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BUMED INSTRUCTION 6000.4D

Fram: Chief, Bureau of Medicine and Surqery
Subj: Clinical Investigation Proaram (CIP)

Ref: (a) ™0OD Directive 6000.4 (NOTAL)
(b) BUMEDINST 3900.3B
{(c) BIMEDINST 6710.49
(d) SECMAVINST 3900.39A .
(e) DODINST 3216.1 (NOTAL)
(£) BUMFDINST 3900.7
(q) NAVMED P-5020, Financial Management Handhook

Encl: (1) Regional Clinical Investigation Centers

(2) Ciinical Investigation Study Proposal, MED 6000-3, Part 1

(3) Clinical Investigation Budget Estimate, MED 6000-3, Part 2
(4) Required Slements of Consent

{5) Clinical Investigation Outline for Informed Consent

(6) Clinidal Investigation Situational Report, MED 6000-4

(7) Clinical Investigation Cost Surmary, MED 6000-5, Part 1

(8) Clinical Investigation Civilian Personnel, MED 6000-5, Part 2
(9) Clinical Investigation Budget Renort

(10) Clinical Investiqation Resources Summary Estimate, MED 6000-6

1. Purpose. To state Navy molicv for comducting and managing clinical
investigations, to assian responsihilitv for the proaram, and to outline
review and reportini requirements, approval authority, aml funding
procedures.

2. Cancellation. BUMEDINST 6000.4C and report control symbols MED 6000-7,
6000-8, anmd 5000-9.

3. Definition. Clinical investigation 1S any research program, prmect,
task, test, experiment, evaluation, or similar undertaking both in

humans and hv directly related laboratory work involving clinical problems
of concern in the health care of members of the military community, in-
cluding active duty aml retired personnel, amd their depenients, ‘

4. Scope. Under reference (a), this instruction apnlies to all naval
medical activities and all elements in the Clinical Investigation Proqram
(CIP}. Excepted are research proposals unique to the operational mission
of the Mavv and Marine Coros that shall he supported through the Director
of Cefense Research ani Engineering (DDR&®) under reference (b).
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5. Policy and Objectives

a. Clinical investigation is an essential component of optimum
medical care and teaching in the Navy. CIP embraces organized inquiry
into clinical health problems ard is organized to meet the following
objectives:

(1) To achieve continuous improvement in the quality of
patient care. '

(2) To encourage clinical investigation especially bv personnel
assigned to naval hospitals where postgraduate educational programs are
comilucted. '

(3) To maintain an atmosphere of inquiry consistent with the
dynamic nature of the health sciences.

(4) To maintain high professional standing ani accreditation
of advanced health education progams.

(5) To provide experience in the mental discipline of in-
vestigation for personnel who will ultimately be teaching chiefs in
military hospitals, departmental chairpersons in the Uniformed Services
University of the Health Sciences, and medical specialty consultants or
major progran directors.

h. The principal investigator must be an active duty member of
either the Medical, Medical Service, Dental, Nurse, or Hospital Corps.

6. Organization and Function

a. Director, Clinical Investiqation Program (DCIP). The Navy
CIP is established within the Naval Health Sciences FAucation and Training
Command (HSETC), healed by a director. Under the Cormanding Officer,

HSETC, the DCIP is responsible for the overall management of CIP. The
DCIP shall:

(1) Fstablish mlicies aml requlations on clinical investigation.
(2) Serve as focal point fpr Cip.

(3) Exercise final approval authority for CIP proposals.

(4) Determine, proarém, and support toltal resource needs,

‘ (5) Provide information ahout CIP to everyone eligible to
participate.
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(6) Comduct an annual inspection of each regional medical
activity conducting research.

(7) Ensure campliance with Federal regqulations.

'(8) Coordinate the review process with the BUMED Naval
Investigational Drug Review Board (NIDRB) under reference (c).

b. Regional Clinical Investigation Center (RCIC). The RCIC's are (R
established as outlined in enclosure (1). The Director of the Clinical
Investigation Center (DCIC) shall be appointed by the respective cammanding
officer and shall administer the local CIP. The DCIC shall:

(1} Enforce policies outlined by the NCIP.

(2)  Pramote, manade, and support clinical investigations
within allocated resources.

(3) Establish procedures to review prorosals submitted.
(4) FEnsure campliance with reporting requirements.

