  p re v a l e n t i n  th e  fo re i g n  c o u n try  fo r y e a rs ). 

U n d e r 5  3 1 2 .1 1 0 (b )(5 )(“) ’ p  1 1  , a  e rs o n  m a y  e x p o rt a n  ~ l n v e s t~ g a ti ~ n ~ ~  h e w  d ru g  

u n d e r (i j  3 1 2 .1 1 0 (b )(4 ) a n  d  e x c l u d e  fro m  i ts  c e rti fi c a ti o n  a n  a ffi rm a ti o n  w i th  

re s p e c t to  a n y  o n e  o r m o re  o f p a ra g ra p h s  (b ),@ )(i ), (b )(d )&),  ~ ~ ~ t4 ~ ~ v  

M ~ l (v i i l , M 4 W i i 1 , (W l (‘ ,I 1 x  , a n d /o r (b ):(a )(x i ), p ro v i d e d  th a t h e  o r s h e : 

0  P ro v i d e s  a  w ri tte n  s ta te m e n t, u n d e r;$ 3 1 2 .1 ~ O C b )-fS )fi i )IA )(J ), e x p l a i n i n g  

w h y  c o m p l i a n c e  w i th  e a c h  s u c h  p a ra g ra p h  i s  n o t fe a s i b l e  o r i s  c o n tra ry  to  th e  

b e s t i n te re s ts  o f th e  i n d i v i d u a l s  w h o  a re  e x p e d te d  to  re c e i v ,e  th e  i n v e s ti g a ti o n a l  

n e w  d ru g ; a n d  

*  P ro v i d e s  s u ffi c i e n t i n fo rm a ti o n  fro m  a n  a u th o ri z e d  o -ffi c i a l  o ftth e  

i m p o rti n g  c o u n try ’s  g o v e rn m e n t to  e n a b l e . th e  S e c re ta ry , o r ,h i s  o r h e r d e s i g n e e , 

to  d e c i d e  w h e th e r a  n a ti o n a l  e m e rg e n c y  h a s  d e v e l o p e d  o r i s  d e v e l o  

i m p o rti n g  c o u n try , w h e th e r th e  i n v e s ti g a ti o n a l  n e w  d ru g  w i l l ’ b e  u s e d  s o l e l y  

fo r th a t n a ti o n a l  e m e rg e n c y , a n d  w h e th e r, p ro m p t e x p o rta ti e n .o f th e  

i n v e s ti g a ti o n a l  n e w  d ru g  i s  n e F e s s a ry . : 

W e  d e c i d e d  th a t, i n  th e  c a s e  o f a  s u d d e n  a n d  i m m e d i a te  n a ti o n a l  

e m e rg e n c y  i n  a  fo re i g n  c o u n try , th e  e x p a rz te r’s  c e rti fi c a ti o n  m a y  o m i t a n  

a ffi rm a ti o n  a d d re s s i n g  p a ra g ra p h s  (b )(+ )(i ), (b )(d )(i v ), ~ ~ ~ 4 )~ ~ )~  ~ b ~ ~ 4 ~ ~ v i ), 

(b )(Q )(v i i ), (b )(d )(v i i i ), (b )(d )(i x ) a n d /o r (b J (@ (x i ) i f, d u e  to  th e  s u d d e n  a n d  

i m m e d i a te  n a ti o n a l  e m e rg e n c y , c o m p l i a n c e  w i th  th a t p a ra g ra p h  o r p a ra g ra p h s  



are infeasible or contrary to the best intere.sts of the individuals who may 

receive the investigational new 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 foreign c’ountry itself had agreed that com;pliance 

with its labeling requirements was unneceksary during then national emergency. 

Additionally, in contrast to the “stoc$kpiling” scenario in + 3G!.JlO,(b)(5)(i), 

exportation to meet a sudden ;and immediate national emergency may, 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 sal~&ly for that .national ~emergency, and 

whether prompt exportation of the investigational new drug is necessary. We 

reiterate that, given its reference to a “sudden and immediate” n&tianal 

emergency, § 312.11o(b)(5)[ii)/ should be very rarely used. 

Persons who wish to obtain a written, Statement from the, Secretary under 

§ 312.110(b)(5)(i) or to request that the Se&etary make the determinations, 

under § 312.110@)(~5)(ii) should direct their requests to: 

Secretary’s Operations Center, Office of Emergency Oper@ions ,and 

Security Programs, Offi,ce of Public: I-Iealth Emergency Preparedness, 

Office of the Secretary, iDepartment of Health and II~~manS~rvices, 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 chqnges, we have revised !$312.12Qfc)f4) to state that 

exportation is not allowed under § ~~2.~~~(b~~4~,if theconditions underl.ying 

the certification or the sta-tements submitted under $ ~~2.1~0~~~~)'~~~ no 

longer met. 
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(Comment 3) One comment appeared to inquire whether transshipment 

could occur under the 31.2 program. The comment suggested that 

transshipment should be allowed if the sponsor amended its ‘“certi 

requesting shipment of an investigational,new drug from either a listed or 

unlisted country to another unlisted country “where the protocof is unchanged 

and all applicable laws are met.” The comment added that only prqducts under 

the sponsor’s direct control would be permitted for tra~ss~~~me~t. 

