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animals, or for tests in vitro. Not for use in 
humans. 

(ii) A person may ship a biological 
product for investigational in vitro di-
agnostic use that is listed in 
§ 312.2(b)(2)(ii) if it is labeled as follows: 

CAUTION: Contains a biological product 
for investigational in vitro diagnostic tests 
only. 

(2) A person shipping a drug under 
paragraph (a) of this section shall use 
due diligence to assure that the con-
signee is regularly engaged in con-
ducting such tests and that the ship-
ment of the new drug will actually be 
used for tests in vitro or in animals 
used only for laboratory research. 

(3) A person who ships a drug under 
paragraph (a) of this section shall 
maintain adequate records showing the 
name and post office address of the ex-
pert to whom the drug is shipped and 
the date, quantity, and batch or code 
mark of each shipment and delivery. 
Records of shipments under paragraph 
(a)(1)(i) of this section are to be main-
tained for a period of 2 years after the 
shipment. Records and reports of data 
and shipments under paragraph 
(a)(1)(ii) of this section are to be main-
tained in accordance with § 312.57(b). 
The person who ships the drug shall 
upon request from any properly au-
thorized officer or employee of the 
Food and Drug Administration, at rea-
sonable times, permit such officer or 
employee to have access to and copy 
and verify records required to be main-
tained under this section. 

(b) Termination of authorization to 
ship. FDA may terminate authoriza-
tion to ship a drug under this section if 
it finds that: 

(1) The sponsor of the investigation 
has failed to comply with any of the 
conditions for shipment established 
under this section; or 

(2) The continuance of the investiga-
tion is unsafe or otherwise contrary to 
the public interest or the drug is used 
for purposes other than bona fide sci-
entific investigation. FDA will notify 
the person shipping the drug of its find-
ing and invite immediate correction. If 
correction is not immediately made, 
the person shall have an opportunity 
for a regulatory hearing before FDA 
pursuant to part 16. 

(c) Disposition of unused drug. The 
person who ships the drug under para-
graph (a) of this section shall assure 
the return of all unused supplies of the 
drug from individual investigators 
whenever the investigation discon-
tinues or the investigation is termi-
nated. The person who ships the drug 
may authorize in writing alternative 
disposition of unused supplies of the 
drug provided this alternative disposi-
tion does not expose humans to risks 
from the drug, either directly or indi-
rectly (e.g., through food-producing 
animals). The shipper shall maintain 
records of any alternative disposition. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987. Redesignated at 53 
FR 41523, Oct. 21, 1988; 67 FR 9586, Mar. 4, 
2002] 

Subpart H [Reserved] 

Subpart I—Expanded Access to 
Investigational Drugs for Treat-
ment Use 

SOURCE: 74 FR 40942, Aug. 13, 2009, unless 
otherwise noted. 

§ 312.300 General. 

(a) Scope. This subpart contains the 
requirements for the use of investiga-
tional new drugs and approved drugs 
where availability is limited by a risk 
evaluation and mitigation strategy 
(REMS) when the primary purpose is to 
diagnose, monitor, or treat a patient’s 
disease or condition. The aim of this 
subpart is to facilitate the availability 
of such drugs to patients with serious 
diseases or conditions when there is no 
comparable or satisfactory alternative 
therapy to diagnose, monitor, or treat 
the patient’s disease or condition. 

(b) Definitions. The following defini-
tions of terms apply to this subpart: 

Immediately life-threatening disease or 
condition means a stage of disease in 
which there is reasonable likelihood 
that death will occur within a matter 
of months or in which premature death 
is likely without early treatment. 

Serious disease or condition means a 
disease or condition associated with 
morbidity that has substantial impact 
on day-to-day functioning. Short-lived 
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and self-limiting morbidity will usu-
ally not be sufficient, but the mor-
bidity need not be irreversible, pro-
vided it is persistent or recurrent. 
Whether a disease or condition is seri-
ous is a matter of clinical judgment, 
based on its impact on such factors as 
survival, day-to-day functioning, or the 
likelihood that the disease, if left un-
treated, will progress from a less severe 
condition to a more serious one. 

§ 312.305 Requirements for all ex-
panded access uses. 

The criteria, submission require-
ments, safeguards, and beginning treat-
ment information set out in this sec-
tion apply to all expanded access uses 
described in this subpart. Additional 
criteria, submission requirements, and 
safeguards that apply to specific types 
of expanded access are described in 
§§ 312.310 through 312.320. 

(a) Criteria. FDA must determine 
that: 

(1) The patient or patients to be 
treated have a serious or immediately 
life-threatening disease or condition, 
and there is no comparable or satisfac-
tory alternative therapy to diagnose, 
monitor, or treat the disease or condi-
tion; 

(2) The potential patient benefit jus-
tifies the potential risks of the treat-
ment use and those potential risks are 
not unreasonable in the context of the 
disease or condition to be treated; and 

(3) Providing the investigational drug 
for the requested use will not interfere 
with the initiation, conduct, or com-
pletion of clinical investigations that 
could support marketing approval of 
the expanded access use or otherwise 
compromise the potential development 
of the expanded access use. 

(b) Submission. (1) An expanded access 
submission is required for each type of 
expanded access described in this sub-
part. The submission may be a new 
IND or a protocol amendment to an ex-
isting IND. Information required for a 
submission may be supplied by refer-
ring to pertinent information con-
tained in an existing IND if the sponsor 
of the existing IND grants a right of 
reference to the IND. 

(2) The expanded access submission 
must include: 

(i) A cover sheet (Form FDA 1571) 
meeting the requirements of § 312.23(a); 

(ii) The rationale for the intended use 
of the drug, including a list of available 
therapeutic options that would ordi-
narily be tried before resorting to the 
investigational drug or an explanation 
of why the use of the investigational 
drug is preferable to the use of avail-
able therapeutic options; 

(iii) The criteria for patient selection 
or, for an individual patient, a descrip-
tion of the patient’s disease or condi-
tion, including recent medical history 
and previous treatments of the disease 
or condition; 

(iv) The method of administration of 
the drug, dose, and duration of ther-
apy; 

(v) A description of the facility where 
the drug will be manufactured; 

(vi) Chemistry, manufacturing, and 
controls information adequate to en-
sure the proper identification, quality, 
purity, and strength of the investiga-
tional drug; 

(vii) Pharmacology and toxicology 
information adequate to conclude that 
the drug is reasonably safe at the dose 
and duration proposed for expanded ac-
cess use (ordinarily, information that 
would be adequate to permit clinical 
testing of the drug in a population of 
the size expected to be treated); and 

(viii) A description of clinical proce-
dures, laboratory tests, or other moni-
toring necessary to evaluate the effects 
of the drug and minimize its risks. 

(3) The expanded access submission 
and its mailing cover must be plainly 
marked ‘‘EXPANDED ACCESS SUB-
MISSION.’’ If the expanded access sub-
mission is for a treatment IND or 
treatment protocol, the applicable box 
on Form FDA 1571 must be checked. 

(c) Safeguards. The responsibilities of 
sponsors and investigators set forth in 
subpart D of this part are applicable to 
expanded access use under this subpart 
as described in this paragraph. 

(1) A licensed physician under whose 
immediate direction an investigational 
drug is administered or dispensed for 
an expanded access use under this sub-
part is considered an investigator, for 
purposes of this part, and must comply 
with the responsibilities for investiga-
tors set forth in subpart D of this part 
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