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persons experienced in the several disciplines that will influence the total
procedure.

The following table shows a representative time schedule detailing the several
integrated steps that must transpire after one to five years of basic research from
the time of selection of the potential clinical candidate to the institution of the
broad-scale clinical trials:

Step I (4 to 6 months): Preparation of active ingredient, dosage form, animal
toxicity, basic brochure, and filing of IND.

Step II (3 to 6 months): Human tolerance (phase I).

Step III (3 to 6 months): Refined dose range and efficacy (phase II).

Concurrent studies: Toxicity, biochemistry, metabolism, blood levels, and
formulation.

Step IV (12 to 18 months): Controlled studies, potency, and safety determina-

tion of possible claims.

The same procedures and time schedule are involved in the case of a combi-
nation product containing a new drug substance. The sponsor, in the majority of
instances a pharmaceutical manufacturer, having already filed FDA Form 1571,
is now required to obtain FDA Form 1572 from each investigator. (A sample
copy of this form is attached for your information.) The investigator in signing
confirms his understanding of the nature of the drug product he will study;
guarantees supervision of every aspect of the study by himself or one or more
named associates who are diredtly responsible to him; describes the facilities
available to him; and confirms his understanding that the product will be ad-
ministered only to volunteers or patients to whom he has made a full disclosure
of its actions, the purpose of administering it, and the benefits to be derived fromn
the study, and from whom an informed consent has been obtained for the ad-
ministration of the drug product.

The investigator, in signing FDA Form 1572, accepts all of the limitations on
the investigational use of the experimental drug product as set forth in the
sponsor’s brochure. He further agrees to report promptly any event of clinical
importance which may be observed in the subjeets included in the study whether
or not, in his judgment, the event is related to the product’s administration.
It is the responsibility of the sponsor to report these events ito the FDA with
an evaluation of the observation.

Phase I is a carefully restridted trial of the drug product in normal man, a
relatively few volunteers who agree to '‘take the drug product hopefully to con-
firm the information already established in a variety of animal species. Those
qualified to investigate a drug product in this area of development must nec-
essarily be carefully selected and knowledgeable in regard to drug action as it
may affect all body systems and functions. This phase may involve no more
than two investigators and perhaps ten to twenty persons.

Phase II studies are warranted when the probable working dose range has been
ascertained and the human tolerance to the product has been established. At
this phase of the investigation, a few selected patients suffering from the illness
for which the product may be indicated are given the drug.

It is the customary practice in the industry that a single physician employee
be assigned to monitor the investigations. He is responsible for the supplies of
the investigational drug product the filing of an FDA Form 1572 for each investi-
gator, along with a protocol detailing the purpose of the particular study, its
duration and the numbers of patients expected to participate. Should an investi-
gator, at any time or for any reason, eledt to deviate from the protocol, the
change must be reported to the FDA.

Studies during this period are most critical. The drug product must demon-
strate that it is both safe and effective. Critical judgment gained through ex-
perience and knowledge of conditions for which the drug product is indicated is
essential for a proper evaluation upon which will be based a decision to proceed
with the extensive and expensive clinical trials required for the eventual sub-
mission of the New Drug Application.

This monitoring of the investigation of an entirely new chemical for use in
medicine demands the attention of a physician who possesses scientific curiosity.
an in-depth knowledge of the clinical condition for which the drug product is
being investigated, and clinical judgment in respect to the therapeutic agents
already available to the practicing physician for the treatment or control of the
clinieal condition under investigation.