(5) Serve as coordinator of clinical investigation for the
hospital and serve as the principal liaison with the Regional Scientific
Review Committee (RSRC) and the Conmittee for the Protection of Human
Subjects (CPHS).

c. Regional Scientific Review Committee (RSRC). The RSRC shall (A
review all investigation proposals for scientific adequacy, set rriorities
for support, and recawmend action to the commanding officer. A RSRC shall
be established at each regional medical center having a RCIC. Suqgested
membership includes the DCIC as chairman; at least three other chiefs of
service or senior staff medical officers knowledgeable in clinical
investigation; amd a representative of the Dental Corps, Medical
Service Corps, Nurse Corps, and a nonvoting fiscal representative.

d. Committee for the Protection of Human Subjects (CPHS). The CPHS (A
shall review all clinical investigation protocols involving human subijects
and recommend action to the caomanding officer. This camittee shall be
camposed of members who, by virtue of their background, experience, and
training are qualified to evaluate the acceptability of proposals for
medical safety, applicable laws and requlations, moral and ethical
standards, and comwmunity attitudes. The composition amd function of
this canmittee is explained in reference (4).

7. Submission Requirements

_ a. New Study Proposals. RCIC's requesting the use of an inves- {R
tigational drug, device, or hiologic, shall submit four copies of each
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proposal in the format of enclosures (2) and {3). (All other proposals
require two copies.) Enclosure (4) lists the elements of consent, as
required by Federal law. An outline for informed consent is attached,
enclosure (5).

(1) Send all proposals to HSEIC Code 31, via the appropriate
DCIC, as imlicated in enclosure (1).

(2) New proposal submissions originate with the imdividual
investigator. Chairmen of departments or chiefs of service may require
a clinical investigation as part of a residency or other training orogram.

{3) The RSRC should satisfy itself that the investigator is
sufficiently knowledgable in the proposed area of clinical investiga-
tion; that the investigatnr's proposal demonstrates a specific need for
investigation; that it is scientifically sound; that the objectives
are realistic; that the approach is sufficiently detailed and presents
a logical plan to accomplish the objectives within a reasonable time;
that the resources requested are reasonable and justified in the conduct
of the study; amd that all requirements of this instruction are met.

(4) After approval hy the RSRC, proposals may require additional
review.

{a) CPHS. Reviews and approves all proposals using
human subjects as directed in paragraph 64 of this instruction.

(b} Nuclear Medicine Cammittee. Reviews and approves
all proposals when radiocactive agents will be used in a study.

(c) Animal Care and Use Comittee. =~ Reviews and approves
all research proposals involving animals. The mermbership of this committee
should be representative of the various users, and at least one of the
members should be a doctor of veterinary medicine. The cammittee shall
ensure that the provisions of references (4), (e), and (f) are followed.
The camittee is responsible for specifically considering the following:

1 The scientific rationale and appropriateness of
using the animal species selected for the study, especially those animals
endarngered or threatened with extinction. The proposal rationale should
describe ani reference previous research that fuliy supports use of
the species.

2 The study is properly mlanned, carried out, ami
terminated with due am3 acceptable regard for the welfare and safety of
the animals. The animal procedures shall he described in the nroposal
in sufficient detail to permit this evaluation. Adequate facilities,
equipment, ami personnel should be available to nrovide appropriate
animal care anml hunane research ultilization. The approximate nunber,
sex, weight, and ages of animals shall be indicated.
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3 The study is designed ani conducted to avoid
inflicting needless pain and distress. The proposal should include
the type of anesthetics, analgesics, tranquilizers (drug and dose) used
to minimize pain aml discamfort, and a detailed explanation as to why
these classes of drugs cannot he used if the experimentation is likely
to cause pain or discomfort. The agent and technique used for euthanasia,
if appropriate, shall be imdicated.

4 Adequate safequards against the introduction of
potentially bhichazardous agents or substances into or from the study
environment shall be implemented and ronitored.

(5) All mroposals reguire the appropriate cammanding officer’s
endorsement.

h. HSEIC (DCIP) shall:

(1) Assinn a rermanent clinical investigation file numher to
each proposal.

(2) Review the study includim personnel and other resources
support.

(3) Forward for review by other sources as required.

{4) Notify the RCIC forwarding the proposal of the DCIP's
action arl recommeriation,

(5} Continually monitor the onaoing CIP through reriodic
followup reporting amd onsite visits.

8. Funding

a. OPN amd 0eMN. The CIP is a snecial program authorized by
reference (a), with OsMN and OPN funds provided through BUMED to support
the individual clinical investigation studies and the RCIC's., Costs are
charged against the anproving activity's CIC monies provided for this
vrogram (investment equimment must be fully identified and justified
unrier BUMEDINST 4235.5). Requests for changes or deletions of CIP approved
investment equipment must be submitted to HSFETC Code 31 via the ampropriate
RCIC.

b. Travel. Travel funds to support the rresentations of aprroved
clinical investigation studies shall be provided within available resources.
Requests for travel funds must be initiated hy the individual investigator
any forwarded by senmarate correspondence tn HSETC Code 31. The following
information must he provided:

(1} Name, qrade, SSN.
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(2) Investigator's duty station.

(3) Clinical investigation study number.

(4) Studv title.