(Response) The comment,may havelmisinterpreted the rule.-&ports of an 

investigational new drug to a fisted country fall within-section 802(q) of the 

act and § 312.110(b)(3), and no certification is required. ~o~~~eq~~n~~y, if an 

investigational new drug is exported to a &ted country under section‘802(c) 

of the act, there is no “certification” to amend, and, as our response to 

comment 1 of this document stated, we will not interpret section 802(c) of 

the act as allowing transshipment 5om a &ted country to an ~nlist~~.,-~ount~, 

As for exports under the 312 program and § 31Z.l%@3)(4f, we concede that 

our proposed revision of the 3;1 z program did not prohjbit its< use for exports 

to listed countries. However, if a sponsor decided to use !$ ~~~.1~0.~~(4) to 

export an investigational new’drug to a Ilst.ed country, it would create 

unnecessary work for itself because, under: § 3 SZ.ll~~~[~~, it could -export the 

investigational new drug to the listed ‘cotintry without providing .any 

documentation to us. 

If the comment sought to use $$312.11:@@1)(4) to export an”,in~~s~~ga~ional 

new drug to an unlisted country and then:transship that drug*& another 

unlisted country, we would agree t,hat § 312.110(b)(4) could be used, but only 

if both unlisted countries are Identified ins the original certification to us. In 

other words, the original certification would have to state that the 



investigational new drug is being sent to one unlisted country and then 

shipped to another unlisted country. We do not intend to permit sponsors to 

use § 312.110(b)(4) to ship investigational: new drugs to an utilisted:country 

and, at some later, unspecified date, amend the certifjcation in the manner 

described by the comment. We are concertied that allowing amendments to 

certifications that would change the country receiving the ekported drug would 

enable an unscrupulous person to avoid several critical obligations, 

particularly those that are specific to the receiving country, SUCK as Censuring 

that: 

l The clinical investigation will be conducted in accor&mce with 

s312.120; 

0 The drug meets the foreign purchas:er’s or consignee’s Specifkations,; and 

* The drug does not present an imminent hazard to the public health in 

the foreign country. 

Given these concerns, we decline to revise the rule to &low amended 

certifications under”§ 312,110(b)(4) that wauld enable sponsors to transship 

investigational new drugs without observing several important obligations in 

§ 312.110(b)(4) itself. 

F. Are There Any Restrictions :on hwest.igat;ional New Dmg ~~~0~~~ 

Proposed § 3 12.1 I O(C) would prohibit exports under certain conditions. 

For example, for drugs under an IND that are exported under proposed 

3 12.11 O(b)(l), exportation would not be allowed. if the IND is .no longer in 

effect. For drugs exported,under proposed 6 3IZ.llO(b)(Z), (b)(3), o.r(b)(Q , 

exportation would not be .allowed if the requisite conditions underlying or 

authorizing the exportation are no- longer met. For all i~vesti~at~ona~ new drugs 



exported under proposed § 3J2.130, exportation would tiotbe allbwed if the 

drug no longer complied with the laws of the importing country, 

We received no comments on this provision. However, as explained i”n 

section 1I.E of this document, ,we h&e created a $j 322.120(b)(s) to address 

exportation of investigational:new drugs to meet national emergencies in a 

foreign country. This new provision establishes new conditions on the export 

requirements under 5 312.llO'(b)[4) in such national emergencies. 

Consequently, we have revised § 312.110.($(4) to state that~~x~~~tat~o~ is not 

allowed under 5 31’2.11O(b)(4) if the conditiuns underlying, the certi$ication or 

the statements submitted under 3 312,11O(b)(53 are no longermet. 

G. What Other Changes Did FDA Propose? 

The proposed rule would;also make’s:everal minor amendments to reflect 

or update statutory requiremehtsand to redesignate ~a~~~a~hs (to 

accommodate other proposed changes). Inbrief, the proposal would: 

l Redesignate § 312.110(b)(4) as new.5 3,12.120(d) to state that the export 

requirements in 5 312.110 do not ,apply @insulin or to ~~t~b,~~ti~ dmg.products 

exported for investigational u$e. This provision would refle& section @02(i) 

of the act which provides that insulin an4 antibiotics may be exported in 

accordance with the export requirements in section 803 (e)(.l) of the act without 

complying with section 802 of the act. 

cc* 
l Eliminate a potentially confusing ,an,d incorrect reference to new drugs 

* *approved or authorized for export under section 802 .of the act * * * 

or section 351(h)(1)(A) of the Public IIealth Service Act” because* the FDA 

Export Reform and Enhancement Act eliminated most FDA -approval 

requirements for exported drugs. As for section 351(h) dof~the Public Elealth 

Service Act, it pertains to exports of partially processed biological products 
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that are: (I) Not in a form ap$cable to the prevention, treatment, or cure of 

diseases or injuries of man; (2’) not intended for sale 5n the United States; and 

(3) intended for further manufacture into final dosage form outside the United 

States. Thus, partially processed biological products exported under section 

351(h) of the Public Health Service Act are not exported for investi.gational, 

use, so they do not have to be:mentioned,in $j 312.110. We also noted that 

the FDA Export Reform and Ejnhancement :Act of 1996 revised and renumbered 

section %1(h) of the Public Health Service Act, and so the revised section no 

longer contains a paragraph &)[l)(A)(see$7 I?%41642 at41(545).. . 

l Amend the authority citation for pa@ 312 to reflect a~di~i~~~ statutory 

provisions, such as sections SSl, 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 rulemaki,ng. 

l Remove the text at § 312.JlQ(b)(3) sltating that the export requirements 

in § 312.110@) apply only where the drug is to be used for the.p-urpose of 

a clinical investigation. We proposed to &$lete this language bec,ause the 

proposed rule expressly refers! to exports of investigational new drugs for use 

in clinical investigations. 

