Center Memorandum 119-07
Center Memorandum 119-07



VA WESTERN NEW YORK HEALTHCARE SYSTEM

August 20, 2007




CENTER MEMORANDUM NO. 119‑7

INVESTIGATIONAL DRUGS

1.  PURPOSE:  To outline the responsibilities of the professional staff involved in scientific review, prescribing, dispensing, administration and custody of investigational drugs which have been approved for therapeutic use by the Medication Use Committee or for clinical study by the Medical Center Research and Development Committee (R&D) and its Subcommittee, the Institutional Review Board (IRB). This involves physicians, dentists, registered nurses, nurse practitioners, podiatrists, physician assistants and pharmacists using investigational drugs in diagnostic or therapeutic patient care as part of an approved medical research program.

2.  POLICY:  The Research and Development Committee and the IRB must prospectively approve any human research protocol involving the use of investigational drugs before research begins, unless emergency use of an investigational drug is involved. The Chairperson of the Medication Use Committee (MUC) must approve requests for administration and usage of a test article if an Emergency IND is needed to treat a specific patient (21 CFR 312.26). All laws, regulations and institutional rules and requirements controlling the use of human participants in research must be complied with before research begins. Any study that includes radioactive drugs/materials must also be approved by the VAWNYHS Radiation Safety Committee before the study is started.
DEFINITIONS: 


A)  An Investigational Drug: A new chemical compound that has not been released by the Food and Drug Administration (FDA) for general use OR an approved drug that is being studied for an approved or unapproved use, dose, dosage form, administration schedule, or under an Investigational New Drug (IND) application, in a controlled, randomized, or blinded clinical trial.


B)  Emergency IND- The use of an investigational drug on a human subject in a life-threatening situation in which no standard acceptable treatment is available, and in which there is not sufficient time to obtain IRB approval.



C) Treatment IND-  The treatment IND [21 CFR 312.34 and 312.35] is a mechanism for providing eligible subjects with investigational drugs for the treatment of serious and life-threatening illnesses for which there are no satisfactory alternative treatments. Treatment IND studies require prospective IRB review and informed consent.
3.  RESPONSIBILITIES:  

A.  Principal Investigators who wish to use investigational drugs must:


(1) Complete Investigational Drug Information Record (VA Form 10‑9012) for all drugs involved in the study, and submit them to the Research Office as part of the application package when the research protocol is presented for consideration and approval.  Following IRB and Research and Development (R&D) Committee approvals, the principal investigator will:

a) Furnish the Pharmacy Manager with a copy of the approved protocol, approved stamped consent (VA Form 10-1086), and a completed copy of "Investigational Drug Information Record" (VA Form 10-9012) for all study drugs.  The Principal investigator is required to send a copy of VA Form 10-9012 to ‘scanning’ to be put in the patient's Electronic Medical Record.

b) Arrange for delivery of the investigational drug product directly to Pharmacy department to the custody of the Pharmacy Manager and research pharmacist.  Special circumstances such as radioactive drugs may warrant custody by another service, with concurrence of the Pharmacy Manager.

(2)  Inform the Research Office, who will notify the Research Pharmacist when a study has been terminated.  The Principal Investigator will direct in writing the disposition of any remaining investigational drug. The Principal Investigator will be responsible for the cost of destroying of any investigational drugs that are not to be returned to the manufacturer.  

(3)  Investigator must enter in the patient's Electronic Medical Record, a Clinical Warning indicating that the patient is enrolled in an investigational study along with the name and telephone number of the study contact person.  

(4) Authorized prescribers listed on VA Form 10-9012 by the Principal Investigator and approved by the IRB will:


(a) Order investigational drug from the Research Pharmacy: The VISTA/CPRS hospital computer system will be utilized with the exception of Schedule II Controlled Substances which require a written prescription.  




(b) Fully inform the patient concerning the administration of the investigational drug(s), all inconveniences and adverse events to be reasonably expected, the existence of alternative forms of therapy if any, and the effects upon his/her health and person that may possibly come from the administration of the investigational drug(s).




(c) Obtain consent of the subject or subject’s legally authorized representative by signature on the current, stamped VA Form 10‑1086 (VA Research Consent Form).  A signed and dated copy of VA Form 10‑1086 will be scanned in the patient’s electronic medical record.  In addition, one copy of the signed and dated will be sent along with the order for initial dispensing of the investigational drugs to the Research Pharmacist, one signed and dated copy will be sent to the Research Office, one signed and dated copy will be given to the patient and/or his/her guardian and the original signed and dated VA Form 10-1086 will be placed in the Investigator’s files as part of the subject’s folder.
              

 (5) Principal investigators conducting any study involving investigational drug in human subjects must report any adverse events as required by the IRB-approved study protocol and IRB policies and procedures. See Center Memorandum No. 151-4 (Policies and Procedures Concerning Research Involving Human Subjects) and Center Memorandum No. 119-4 (Adverse Drug Reactions) for reporting procedures and definitions of SAE's. 