(5) Oraanization sponsoring the meeting and proposed dates

of attendance.

(6) Estimated travel costs, per diem, and fees.

(7) Attach a copy of acceptance letter.

(8) Fndorsement by the appropriate DCIC.

(9) Endorsement hy the anpropriate cammanding officer.

9. Rerorting Requirements

Title Tvre Nue Date Reguiring Encl.
Clinical Investiqgation Progress Report 01 May (6)
Situational Report Change Situational (6)
Termination Situational (6)
Camnletion Situational (6)
Clinical Investigation Surmary Report of
Cost Summary Past Costs 01 Dec (7)
Clinical Investigation
Civilian Personnel Personnel Nl Dec (8)
Clinical Investigation Individual Rudget
Budget Report Report 01 Dec (9)
Clinical Investination Resources Surmary
Resources Summary Report
Fstimate 01 May (10)

a. Periodic and Situational Reporting.

on all approved clinical investigation studies.,

effectiveness where apnlicable.

Such reporting is required
All ™CIC's shall show cost
Fnclosure (6) format, showing the

estimated resources reguired ami progress of the study, must be submitted

to HSETC Attn: ©CIP via the area RCIC as follows:
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(1) Proaress. A progress report to HSETC Code 31 is reqguired
annually by 1 May on each approved study. Failure to file this report
by 1 May may result in immediate termination of the study.

(2) Chamge. Submit significant changes in an approved study,
for example, change of investigator, unusual delays, change in objectives,
or new funding requirements. A change report may be cambined with the
progress report nrovided it does not result in a delay of more than 30
days. (Enclosure (6)).

(3) Termination Report. Submit when the objectives are not
met or when directed by HSETC. The reasons for termination should be
fully justified, amd submitted within 30 davs of the temmination.
Include the actual total Adollar outlay (N&MN and OPN) since the study's
inception through the proposed termination date and a sumary report of
the study's findings. (Enclosure (6)).

{4) Completion Revort. Submit within 30 davs of the stuiv's
completion. This should he an accurately prepared detailed sumary
containing an ahstract and complete hibliography of all publications and
presentations resulting from the study in a format suitable for publication.
(Enclosure (6}).

b. CIP Management Reports. Submit to HSETC Code 31.

(1) Sumary Report of Costs. All activities havina anproved
clinical investimation studies shall submit an annual sumary report of
costs for the immediate nmast fiscal year by 1 December. Summary data on
funds expernded from the CIP bhudget as well as costs fram other contributing
sources must be nrovided (e.q., pharmaceutical fims, foundations, other
government agencies) using enclosures (7), (8), and (9).

_(2) Resources Estimate Future Fiscal Years. Reaional medical
centers with RCICs must submit the fiscal vear resource requirements for
the next 2 fiscal years (enclosure (10)) annually bv 1 May.

(3) Presentations and Publications. A list of the published and
presented papers with pertinent information, shall be included within the
annual progress reoort, enclosure (6).

c. Expense Flements. Fach RCIT is required to furnish the Comptroller,
HSETC Code 001 a auarterly expense element report, utilizing the expense
elements listed in reference (q).

10: Acknowledgment Credit. The nrincipal investiqator of an approved
cllnécal investigation study shall ensure that any presentation or
publication resulting from such studies acknowledges amd identifies the
Naval Medical Nepartment CIP as the sponsor of the studv. The assigned
CIP number shall also he included in any presentation, publication, or
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written reference to the study.

Acknowledgement to be as follows:

"This study has been sponsored anvl supported bv the Bureau of Medicine

and Surgery, Clinical Investigation Program #

1l. Reports.
for 2 years from the date of this instruction.
Symbol Title

MED 6000-3 (part 1) Clinical Investigation
MED 6000-3 (part 2) Clinical Investigation
MED 6000-4 Clinical Investigation
MED 6000-5 (part 1) Clinical Investigation
MED 6000-5 (part 2) Clinical Investigation
MED 6000-5 (part 3) Clinical Investigation
MED 6000-6 Clinical Investigation
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Distribution:

SNDL, FH (BUMED camand activities)

Copy to:
SNDL, C37E

FA24
FB28
FF1
FF2

FR1

Stocked:
CO, NAVPUBFORMCEN
5801 Tabor Ave,

Phila., PA 19120

(NPPSDO, NDW) (C/L~2)
(COMMNAVBASE (Charleston, SC ami
Norfolk, VA only))

(COMNAVRASE (San Diego, CA onlv))
{(COMNAVDIST WASH DC)

(COMNAVBASE (Philadelphia, PA ard
Seattle, WA only))

(CNAVRES)

The reporting requirements listed below have been approved

Study Proposal

Budget Estimate
Situational Report

Cost Summary

Civilian Personnel

Budget Report

Resources Surmary Estimate