We received no comments on these provisions or changes and have 

finalized them without change. 

H. What Other Comments L?id,FDA Receivk? 

Several comments responded to specific questions we had presented in 

the preamble to the proposed rule or discussed .other issues related to the 

export of investigational new drugs or the conduct of foreign &nit& trial~s. 

The preamble to the proposed rule noted that section #X%(j) of the Public 

Health Service Act (42 U.S.C. &X&(j)) direc& the Secretiuy: to establish, 
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maintain, and operate a data bank of inf&$nation on clinical trials for drugs 

for serious or life-threatening diseases and.conditions 167 FR 41642 at 41645). 

We invited comment on whether we should make available information on 

clinical trials involving investigatjonal new drugs exported und,er proposed 

§ 3lz.llo(b)@). 

(Comment 4) Some comments opposed making ‘informafian on drugs 

exported under proposed.§ 312.11 O(b)(4) publicly airailabl& The comments 

argued that section 402(j) of the Public Health Service Act was intended to 

provide clinical trial information to Ameriqan patierits and that. we had no 

legal authority to collect or disclose information on foreign c&z&al trials. 

(Response) We agree with: the commeQts that sect&n &2(j) of.the Public 

Health Service Act does not apply .to expo+s under § 31 Z,~~l~~~)~~), but 

disagree as to the rationale. Se$ion-402(j),1tif the Public XHaaith Service Act 

refers to “clinical trials” without any express. requirement that the clinical 

trials be conducted in the United States. However, we believa that: this 

provision only applies to cliniFa1 trials conducted under ikn ND, 

The Senate Committee on:Labor and Human Resources’. sepo;ti on the 

“Food and Drug Administration -Modernization and Ac~ou~~abi~~~y Act of 

1997” describes the data bank :as requiring Sponsors of~clinical ,trials to provide 

certain clinical trial informatisn to the National Institutes of eakh “‘nolt later 

than 21 days after the approval by the FDA:’ (see S. Rept. 1O5-43, ‘“Fspd and 

Drug Administration Modernization and Accountability Act of 199f?~," 105th 

Cong., 1st sess. at p. 99 (July 1; 1997)). The ireport apparently meant not later 

than 21 days after the IND goes into effect since, strictly speaking,.FDA does 

not “approve” clinical trials oli: INDs. Rather, an IND goes i&o effec.t after 30 

days if FDA does not notify the sponsor that the trials are subject,to 9 clinical 



;’ 

2 4  

h o l d  b e fo re  th e n , o r  ear l ie r  th a n  3 ,O  days  if F D A  so  n o tifies  th e  sponsor  th a t 

th e  tria ls  m a y  b e g i n . N o n e th e Iess, th is  sta te m e n t strong ly  s u g g e s ts th a t on ly  

tria ls  th a t a re  c o n d u c te d  u n d e r  a n  IN 3 3  a re  to  b e  inc luded  ‘in  th e  d a ta  b a n k , 

T h e r e fo re , b a s e d  o n  th is  leg is la tive  h is tory ; w e  d o  n o t in te rp re t sectio n  402( j )  

o f th e  P u b lic H e a lth  S e rvice A ct as  apply i r ig  to  expor ts u n d e r  §  3 IZ.I1 ‘O (b)(4) . 

( C o m m e n t 5 )  O n e  c o m m e j n t fo c u s e d , o n  th e  p r o p o s e d  ru le’s cross- 

re fe rences  to  sta tu tory  prov is ions. T h e  c o m m e n t sa id  th a t th e  cross-re ferences 

“g r e a tly compl ica te  th e  read ing  a n d  p rac tica l  unde rs ta n d i n g  o f th e  regu la tio n ” 

a n d  s u g g e s te d  th a t w e  incorpora te  th e  sta tu tory  l a n g u a g e  d i rec tly in td th e  ru le . 

(Response)  W e  dec l ine  to  & m e n d  th e  ru le  as  s u g g e s te d  by  th e  c o m m e n t, 

W h i le w e  unde rs ta n d  th a t cross-re ferences :in  a  regu la tio n  c a n  m a k e .it.m o r e  

d i fficu l t to  r e a d  a n d  to  unde rs ta n d  a  pa r ticu la r  r e q u i r e m e n t, the re -a re  severa l  

p rac tica l  reasons  fo r  n o t inser tin g  sta tu tory : l a n g u a g e  in to  a  ru le . First, severa l . 

o f th e  cite d  sta tu tory  prov is ions c o n ta in-cross-refe rences  themse lves ; S e c tio n  

8 0 2 ( f) o f th e  ac t, w h ich is m e n tio n e d  in  $  3 1 2 .110 (b )2 ) ,s [b ]~ 3 ]~  (c)(2], a n d  (c)(3),  _  
re fers  to  cer ta in  a d u l te ra tio n  prov is ions in  sectio n  X X I o f th e  ac t a n d  to  expor t 

r e q u i r e m e n ts a t sectio n  801(e) ( l )  o f th e  ac t+  Thus , inser tin g  sta tu t& y l a n g u a g e  

in to  th e  ru le  w o u ld  still resu l t in  cross-re ferences to  ,o the r  sta tu tory  prov is ions. 

