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disease in the intended patient popu-
lation; 

(iii) The drug is under investigation 
in a controlled clinical trial under an 
IND in effect for the trial, or all clin-
ical trials have been completed; and 

(iv) The sponsor of the controlled 
clinical trial is actively pursuing mar-
keting approval of the investigational 
drug with due diligence. 

(2) Serious disease. For a drug in-
tended to treat a serious disease, the 
Commissioner may deny a request for 
treatment use under a treatment pro-
tocol or treatment IND if there is in-
sufficient evidence of safety and effec-
tiveness to support such use. 

(3) Immediately life-threatening disease. 
(i) For a drug intended to treat an im-
mediately life-threatening disease, the 
Commissioner may deny a request for 
treatment use of an investigational 
drug under a treatment protocol or 
treatment IND if the available sci-
entific evidence, taken as a whole, fails 
to provide a reasonable basis for con-
cluding that the drug: 

(A) May be effective for its intended 
use in its intended patient population; 
or 

(B) Would not expose the patients to 
whom the drug is to be administered to 
an unreasonable and significant addi-
tional risk of illness or injury. 

(ii) For the purpose of this section, 
an ‘‘immediately life-threatening’’ dis-
ease means a stage of a disease in 
which there is a reasonable likelihood 
that death will occur within a matter 
of months or in which premature death 
is likely without early treatment. 

(c) Safeguards. Treatment use of an 
investigational drug is conditioned on 
the sponsor and investigators com-
plying with the safeguards of the IND 
process, including the regulations gov-
erning informed consent (21 CFR part 
50) and institutional review boards (21 
CFR part 56) and the applicable provi-
sions of part 312, including distribution 
of the drug through qualified experts, 
maintenance of adequate manufac-
turing facilities, and submission of IND 
safety reports. 

(d) Clinical hold. FDA may place on 
clinical hold a proposed or ongoing 

treatment protocol or treatment IND 
in accordance with § 312.42. 

[52 FR 19476, May 22, 1987, as amended at 57 
FR 13248, Apr. 15, 1992] 

§ 312.35 Submissions for treatment 
use. 

(a) Treatment protocol submitted by 
IND sponsor. Any sponsor of a clinical 
investigation of a drug who intends to 
sponsor a treatment use for the drug 
shall submit to FDA a treatment pro-
tocol under § 312.34 if the sponsor be-
lieves the criteria of § 312.34 are satis-
fied. If a protocol is not submitted 
under § 312.34, but FDA believes that 
the protocol should have been sub-
mitted under this section, FDA may 
deem the protocol to be submitted 
under § 312.34. A treatment use under a 
treatment protocol may begin 30 days 
after FDA receives the protocol or on 
earlier notification by FDA that the 
treatment use described in the protocol 
may begin. 

(1) A treatment protocol is required 
to contain the following: 

(i) The intended use of the drug. 
(ii) An explanation of the rationale 

for use of the drug, including, as appro-
priate, either a list of what available 
regimens ordinarily should be tried be-
fore using the investigational drug or 
an explanation of why the use of the 
investigational drug is preferable to 
the use of available marketed treat-
ments. 

(iii) A brief description of the criteria 
for patient selection. 

(iv) The method of administration of 
the drug and the dosages. 

(v) A description of clinical proce-
dures, laboratory tests, or other meas-
ures to monitor the effects of the drug 
and to minimize risk. 

(2) A treatment protocol is to be sup-
ported by the following: 

(i) Informational brochure for sup-
plying to each treating physician. 

(ii) The technical information that is 
relevant to safety and effectiveness of 
the drug for the intended treatment 
purpose. Information contained in the 
sponsor’s IND may be incorporated by 
reference. 

(iii) A commitment by the sponsor to 
assure compliance of all participating 
investigators with the informed con-
sent requirements of 21 CFR part 50. 

