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[Code of Federal Regulations]

[Title 21, Volume 5, Parts 300 to 499]

[Revised as of April 1, 1998]

From the U.S. Government Printing Office via GPO Access
[CITE: 21CFR312.34]

[Page 76-77]
TITLE 21--FOOD AND DRUGS
CHAPTER I--FOOD AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN SERVICES--C
PART 312--INVESTIGATIONAL NEW DRUG APPLICATION--Table of Contents
Subpart B--Investigational New Drug Application (IND)
Sec. 312.34 Treatment use of an investigational new drug.

(a) General. A drug that is not approved for marketing may be under
clinical investigation for a serious or immediately life-threatening
disease condition in patients for whom no comparable or satisfactory
alternative drug or other therapy is available. During the clinical
investigation of the drug, it may be appropriate to use the drug in the
treatment of patients not in the clinical trials, in accordance with a
treatment protocol or treatment IND. The purpose of this section is to
facilitate the availability of promising new drugs to desperately ill
patients as early in the drug development process as possible, before
general marketing begins, and to obtain additional data on the drug's
safety and effectiveness. In the case of a serious disease, a drug
ordinarily may be made available for treatment use under this section
during Phase 3 investigations or after all clinical trials have been
completed; however, in appropriate circumstances, a drug may be made
available for treatment use during Phase 2. In the case of an
immediately life-threatening disease, a drug may be made available for
treatment use under this section earlier than Phase 3, but ordinarily
not earlier than Phase 2. For purposes of this section, the ~“treatment
use'' of a drug includes the use of a drug for diagnostic purposes. If a
protocol for an investigational drug meets the criteria of this section,
the protocol is to be submitted as a treatment protocol under the
provisions of this section.

(b) Criteria. (1) FDA shall permit an investigational drug to be
used for a treatment use under a treatment protocol or treatment IND if:
(i) The drug is intended to treat a serious or immediately life-

threatening disease;

(ii) There is no comparable or satisfactory altermative drug or
other therapy available to treat that stage of the

[[Page 7711

disease in the intended patient population;

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

(iv) The sponsor of the controlled clinical trial is actively
pursuing marketing approval of the investigatiocnal drug with due
diligence.

(2) Serious disease. For a drug intended to treat a serious disease,
the Commissioner may deny a request for treatment use under a treatment
protocol or treatment IND if there is insufficient evidence of safety
and effectiveness to support such use.

(3) Immediately life-threatening disease. (i) For a drug intended to
treat an immediately 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 scientific evidence, taken as
a whole, fails to provide a reasonable basis for concluding that the
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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 additional risk of
illness or injury.

(ii) For the purpose of this section, an ~“immediately life-
threatening'' disease 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 complying with the
safeguards of the IND process, including the regulations governing
informed consent (21 CFR part 50) and institutional review boards (21
CFR part 56) and the applicable provisions of part 312, including
distribution of the drug through qualified experts, maintenance of
adequate manufacturing 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
Sec. 312.42.

[52 FR 19476, May 22, 1987, as amended at 57 FR 13248, Apr. 15, 1982]
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Answers 03/20/1990

<TREATMENT> <IND> UPDATE

The following may be used to answer inquiries about FDA's "<treatment>
<IND>" program:

Under the FDA <treatment> <IND> (investigational new drug) regulations
enacted in 1987, drugs that are in controlled clinical trials can be
provided outside these trials to treat patients with serious or immediately
life-threatening diseases for which no comparable or satisfactory alternate
therapy exists.

Certain safeguards must be observed, including requirements:

-- That the patient is fully informed of the risks and expressly
consents.

-- That the drug is not promoted or otherwise "commercialized," though
drug companies can charge patients to recover the cost of the drug's
manufacture, research, development and handling.

-- That clinical trials are underway and continue unimpeded, and the
sponsor of the drug actively pursues marketing approval of the drug with
"due diligence." ,

FDA has approved 18 drugs for use under its <treatment> <IND> program.