S e c o n d , if w e  w e r e  to  u s e  sta tu tory  l a n g u a g e  in  th e  ru le  .~ d ~ ~ ~ ‘C o ~ g ~ e s s  

a m e n d e d  th a t pa r ticu la r  sta tu te  la te r , w e ,w o u ld  b e  ob l i ged  to  b e g i n  n e w  

ru lemak ing  to  re flec t th e  n e w  sta tu tory  l a n g u a g e , e v e n  if th e , revis.edstatutory 

l a n g u a g e  h a d  n o  s ign i fica n t impac t o n  th e  ru le  itse l f. O therw ise , th e  regu la tio n  

w o u ld  b e  inconsis te n t w ith  th e  ac t, a n d  d i ffe r ,ences  b e tw e e n  th e  a & a n d  th e  

regu la tory  l a n g u a g e  cou ld  resu l t in  need less  d i s a g r e e m e n ts o r . d i spu tes .. Th i rd , 

inser tin g  sta tu tory  l a n g u a g e  in to  a  ru je  w o u ld  m a k e  th e  ru le  m u c h  longe r  a n d  

h a v e  lim ite d  va lue  b e c a u s e  a  firm  shou ld  b e  consc ious  o f-b o tb  sta tu tory  a n d  
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regulatory requirements. In goneral, we may issue a regulation to describe our 

interpretation of a particular statutory requirement and to create a consistent, 

enforceable obligation on affe@ted parties.and on the agency itself: If a 

particular statutory provision.is self-executing or self-explanatory, we may feel 

that no regulation is necessary. Given these considerations, -we decline to insert 

the statutory language into the rule. 

[Comment 6) One comment opposedthe rule entirely+ The comment 

questioned why a foreign country wou,ld a&ept a drugthtit could not be used 

in the United States and alleged that com:p&nies exported i~v~~tiga~~onal new 

drugs to avoid breaking U.S. law and to “eyploit;people ‘in other countries.” 

The comment suggested that companies supporting the proposed rule. “should 

be investigated for unethical qonduct.” 

(Response) We disagree withthe comment. The mechanisms for exporting 

an investigational new drug reflect &atutory provisions in sections- %Efi), 

802(b)(l), and 802(c) of the act. As a result; contrary to the, c~~rne~~s 

assertion, firms exporting,a drug for inve‘stigational ‘use in a f&reign country 

in accordance with this rule would-be’acting in compliance with the act. Given 

that fact, we have no basis for #tributing~ E$ improper or nnethi~al motive to 

those who would export such products or:those who support this r#emaking. 

(Comment 7) Several comments, in dis,cussing th&ir position against 

‘transshipment, recommended:that we “work diligently.to approve unlisted 

countries and add them to thelisted countries.” 

[Response) We interpret the comments’ suggestion of ‘“adding” countries 

as referring to section 802(b)($)(B) of the ac;t, which states’that,the Secretary 

“may designate an additional country to bo included in the list &countries 

described in [section 8~02(b)(l~(A) of-the a$” if certain r~q~ir~rn,~~t~ are met. 



’ , 

However, section 802(b)(l)(B) of the act also states that the authority to add 

countries to the list cannot be.delegated. As a result, FDA has no authority 

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 &bout adding a 

particular country to the group of listed.countries. We are,not aware of any 

sim ilar inquiries to the Department of Health and Human Services. 

III. Description of the Final Rble 

The final rule is substantially sim ilar to the,proposed’rule as it des.tribes 

four mechanisms for exporting a drug, including a biologidal product, for 

investigational use. The four mechanisms are: (2) Extorting, an investigational 

new drug under an IND, where the foreign clinical &al is covered in the IND; 

(2) exporting an investigational ne.w drug that has valid marketing 

authorization from  a “listed country” identified in section ~~2~~~~~ j(A) of the 

act; (3) exporting an investigational new,drug to a listed country; or,(q) 

providing a certification to FDA and exporting the inve~~~~~ti~nal new drug 

under a modified “312 program . ” In the Zafter case, the final rule also identifies 

the certification criteria that must, be followed if the export is to occur under 

the 312 program . 

To recap the principal features of each: export mechanism, 

1. Section 312.1 lO(b){l) could be usediwhere the foreign cIinica-1 trial is 

the subject of an IND. 

2. Section 312.110(b)(2) could. be used jurhere the i~~~s~i~~t~o~~l new drug 

has received market authorization in any “%sted country”’ and complies with 

the laws of the country to which it isbeing exported. 

3. Section 312.110(b)C3) could be used when the investigational:new dru~g 

is-to be used in a clinical investigation in a, “listed country.” 
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4. Section 312.110(b)(4) could be usedi-in situations not covered by 

§ 312.lWdOL (W9, or (b)(3), and the requirem,ents in § 312.110(b)(4) may 

be streamlined or modified in the event of & national em-ergency in a foreign 

country (see 5 312,1~O(b)(5)). : 

Please note that the export m,echanism,s are not mutu&y exolusive. For 

example, if a sponsor obtains an IND for- a clinical investigation in a listed 

country, the sponsor is not obliged to export the investigational new drug 

under § 31~.110(b)[~) or (b)(3): 

The final rule also describes the conditions under which:~xp~r~at~~n may 

not occur. In general, these conditions are: ,[I) When the-export rmlonger 

complies with the statutory requirements that would allow the drug to be 

exported; (21 when the conditions underlying the certification in”ths 312 

program are no longer met; or :( 3) when the. exported i~~es~~g~~i?~aI’ new’ drug 

no longer complies with the foreign country’s laws. 