B.  Registered Nurses prior to administration of the investigational drug will:

      

(1) Be familiar with all pertinent information made available by the investigator and/or pharmacist regarding the dosage forms, strength available, actions and uses, side effects, toxicity, etc.

      

(2) Verify a signed and dated (VA Form 10‑1086) Consent Form by the subject or legally authorized representative has been completed and research progress note documentation is in the electronic medical records.

C. Pharmacy Manager is responsible to provide for custody, proper storage and the dissemination of information on all investigational drugs which the Pharmacy manager may delegate the below item to the research pharmacist:

      

(1) Maintain inventory and internal records as outlined in VHA 1108.04 and advise principal investigator of adequacy of investigational drug supplies.

      

(2) Provide pertinent information regarding the dosage, strength, use, side effects and toxicity to the physician or professional nurse at time of dispensing.

      

(3) Arrange with principal investigator for the final disposal of material remaining at conclusion of study.

      

(4) Assure the RN has a signed copy of VA Form 10‑9012 (Investigational Drug Information Record) available when the first dose of an investigational drug is dispensed.  VA Form 10‑9012 will be routed to scanning B9 in a US Government Messenger Envelope by the filling pharmacist when the first dose of an investigational drug is dispensed for an outpatient.

      

(5) Provide the drug package insert to the research staff to educate the patient.



(6) Educate professional pharmacists on new clinical studies as they are received and also nurses and professional staff at the time a subject is entered into a study.

(7) Assure that a copy of the informed consent form on VA Form 10-1086, dated and signed by both, the patient and the individual conducting the process has been received for each patient by pharmacy prior to dispensing first dose of study medication.  A copy of the consent form is maintained into the pharmacy binder in the research pharmacy.


D.  Associate Chief of Staff for Research is responsible to see that the IRB and the Research and Development Committee have reviewed and approved any research study employing an investigational drug with human subjects.  In addition, VA Form 10‑1223 (IRB Approval Letter) and R&D committee minutes or approval letter signed by the R&D chairperson; must be completed, and copies forwarded to the Principal Investigator and to the Research Pharmacist after approval has been given.  The originals will be placed in the protocol file in the Medical Center's Research Office.

4.  PROCEDURE:
A. The use of an investigational drug in clinical research must be conducted

according to the protocol approved by the IRB and by the Research and Development Committee of this Medical Center.  For additional information on the procedures an investigator must follow to conduct various types of research studies, see Center Memorandum No. 151-1 (Policies and Procedures Concerning Research Involving Human Subjects) or contact the Medical Research Office.  Any study that includes radioactive drugs/materials must also be approved by the VAWNYHS Radiation Safety Committee before the study is started.

B. In certain studies, pharmacists are required to maintain the blindness to the identity of  study drug(s) and placebo(s) to ensure scientific integrity. In emergency situations in which the blind must be broken, the Investigational Drug Pharmacist, PI, and sponsor must agree on the proper procedure and documentation for unblinding treatment. 

The charge pharmacist on duty, who can break the blind, is available 24 hours per day, 7 days per week, and 365 days per year. 

C. Research medications from an outside facility:

1. Use of an investigational drug from an outside source for a hospitalized patient may be permitted to ensure the patient’s well-being. In each case: 

a. The Pharmacy must obtain the drug and dispense in accordance with FDA guidelines (21 CFR § 312.34) that address these circumstances. 

b. The outside study PI must be contacted prior to dispensing. 

c. The outside study PI must provide a copy of the signed informed consent, information on the protocol, and all drug-related information prior to any dispensing. 

d. The VA physician managing patient’s care contacts the Chair of the Local MUC to request and justify that the administration of the investigational drug and documents approval in a progress note in CPRS. 


D. Emergency IND:



 If a responsible practitioner believes there is a need for the emergency use of an unapproved investigational drug or biologic and, 



(1)  If the intended subject does not meet the criteria for an existing study protocol, or if an approved study protocol does not exist, the usual procedure is to contact the manufacturer and determine if the drug or biologic can be made available for the emergency use under the company’s IND.  If the manufacturer elects not to name the PI on the IND, the PI must then contact FDA directly for an IND or obtain evidence of an IND Exemption.



The need for an investigational drug or biologic may arise in an emergency situation that does not allow time for submission of an IND. In such a case, FDA may authorize shipment of the test article in advance of the IND submission. Requests for such authorization may be made by telephone or other rapid communication means [21 CFR 312.36]. The PI should request a copy of the investigational drug monograph or protocol (if available).

