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13.1  Purpose

The purpose of this SOP is to describe how the HEC proceeds and manages the premature
termination / suspension / discontinuation of a research study. Protocols are usually terminated at
the recommendation of the HEC, DSMSC, PI, sponsor or other authorized bodies wherein
subject enrollment and subject follow-up are discontinued before the scheduled end of the
study.

13.2 Scope

This SOP applies to any study approved by HEC that is being recommended for termination/
suspension/discontinuation before its scheduled completion.

13.3 Responsibility

It is the responsibility of the Chairperson, HEC to terminate any study that the HEC has previously
approved when the safety or benefit of the study participants is doubtful or at risk. The Secretariat
is responsible for management of the premature termination / suspension /discontinuation process.

13.4 Detailed instructions

13.4.1 Receive recommendation for study Termination / Suspension / Discontinuation
e The Secretariat will receive recommendation and comments from DSMSC, PI, Sponsor or
other authorized bodies for premature termination of study protocol.
e The HEC members /Chairperson can prematurely terminate the study if protocol
non-compliance /violation is detected and HEC decision is to terminate the study.
e SAE occurring at trial site may require the study to be prematurely terminated for the
safety of the patients.
e The Secretariat will inform the PI to prepare and submit a protocol termination package
along with Premature Termination Report (available at IRB office)
e The Secretariat will receive the study protocol termination package prepared and submitted
by the PI and verify the contents of the package for inclusion of:
o Premature Termination Report (AX1- V1/SOP13/V2) signed and dated by the PI
should contain a brief written summary of the protocol, its results, and accrual data.
o The Secretariat will check the completeness of the information, including accrual
data since the time of the last continuing review.
o The Secretariat will initial and date the package upon receipt.

13.4.2 Review and discuss the Termination / Suspension / Discontinuation Package
e HEC will review the termination package at regular full board meeting to discuss about
the recommendation.
e The Secretary in the meeting will inform of the premature termination of the project and
the HEC members will review the Premature Termination Report (AX1- V1/SOP13/V2)
e If the Premature Termination Report is unclear/more information is required from the PI,
the Secretariat is instructed to send a query to the PI.
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13.4.3 Notify the PI
e The Secretariat will make notification letter acknowledging the approval of termination or
query letter to request information regarding the premature termination.
e The Secretariat will send the notification letter to the PI for their records within 14 days
after the meeting.

13.4.4 Store the protocol documents
e The Secretariat will keep the original version of the Premature Termination Report in the
Protocol file and send the file to archive.
e The protocol documents will be stored for a period of 3 years from the date of project
Termination.
e Ifa query is sent to PI, on receipt of the reply letter, it is reviewed in the forthcoming full
board meeting and steps in 13.4.2 will be performed by the Secretariat.

References

1. World Health Organization, Operational Guidelines for Ethics Committees that Review
Biomedical Research, (Geneva 2000)- www.who.int/tdr/publications/publications/(accessed
24 March 2008).

2. International Conference on Harmonization, Guidance on Good Clinical Practice JCH
GCP) 1996 - bttp://www.ich.org/LOB/media/MEDIA482.pdf (accessed 24 March 2008)
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(AX1- V1/SOP13/V2)

Premature Termination / Suspension / Discontinuation Report

TMH Project No.:

Protocol Title:

PI:

Phone : E-Mail:

Trial Site:

Sponsor:

HEC Approval Date: Date of Last Progress Report Submitted to HEC:

Starting Date: Termination Date:

No. of Participants Enrolled: No. of Participants Completed:

No. of Ongoing Participants: No. of Drop Outs:

SAE (Total No.): SAE Event:

Summary of Results:

Reason for Termination/Suspension/Discontinuation:

PI Signature: Date:
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Flow Chart
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14.1  Purpose

The purpose of this SOP is to describe the type of research projects for which the HEC may grant
waiver for requirement of obtaining written informed consent and the format of the application
form to be used by the investigators for requesting waiver of consent. The Application Form AX7-
V1/SOP 14/V2is designed to standardize the process of applying for consent waiver.