The final rule also states that insulin and antibiotics maybe exported for 

investigational use in accordance with section 801(e)(l) of-the act. The act 

specifically states that exports of insulin and antibiotics that.are not approved 

for use by FDA are subject only to section 80lfe)(l) of the a@: 

IV. Legal Authm3-y 

Section 505(i) of the act authorizes the;agency to issue regulations 

pertaining to drugs intended solely ‘for investigational use by experts qualified 

by scientific training and experience to investigate the safetyand ,effoctiveness 

of drugs. Under this authority; FDA has, for many years, dpproved the export 

of certain unapproved new drugs for investigational use in one or more foreign 

countries. Additionally, FDA can, under its general authority over 

investigational new drugs; terminate an INI$ under certain ckditions. 



The final rule is consistent with sectian X%(i) of the act insofq as 

§ 312.11 O(b)(l) pertains to drugs that are the subject of an 1[ND and 

§ 312.110(b)(4) requires cllinical investigati&s involving an investigktiunal new 

drug without an IND that is exported to a ,foreign country to he conducted 

in accordance with § 312.120.: Section SOS@) of the act alsct gives FDA express 

authority to issue regulati,ons pertaining to: investigational new drugs . 

The final rule also implements section 802 of the,act, which applies to 

unapproved drug products intended for export. Section !02(C) of the act . : 
applies to exports of unapproved drug products intended forinvestigational 

use. As stated earlier, section 802(c) of the iact permits the export of a -drug 

or device intended for investigational use to Australia, Canada, Israel, Japan, 

New Zealand, Switzerland, South Africa, or any country .in the EU or:EEA 

in accordance with the laws of the importing country. No prkr 

authorization is required, and, exports under section 8021~) of the act are also 

exempt from regulation under section 505(4),of the act. However, se&ion 802(f) 

of the act prohibits export of.a drug if certain conditions’are&ot met (such 

as conformity with CGMPs, compliance .w$th requirements contained in section 

801 (e)(l) of the .a&, and not being adulterated under certain. provisions of 

section 501 of the act). Section ~IZ.%~Q@I){~) pertains to exports of 

investigational new drugs to listed countries, under section. 802(c) of’the act. 

Additionally, 5 312.110(b)(2) pertains to drugs exported undoer se&m 802(b) 

of the act and requires that such exports comply with secti~~,~~~2~~~:~~ the 

act. 

Authority to issue regulations to implement section 882 of the act, and 

for the efficient enforcement of the a,ct gpxally, is contained in section 702(a) 

of the act (21 U.S.C. 372(a)). Section 903 ofthe act also prayides gqgd 



powers for implementing polii=ies respecting FDA programs and activities. 

Thus, the final rule implements sections 505(i) and 802 of the act, ~Furthermore, 

it is also authorized under our rulemaking $uthorities at sections’ 5.05(i) and 

701(a) of the act, and FDA’s general authority at section 903 of-the act, 

V. Environmental Impact 

FDA has determined under 22 CFR ,25,30(h) and (i), and ZEi.31.(e) Rhat this 

action is of a type that does not individuahy or cumulatively have a, significant 

effect on the human envirorment. Therefare, neither an environmentaf 

assessment nor an environmental impact statement is required. 

VI. Federalism 

FDA has analyzed this final rwle in ac,Gordance with the principles set 

forth in Executive Order 3.3232. FDA has determined that the-rule does not 

contain policies that have substantial dire@ effects on the States, on the 

relationship between the National Government and the States, or on&e 

distribution of power and responsibilities +mong the various lEevels of 

government. Accordingly, the {agency has concluded that the rule does not 

contain policies that have federalism imp&cations asdefined in the Executive 

order and, consequently, a federalism summary impact stat:ement isnot ,. 
required. 

VII. Paperwork Reduction Act af 1995 

This final rule contains information collection provisions requirements 

that are subject to review by the Office of Management and,B,udget. (rF)MB) 

under the Paperwork Reduction Act of 19% (44 USC.. 3502‘-1*3520). .A 

description of these provisions is given below with an estimate ofthe annual 

reporting and recordkeeping burden. Incluiled 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 &3Eectian 

of information. 

T itle: Investigational Ney Drug Appl&ations : Export Re@irements for 

Unapproved New Drug Products. 

Descr ipG on: The final rule provides  four’different mechanisms for 

exporting an investigational new drug. F irs t, an invest~g~t~o~~~ ney-drug may 

be exported under an IND to any country if the IND covers the foreign c linical .( 
trial. Second, an investigational new drug,+& has received v~~id-‘m~~et~ng 

authorization from a lis ted country may &exported for ~nves~~g~~~~al use 

in any country subjec t to certain co.nditions  [such as being i,n subst.antial 

conformity  w ith CGMPs). Third., an investigational new drug may ,be exported 

to any lis ted country w ithout prior FDA authorization for use,in a ~fkical 

investigation, but would be subjec t to certkn conditions  [such as. being in 

substantial conformity  w ith CGMPs). Fourth, an inv @ tjg@ tional new drug may 

be exported provided that the sponsor submits  a cer-tification that t 

meets certain export c r iteria at the time th& drug is  exported. The final’ rule 

also requires persons exportitig an investig&onal new drug under ,either the 

second, third, or fourth mechanisms to maintain records d~curn~~~~~~ their 

compliance with s tatutory  and regulatoryrequirements. I 
Descr iption of Responder@: Businesses . 