(2) The responsible practitioner must communicate with chairperson, Medication Use Committee, the research pharmacist and the chair of the IRB concerning emergency use as soon as possible. The discussion will include how to obtain the consent of the subject.  The PI must obtain the consent of the subject or the legally authorized representative of the subject and enter a progress note into the subject’s medical record documenting the informed consent process as required by VHA 1200.5.  No subject may be given an investigational drug without obtaining informed consent from the subject or the subject’s legally authorized representative unless the Principal Investigator and Chairperson, MUC certify in writing all four of the following specific conditions in a progress note entered into the subject’s medical record:

a.    The subject is confronted by a life-threatening situation, necessitating the use of the test article,

b.    Informed consent cannot be obtained because of an inability to        communicate with, or obtain legally effective consent from, the subject,

c.
Time is not sufficient to obtain consent from the subject’s legally authorized representative, and

d.
No alternative method of approved or generally recognized therapy is available that provides an equal or greater likelihood of saving the subject’s life.



(3) Requests for emergency approval should be submitted to the Chairperson, Medication Use Committee by, entering a progress note into the subject’s medical record documenting that the conditions of emergency use of a test article are met and that includes the following information:




(a) The subject is in a life-threatening situation and there is no standard acceptable treatment available, 




(b) Diagnosis and name of the test article to be used;




(c) Name and VA title of Principal Investigator responsible for therapy and contact information;




(d) Literature reference; 




(e) Authorized source of investigational drug.




(f)  IND number 



(4) Upon receipt of the approval of an emergency request, if the chair of the MUC agrees, the chair should indicate the approval by signing an addendum to the request to use an emergency investigational drug. The Chairperson, Medication Use Committee, will then instruct the practitioner, under whose supervision the investigational drug is to be used, to fully inform the patient concerning the following and enter a progress note into the subject’s medical record:




(a)  Name, dose and route of the investigational drug;




(b)  Reasons for its use;




(c)  Inconveniences and adverse events which can reasonably be expected, 




(d)  Existence of any alternative forms of therapy, rather 


 


 than the use of the investigational drug. 


(5) The requesting practitioner will provide Pharmacy with a copy of the investigational drug monograph and/or protocol (if available),  consent form or a copy of the progress note entry if Informed Consent was not obtained (by meeting the necessary 4 conditions as described above in section D, part 2), an Investigational Drug Information Record, (VA Form 10-9012, required unless for one time and/or emergency one time use) containing the product manufacturers' information, and a properly completed order for the investigational drug prior to administration.  All supplies of the emergency investigational drug must be delivered to the pharmacy as with any other investigational drugs.  A preliminary report will be made to the Medication Use Committee on results of use of the investigational agent within 90 days after administering the test article.  A final summary report will be made upon completion of diagnosis or treatment as applicable. The PI must submit a written report of the emergency use of all test articles to the research office and to the IRB chair within 5 days after the administration of a test article. The report to both committees will include the following information:

· Name of investigational drug, biologic, or device

· Explanation of subject’s in a life-threatening situation, including diagnosis and age

· Date of notifying IRB Chair prior to use (if applicable)

· Subject’s name,

· Rationale for test article use

· IND number or IDE number (if applicable),

· Supporting documentation of IND or IDE number, FDA correspondence, or sponsor correspondence, and

· Informed consent document.  If no informed consent 

· Date of IRB Chair confirmation of emergency use request,

· Subject’s diagnosis and outcome if known,

· Any adverse events or unanticipated problems, 

· Likelihood of needing to use the test article again, and

· Copy of the signed informed consent form. 

· All adverse events and unanticipated problems associated with the emergency use of the test article must be reported to the IRB.

If subsequent use of the investigational drug is contemplated, the PI must submit a complete IRB application for full board review prior to any additional use of the test article.

The IRB Chair will review the follow-up report to determine whether FDA regulatory requirements are met. The IRB Chair is responsible for making the following evaluations:

· The emergency use of the test article met the FDA criteria allowing the exemption from IRB review

· Written informed consent was obtained and documented.

· If written informed consent was not obtained by applying the exception from informed consent requirements for emergency use of a test article, the situation met the FDA criteria.



(6) The requesting practitioner in conjunction with Pharmacy will prepare, make available, and distribute to the professional nurse responsible for administering investigational drugs, a summary of basic information regarding the investigational drug (e.g., Investigational Drug Information Record, VA Form 10-9012) prior to dispensing the approved investigational drug.

5. REFERENCES:  VHA Handbook 1108.04 Investigational Drugs and Supplies; VHA Handbook 1200.5 Requirements for the Protection of Human Subjects in Research; JCAHO 2007 Manual; CM 151-4; 119-4; CFR 312.34-36; Nursing Memo No.118-25 Administration of medication using BCMA

6. RESCISSIONS:  Center Memorandum No. 119-7 dated April 1, 2004

7. AUTOMATIC REVIEW DATE: August 1, 2010.

8. FOLLOW‑UP RESPONSIBILITY: Pharmacy Manager (119).

MICHAEL S. FINEGAN

Director, VA Western New York Healthcare System

Distribution:  1 copy ea:  00, 00QM, 119
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