-MORE-

Page 2

The most recent approval, baclofen for infusion into the spinal canal
(intrathecal infusion) using the Medtronic SynchroMed Infusion System, was
approved for those multiple sclerosis and spinal cord injury patients with
severe and chronic spasticity who cannot tolerate or do not respond to oral
baclofen. The drug has been available in an oiral form for treating
spasticity for 12 years. But about 20,000 patients who suffer painful
chronic spasticity either do not experience sufficient benefit from the oral
preparation or suffer unacceptable side effects.

One study has indicated that intrathecal baclofen can have a dramatic
clinical effect in some patients who had not responded to oral baclofen.

The SynchroMed Infusion System, an infusion pump containing baclofen, is
placed beneath the skin in the patient's abdomen. It can be programmed via
radio signals to dispense the drug through a small catheter inserted into
the spinal canal. The device is refilled every four to eight weeks by
injection with a hypodermic needle through the skin and a self-sealing
rubber cover on the pump.

Although there has been significant benefit from intrathecal baclofen in
some patients, overall exposure of patients is small to date, and there is
need for caution and careful patient monitoring. At least one death not
explained by any other cause has occurred with the intrathecal infusion of
baclofen. The informed consent obtained from patients in the <treatment» <IND>
will make note of this, and FDA will require that doctors using
the device call each patient under their care every week for at least the
first six months of treatment and that the <treatment> <IND> sponsor call each
doctor each week to ascertain the status of all patients.

-MORE -

Page 3
Physicians treating patients with severe spasticity who have failed oral
antispastic medications can contact Medtronic Inc. at 800-328-0810 or
612-572-5000 for detailed information about enrollment in the treatment
protocol and the drug's distribution.
A list of previously approved <treatment> <IND>'s and their status follows.

<TREATMENT> <IND> LIST

Drug: Cytomegalovirus immune globulin (CMV-IG)
<Treatment> <IND> Granted: October 1987
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Indication: Prevention of cytomegalovirus infections in renal transplant
patients.

Sponsor: Comonwealth of Massachusetts, Department of Public Health.
Market Approval Date: Not yet approved.

Drug: Ifosfamide & Mesna

<Treatment> <IND> Granted: December 1987
Indication: Germ cell carcinoma.
Sponsor: National Cancer Institute.
Market Approval Date: December 31, 1988.

Drug: Trimetrexate

<Treatment> <IND> Granted: February 1988

Indication: AIDS patients with Pneumocystis carinii pneumonia who are
intolerant to standard forms of therapy.

Sponsor: National Institute of Allergy and Infectious Diseases.
Market Approval Date: Not yet approved.

Drug: Anafranil (clomipramine HC1)

s<Treatment> <IND> Granted: June 1988

Indication: Severe cases of Obsessive Compulsive Disorder.
Sponsor: Ciba-Geigy.

Market Approval Date: December 29, 1989.

Drug: Eldepryl (selegiline HC1)
<Treatment> <IND> Granted: June 1988
Indication: Severe Parkinson's Disease.
Sponsor: Somerset Pharmaceuticals.
Market Approval Date: June 5, 1989.

Drug: Pentostatin -
<Treatment> <IND> Granted: July 1988

Indication: Hairy cell leukemia refractory to alpha interferon.
Sponsor: National Cancer Institute.

Market Approval Date: Not yet approved.

-MORE-

Page 4
Drug: Teniposide
<Treatment> <IND> Granted: Octocber 1988
Indication: Relapsed or refractory acute lymphoblastic leukemia.
Sponsor: National Cancer Institute.
Market Approval Date: Not yet approved.

Drug: Ganciclovir

<Treatment> <IND> Granted: November 1988

Indication: CMV retinitis in AIDS patients.

Sponsor: National Institute of Allergy and Infectious Diseases.
Market Approval Date: June 23, 1989.

Drug: Pentamidine Isethionate Aerosol

<Treatment> <IND> Granted: February 1989

Indication: Prevention of Pneumocystis carinii penumonia (PCP) in AIDS
patients who have recovered from an episode of PCP.

Sponsor: LyphoMed.

Market Approval Date: June 15, 1989.

Drug: Levamisole hydrochloride

<Treatment> <IND> Granted: May 1989

Indicatior: For use (with 5-fluorouracil) as an adjuvant treatment for
Dukes C adenocarcinoma of the colon.

Sponsor: National Cancer Institute.