TAESLE I.-ESTIMATED ANU~AL REGORDKEEPI~~~ BURDEPJ 

‘There are no capital costs or operating and maintenayce costs assooated with this collection of it?fWmatian, 
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T A B L E  2 . - E S T I M A T E D  A N N U A L  P E P O R T I S J G  B U R D E N ’- - -Con t i nued  

2 1  C F R  Sect ion  No.  of Responden ts  A n n u a l  F requency  pet  
Response  Total  A n n u a l  Respoi tses Hours  pe r  Response  Total  Hours  

Total  I 2.400 

‘There  a re  n o  capltaf  costs o r  opera t ing  a n d  ma in tenance  costs assoc ia ted with this col lect ion of iofurmaf in.  

T h e  es tim a tes  a re  b a s e d  o n  a v e r a g e  e x ~ p o r t submiss ions  in  p rev ious  years  

a n d  o n  in fo r m a tio n  supp l ied  by  indus try sources . For  th e  reco rdkeep ing  

r e q u i r e m e n t in  §  3 lZ .lIO (b) (Z)~  a n d  (b) (3) , B R A  u s e d  th e  a v e r a g e  a n n u a l  n u m b e r  

o f expo r t r eques ts in  p rev ious  <years  b e fo re  knac tm e n t o f th e  F D A  E xpor t 

R e fo r m  a n d  E n h a n c e m e n t A ct: ( app rox in& tely  5  70 )  a n d -  s ~ b t~ a ~ t~ d  th t?  n u m b e r  

o f expo r t r eques ts th a t it cu r reb tly rece ives) -under  th e - 3 1 2  p ~ o ~ r ~ ,~ ~ ~ ~ O ~  to  

o b ta in  a n  es tim a te d  3 7 0  recordkeepers . T h e s e  records , in  .gene ra l , w o u ld  b e  

sub jec t to  §  1 .1 0 1  (66  F R  6 5 4 2 9 ) , a n d ,th e  es tim a te d  b u r d e n  hours  fo r  th e  

re levan t pa r ts o f §  1 .1 0 1  to ta l  3  hou rs . Thus , th e ,to ta l  record  bz l - rden :hours  fo r  

§  3 1 2 .110(b ) (~ )  a n d  (b) (3)  w o u n d  b e  I,H O  hours  ( 3 7 0  records  r n ~ ~ ~ ~ ~ ~ ~ ~ d  by  3  

hou rs  pe r  record) . 

For  §  3 1 2 ,1 lO [b) (4) , i ndus try sources  @ dica te d  th a t m a & t firm s  a l ready  

m a in ta in  records  to  d e m o n s tra te  the i r  comp l iance  w ith  expor t r e g u i r e m e n ts, 

so  th e  a g e n c y  ass igned  a  va lue  o f 1  h o u r  fo r  e a c h  response . T h e  to ta l  

reco rdkeep ing  b u r d e n  fo r  3  3 1 i 2 .1 1 ,0 1 b ) t4) j . tperefore,  is 2 0 0  hours  [ZQ O  records  

m u ltip l ied  by  1  h o u r  pe r  record) . 

Thus , th e  to ta l  reco rdkeeg ing  b u r d e n :Fould  b e  1 ,3 1 f$  hou rs  (I,IM I -I- 2 0 0  

=  1 ,3 1 0 ) . O f th is  reco rdkeep ing  b u r d e n , i,@ O  hours  w o u ld ibe  a ,sta t~ tQ ry 

b u r d e n  (because  sectio n  802 (g )  o f th e  ac t requ i res  pe rsons  .e ~ ~ o ~ t~ ~ ~  d rugs  

u n d e r  sectio n  8 0 2  o f th e  ac t to  m a in ta in  records  o f al l  d rugs  ~ x ~ ~ ~ d ~ ~ ~ d  th e  

c o u n tries  to  w h ich th e y  w e r e  expor ted ) . 
<  _  

For  th e  repor tin g  “r e q u i r e m e n t in  §  3 1 2 .1 1  O (b)(4) , F D A ”s expqr ience  u n d e r  

th e  3 1 2  p r o g r a m  s u g g e s ts th a t:ex tre m e ly f& v repor ts w @ u ld b e  suzbnG tte d . 
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Assuming that 200 requests are received (the current number ofrequests under. 

the 3 I z program) and that the ‘reporting ‘burden remains,,constant,. at 

approximately 12 hours per response, the total burden under § 312.$1,0{b)(4) 

would be 2,400 hours. The reporting burden would bea regulatory @ather than 

statutory) burden. 

In compliance with the Paperwork Redlu&on Act of 1%~ (44 U,$X. 

3507(d)), the agency has submitted,the information collection provisions of this 

final rule to OMB for review, Prior,@ the effective date of this final rule, FDA 

will publish a notice in the FadeM Register announcing :OMB”s decision to .. 
approve, modify, or disapprove the information collection provi&ons in this 

final rule. An agency may noticonduct or sponsor, and a person is not required 

to respond to, a collection of information unless it displays ti.&rrren~tly valid 

OMB control number. 