VerDate mar<24>2004 15:48 Apr 22, 2004 Jkt 203068 PO 00000 Frm 00066 Fmt 8010 Sfmt 8010 Y:\SGML\203068T.XXX 203068T



67 

Food and Drug Administration, HHS § 312.36 

(3) A licensed practioner who receives 
an investigational drug for treatment 
use under a treatment protocol is an 
‘‘investigator’’ under the protocol and 
is responsible for meeting all applica-
ble investigator responsibilities under 
this part and 21 CFR parts 50 and 56. 

(b) Treatment IND submitted by li-
censed practitioner. (1) If a licensed med-
ical practitioner wants to obtain an in-
vestigational drug subject to a con-
trolled clinical trial for a treatment 
use, the practitioner should first at-
tempt to obtain the drug from the 
sponsor of the controlled trial under a 
treatment protocol. If the sponsor of 
the controlled clinical investigation of 
the drug will not establish a treatment 
protocol for the drug under paragraph 
(a) of this section, the licensed medical 
practitioner may seek to obtain the 
drug from the sponsor and submit a 
treatment IND to FDA requesting au-
thorization to use the investigational 
drug for treatment use. A treatment 
use under a treatment IND may begin 
30 days after FDA receives the IND or 
on earlier notification by FDA that the 
treatment use under the IND may 
begin. A treatment IND is required to 
contain the following: 

(i) A cover sheet (Form FDA 1571) 
meeting § 312.23(g)(1). 

(ii) Information (when not provided 
by the sponsor) on the drug’s chem-
istry, manufacturing, and controls, and 
prior clinical and nonclinical experi-
ence with the drug submitted in ac-
cordance with § 312.23. A sponsor of a 
clinical investigation subject to an IND 
who supplies an investigational drug to 
a licensed medical practitioner for pur-
poses of a separate treatment clinical 
investigation shall be deemed to au-
thorize the incorporation-by-reference 
of the technical information contained 
in the sponsor’s IND into the medical 
practitioner’s treatment IND. 

(iii) A statement of the steps taken 
by the practitioner to obtain the drug 
under a treatment protocol from the 
drug sponsor. 

(iv) A treatment protocol containing 
the same information listed in para-
graph (a)(1) of this section. 

(v) A statement of the practitioner’s 
qualifications to use the investiga-
tional drug for the intended treatment 
use. 

(vi) The practitioner’s statement of 
familiarity with information on the 
drug’s safety and effectiveness derived 
from previous clinical and nonclinical 
experience with the drug. 

(vii) Agreement to report to FDA 
safety information in accordance with 
§ 312.32. 

(2) A licensed practitioner who sub-
mits a treatment IND under this sec-
tion is the sponsor-investigator for 
such IND and is responsible for meet-
ing all applicable sponsor and investi-
gator responsibilities under this part 
and 21 CFR parts 50 and 56. 

[52 FR 19477, May 22, 1987, as amended at 57 
FR 13249, Apr. 15, 1992; 67 FR 9585, Mar. 4, 
2002] 

§ 312.36 Emergency use of an inves-
tigational new drug. 

Need for an investigational drug may 
arise in an emergency situation that 
does not allow time for submission of 
an IND in accordance with § 312.23 or 
§ 312.34. In such a case, FDA may au-
thorize shipment of the drug for a spec-
ified use in advance of submission of an 
IND. A request for such authorization 
may be transmitted to FDA by tele-
phone or other rapid communication 
means. For investigational biological 
drugs, the request should be directed to 
the Division of Biological Investiga-
tional New Drugs (HFB–230), Center for 
Biologics Evaluation and Research, 
8800 Rockville Pike, Bethesda, MD 
20892, 301–443–4864. For all other inves-
tigational drugs, the request for au-
thorization should be directed to the 
Document Management and Reporting 
Branch (HFD–53), Center for Drug Eval-
uation and Research, 5600 Fishers Lane, 
Rockville, MD 20857, 301–443–4320. After 
normal working hours, eastern stand-
ard time, the request should be di-
rected to the FDA Division of Emer-
gency and Epidemiological Operations, 
202–857–8400. Except in extraordinary 
circumstances, such authorization will 
be conditioned on the sponsor making 
an appropriate IND submission as soon 
as practicable after receiving the au-
thorization. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 
1990; 67 FR 9585, Mar. 4, 2002] 
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