Market Approval Date: Not yet approved.
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Drug: Erythropoietin (EPO)

<Treatment> <IND> Granted: June 1989

Indication: Treatment of AZT related anemia in HIV positive patients.
Sponsor: Ortho.

Market Approval Date: Not yet approved.

Drug: Exosurf (synthetic pulmonary surfactant)

<Treatment> <IND> Granted: July 1989

Indication: Prophylactic treatment of newborns likely to develop
respiratory distress syndrome and rescue treatment of newborns with
confirmed RDS.

Sponsor: Burroughs Wellcome.

Market Approval Date: Not yet approved.

Drug: 2'3' dideoxyinosine  (AdI)

<Treatment> <IND> Granted: September 1989

Indication: Treatment of AIDS patients intolerant to AZT.
Sponsor: Bristol Myers.

Market Approval Date: Not yet approved.

Drug: Survanta (bovine pulmonary surfactant)

<Treatment> <IND> Granted: October 1989

Indication: Prevention and treatment of respiratory distress syndrome in
premature infants.

Sponsor: Ross Labs.

Market Approval Date: Not yet approved.

-MORE-

Page 5
Drug: =zidovudine '
<Treatment> <IND> Granted: October 1989
Indication: Treatment of children under the age of 13 who have AIDS or are
suffering from symptoms of advanced infection with the AIDS virus.
Sponsor: Burroughs Wellcome.
Market Approval Date: Not yet approved.

Drug: mannose terminated beta-glucocerebrosidase

<Treatment> <IND> Granted: November 1989

Indication: Treatment of patients with chronic Gaucher's disease.
Sponsor: Genzyme Corporation. :

Market Approval Date: Not yet approved.

Drug: fludarabine phosphate

<Treatment> <IND Granted: November 1989
Indication: Chronic Lymphocytic Leukemia
Sponsor: National Cancer Institute
Market Approval Date: Not yet approved.
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From the U.S. Government Printing Office via GPO Access
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[Page 77-78]
TITLE 21--FOOD AND DRUGS
CHAPTER I--FOOD AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN SERVICES--Ci
PART 312--INVESTIGATIONAL NEW DRUG APPLICATION--Table of Contents
éubpart B--Investigational New Drug Application (IND)
Sec. 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 protocol under Sec. 312.34
if the sponsor believes the criteria of Sec. 312.34 are satisfied. If a
protocol is not submitted under Sec. 312.34, but FDA believes that the
protocol should have been submitted under this section, FDA may deem the

"protocol to be submitted under Sec. 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 appropriate, either a list of what available regimens ordinarily
should be tried before using the investigational drug or an explanation
of why the use of the investigational drug is preferable to the use of
available marketed treatments.

(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 procedures, laboratory tests, or other
measures to monitor the effects of the drug and to minimize risk.

(2) A treatment protocol is to be supported by the following:

(i) Informational brochure for supplying 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 consent requirements of 21
CFR part 50.
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(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 applicable investigator
responsibilities under this part and 21 CFR parts 50 and 56.

(b) Treatment IND submitted by licensed practitioner. (1) If a
licensed medical practitioner wants to obtain an investigational drug
subject to a controlled clinical trial for a treatment use, the
practitioner should first attempt 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 authorization to
use the investigational drug for treatment use. A treatment use under a
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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 Sec. 312.23(g) (1).

(ii) Information (when not provided by the sponsor) on the drug's
chemistry, manufacturing, and controls, and prior clinical and
nonclinical experience with the drug submitted in accordance with
Sec. 312.23. A sponsor of a clinical investigation subject to an IND who
supplies an investigational drug to a licensed medical practitioner for
purposes of a separate treatment clinical investigation shall be deemed
to authorize 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
paragraph (a) (1) of this section.

(v) A statement of the practitioner's qualifications to use the
investigational 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 Sec. 312.32.

(2) A licensed practitioner who submits a treatment IND under this
section is the sponsor-investigator for such IND and is responsible for
meeting all applicable sponsor and investigator responsibilities under
this part and 21 CFR parts 50 and 56.

(Collection of information requirements approved by the Office of
Management and Budget under control number 0910-0014)

[52 FR 19477, May 22, 1987, as amended at 57 FR 13249, Apr. 15, 1992]