VIII. Analysis of Impacts ’ 

FDA has examined the inip,acts of the final rule under Executive Order 

12866 and the Regulatory.Flexibility AC% 14 U.S.C. fj’Ol-+li), ‘and the Unfunded 

Mandates Reform Act of l%&(Public Law ,1044). Executive Order 12866 

directs agencies to assess all costs a&benefits of available regulatory, 

alternatives and, when regulation is necessary, to select regulatory approaches 

that maximize net benefits (in&tding potential economic, ,environmental, 

public health and safety, and other advantages; distributive impacts; and 

equity). Under the Regulatory Flexibility Act, unless an agency certifies that 

a rule will not have a significant impact on small entities, the agency must 

analyze regulatory options that would minimize the impact of the rule on small 

entities. 
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Section 292(a) of the Unfunded Nanc&tes Reform Act o.f 2995 requires that 

agencies prepare a written statement, whi?h includes an asaessrnent of 

anticipated costs and benefits, before proposing “any rule that includes any 

Federal mandate that may result in the expenditure by State, lacaJ; an 

governments, in the aggregate, or by the private sector, of ~lOO,OOO;~O~ or more 

(adjusted annually for inflation) in any one year,” The current threshold after 

adjustment for inflation is $1~5 million,. using the m’ost current. (2663) ltmplicit 

Price Deflator for the Gross Domestic Product. FDA does not expect this final 

rule to result in any l-year expenditure th& would meet ‘or ex&ed this amount. 

The agency has reviewed Fhis final rule and determined that it is 

consistent with the regulatory ;philosophy- and the principles ident~-~~~d in the 

Executive Order 12866 and these two statktes, as it will not result in an 

expenditure of $100 million or more in any one year. Because the rule raises ’ 
novel policy issues, OMB has determine&that this final rulle is a significant 

regulatory action as defined under paragraph 4 of section s(fl.of Executive 

Order 12866. 

The final rule facilitates exports of unapproved new drug products for use 

in clinical investigations in foreign countries by eliminating the need.to submit 

requests for permission to exp.ort the drugs; and to receive FDA authorization. 

This change reduces the cost to the affected small firms. Thus, &e-agency 

certifies that this final rule does not have ai significant economic impact on ; 
a substantial number of small aentities. Therefore, under the ~Re~~lat~~ 

Flexibility Act, no further analysis is required. 

Because the final rule does not impok any mandates on Sta’te, local, or 

tribal governments, or the private sector t&t will result in an expendiZure of 



$100 million or more in any one year, FDA’is not required to perform a cost- 

benefit analysis under the Unmnded Mandates ReformAct of 1995, 

List of Subjects in 21 CFR Part 312. 

Drugs, Exports, Imports, Investigations,, Labeling, Medical~research, 

Reporting and recordkeeping requirementsi Safety. 

q Therefore, under the Federal FoodDrug, and Cosmetic Act &d,und-er 

authority delegated to the Commissioner of Food and Drugs; 21 CFRpart 312 

is amended as follows: 

I 1. The authority citation for 21 CFRpart 312 is revised to read as fullows: 

Authority:ZlU.S.C. 321, 331,352, 352, 363,355,356,371,381,382;383,393; 

42 U.S.C.262. 

q 2. Section 312.110 is amended by revising pamgraph (b) and by add&g 

paragraphs (c) and (d) to read as follows: 

g312.110 Import and export ~re~~ir~rn~~~~. 

* * * * * 

(b) Exports. An investigat$onal new ‘drug may be exported ~IDM &the United 

States for use in a clinical investigation un$er any of ‘the following conditions: : 
(1) An IND is in effect for the drug un er $i 312.40, the drug complies with 

the laws of the country to which it is beingexported, and each person who 

receives the drug is an investigator in a study submitted to and allowed to 

proceed under the IND; or 

(2) The drug has valid m&keting authorization in Australia, Canada, Israel, 

Japan, New Zealand, Switzerl&nd, South A&ma, or in’any country in the 

European Union or the European Economic Area, and complies ~i~“the laws 
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of the country to which it is being exported, section 6~Z~b)~~)~A), [f), and fg) 

of the act, and § 1.101 of this chapter; or 1 

(3) The drug is being exported to Australia, Canada, Israel, Japan, New 

Zealand, Switzerland, South Africa, or to any country in the European Union 

or the European Economic Area, and complies with the laws of the country 

to which it is being exported, the applicable provisions of section 662’(c), (f), 

and [g) of the act, and 5 2.101 of this chapger. Drugs expxted under -this 

paragraph that are not the subject of an ING are exempt,from the label 

requirement in § 312.6(a); or 

(4) Except as provided in paragraph (b)(s) uf this se@ion,,.the person 
._’ 

exporting the drug send,s a written certificajtion to the Of&e ~fI~~e~~at.~o~al 

Programs (WFGl), Food and Drug “Administration, 56Q0 Fishers Lane, 
n 

Rockville, MD 20857, at the time the drugis first exported,and maintains 

records documenting compliance with thip paragraph. ~he,~e~ti~ca~i~n shall 

describe the drug that is to be exported (i.e,, trade name .[if any), generic name, 

and dosage form), identify the: country or countries to which the .drugis to 

be exported, and affirm that: 

(i) The drug is intended fdr export; 

(ii) The drug is intended for investigational use in a fo&+p ccmp~ry; 

[iii) The drug meets the foreign purchaser’s or consignee’s specifications; 

(iv) The drug is not in co$lict with the importing country’s laws; 

(v) The outer shipping package is labeled to show that the package is 

intended for export from the United States: 

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

[vii) The clinical investigation will be conducted in actiordance with 

~312.120; 
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[viii) The drug is manufactured, processed, packaged, and held in 

substantial conformity with current good manufacturing practices; 

(ix) The drug is not adulterated within the meaning of section !$Il(a)(l), 

(a)(Z)(A), (a)@), (c), or (d) of thb act; 

(x) The drug does not present an imminent hazard to public health, either 

in the United States, if the drug were to be reimported, or &the fczeign 

country; and 

(xi) The drug is labeled in; accordance< with the foreign cou;ntry’s laws. . 
(5) In the event of a national emergency in a foreign country, where the 

national emergency necessitates exportatmn of an inve&igation+ .mzw drug, the 

requirements in paragraph (b)(4) of this seotion apply as fof.lows: 

[i) Situations where the investigationqd new drug is to be stockpiled in 

anticipation of a national em@gency. There may be instances where 

exportation of an investigational new ,drugjs needed so that the drug ‘may be 

stockpiled and made available for use by the importing country if and when 

. 

a national emergency arises. In such case%: 

(A) A person may export an investigational new. dfug un er p,wagraph 

(b)(4) of this section without making an affirmation with.respeot $o &y one 

or more of paragraphs @)(4)(i!, ilb)C4)(ivl,.Fb)l4)(vi), ~b~[4~~v~i~, [b~~~~~v~~i~, and/ 

or @)(lZ)(ix) of this section, provided th@h.e ors,he: 

(2) Provides a written statement~~x~~~~n~ng why complmnce wi:th each 

such paragraph is not feasible: or is contrary to the best interests of the 

individuals who may receive the’.invest&ational new drug; 

(2) Provides a written statement from’an authprixed official of the 

importing country’s governm@,. The statemeut must- att~~~~t~a~ theofficial 

agrees with the exporter’s statement mad6 under paragraph [b~~~~~~~~~~~~~ of ..’ 
this section; explain that the drug is to bestockpiled solely .for use of the 
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importing country in a national emergency: and describe the potential national 

emergency that warrants expostati-on af the investigational newt drug under this 

provision; and 

(3) Provides a written statement showing that the.,Secretary-of Health and 

Human Services (the Secretary), or his or her designee, agrees’with the findings 

of the authorized official of the importing country’s government. Persons who 

wish to obtain a written statement from the,Secretary should direct thair 

requests to Secretary’s Operati’ons Center,~~ffice of Ern~rge~~~ .Operations and 

Security Programs, Office of Public Health Em,ergency Pre~~~~~e~s~~ Office of 

the Secretary, Department of Health and ‘Human~Services, ~~~~~nde~e~den~e 

Ave. SW., Washington, DC 20201. Requesls may be also,be sent by FAX: 202- 

619-7870 or by e-mail: HNS.S~c@zhs.goK - / 

(B) Exportation may not proceed until &DA has authoriked exportation of 

the investigational new drug. FDA may deny authorization if the statements 

provided under paragraphs (b)(S)(i)‘(A)[ 2) or ~~~5)~i~~A~~Z~ of this section are 

inadequate or if exportation is; contrary to public heahh. 

(ii) Situations where the ikvestigation~l new dr*g I% to be used jar a 

sudden and immediate nationa! etiergen’by. There may be inkances where 

exportation of an investigational new .drug:is needed SD that -t>lhe drug rmay be 

used in a sudden and .immediate national emergency that has developed or 

is developing. In such cases: 8 ;. 

(A) A person may export &n ~nve,sti~a~~ona~ new drug under paragraph 

(b)(4) of this section without making an affirmation with respe&to any one 

or more of paragraphs (b)(g)fi), [b)(J)(iv), ‘~~~4)~v), ~~~4~~vi~; ~~~~~)~vii~,, 

ti)@)(viii), Ib)Mix), and/or ,(b)@)fxi), provided that he or she: 
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(2) Provides a written statement expXa$ning why comphance with each .> 

such paragraph is not feasible or is contrary to the best interests of the 

individuals who are expected to receive the investigational new drug and 

(2) Provides sufficient information from an authorized official ef t-he 

importing country’s government to enable, the Secretary, or.his or her-designee, 

to decide whether a national emergency his develope&or is doveloping in the 

importing country, whether the investigational new drug w#be used solely 

for that national emergency, and whether Prompt exportatiorr’of the 

investigational new drug is necessary. Persons who wish to obtain a 

determination from the Secretary should direct their, requeststo secretary’s ‘ 
Operations Center, Office of Emergency CI$erations and Seeuri-tyPrograms, 

Office of Public Health Emergency Preparedness, Office of th,e Fecretary, 

Department of Health and Human Servides, 200 Independency Ave. SW., 

Washington, DC 20201. Requests may be also be semby -FL%%: 202~~19-7870 

or by e-mail: HHS.SOC@II~S.~QV. 

(B) Exportation may proceed’without,prior FDA authori~tion. 

(c) Limitatr’ons. Exportation under paragraph (b) of t~~s.s~~~~~.rnay not 

occur if: 

(1) For drugs exported under paragraph {b)(l) of this section, the IND 

pertaining to the clinical investigation is no longer-in affect;, 

(2) For drugs exported under Paragraph (b)(2) of this setition, t 

requirements in section 802@4(~), (f), or [g) of” the act are no longer, met; 

(3) For drugs exported under paragraph (b)(3) of this section, the 

requirements in section &02(c), ff)> or (g) of the act are no kmger met; 

‘.‘. 
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(4) For drugs exported under papagraph (b)(4] of this  section; thy  

conditions  underly ing the certification or the s tatements  ~u~rn~tt~d %n.der 

paragraph (b)(s) of this  section: are no ior~gtir met; or 

(5) For any investigati,onal! new drugs tinder this  section, the drug no 

longer complies  with the laws  ;of the importing country. 

(d) Insulin and antibiotic s . New insulin and antibiotic  drgg products may 

be exported for investigational! use in accordance with section 802~effl) of the 

act w ithout comply ing witi this  s .ec tion. 
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