14.2  Scope

This SOP applies to the all protocols with a request of granting consent waiver submitted for
review by the HEC. The decision should be taken by the HEC members at the expedited
subcommittee meeting or in some cases during full board meeting.

14.3 Responsibility

It is the responsibility of the Member Secretary to table the request in the expedited subcommittee
meeting or in some cases, during full board meeting.

14.4  Detailed instructions

e  When a request for waiver of consent is submitted by the PI along with the study documents
to the HEC secretariat, in the given format AX7-VI1/SOP 14/V2 stating the reasons for the
consent waiver; the following steps are taken:

v" The HEC Secretariat will check if the concerned documents are filled completely and
the required list of documents is enclosed.

v" The HEC members will review the request taking into consideration the types of
studies for which waiver of consent may be granted.

v" The HEC will ensure that there are adequate mechanisms described in the protocol for
protection of the identity of the research participants and maintaining confidentiality
of the study data. This is necessary as the participant cannot be assured directly about
confidentiality of health data through a formal informed consent process, when consent
waiver is granted.

v' The decision whether to grant the waiver is taken in expedited subcommittee meeting
or in some cases during full board meeting.

v The decision regarding approval/disapproval of waiver is informed to the PI in writing.
If the waiver is not granted, the HEC will provide reasons for the same.

14.5 Type of research projects which may qualify for consent waiver:

A request to waive written informed consent must be accompanied by a detailed explanation.
The investigator is also required to provide assurance regarding protection of identity of research
participants and maintenance of confidentiality about the data of the research participants. The
following criteria (ICMR 2006 guidelines) must be met for a research project so that it can
qualify for granting a waiver of both written and verbal consent.
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1. The proposed research presents no more than minimal risk to subjects. (ICMR guidelines,
45CFR 406) e.g. a retrospective review of patient case records to determine the incidence of
disease/ recurrence of disease. [Minimal risk would be defined as that which may be anticipated
as harm or discomfort not greater than that encountered in routine daily life activities of
general population or during the performance of routine physical or psychological examinations
or tests. However, in some cases like surgery, chemotherapy or radiation therapy, great risk
would be inherent in the treatment itself, but this may be within the range of minimal risk for
the research participant undergoing these interventions since it would be undertaken as part
of current everyday life].

2. When it is impractical to conduct research since confidentiality of personally identifiable
information has to be maintained throughout research as may be required by the sensitivity
of the research objective. (ICMR 20006 guidelines)

e.g. conducting interviews with citizens about their religious beliefs/ people with HIV and
AIDS / conducting phone interviews with homosexuals.

The only record linking the participant and the research would be the consent document
and when there is a possible legal, social or economic risk to the participant entailed in
signing the consent form as they might be identified as such by signing the consent form,
the requirement for obtaining consent can be waived of by the HEC.

[In case of telephonic interviews, waiver of written informed consent may be requested but
this does not mean that verbal consent cannot be utilized].

The following points need to be considered.
a. The following documents need to be submitted for the HEC review
e A script for verbal consent - a verbal consent script provides all of the elements of
consent in a more informal style. In addition, each subject should be provided
with an information sheet that describes the study and gives contact names and
numbers.

e The interview schedule (questions to be asked???) will confirm that the interview
is a simple 5 minute call and that no questions are asked that compromise a
person’s confidentiality or position.

b. Normally, investigators will be asked to keep a log of those who were approached
about the study, and offered verbal consent. A simple chart can indicate the subjects as
participant 1, participant 2, and participant 3. A column can indicate that verbal consent
was given and a date. Since a specific number of study participants are to be recruited.
It is important that investigators keep some record to indicate that they are not enrolling
more subjects than they originally requested.

3. Research on publicly available information, documents, records, work performances, reviews,
quality assurance studies, archival materials or third party interviews, service programs for
benefit of public having a bearing on public health programs, and consumer acceptance
studies. (ICMR 2006 guidelines)
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4.  Research on anonymised biological samples from deceased individuals, left over samples
after clinical investigation, cell lines or cell free derivatives like viral isolates, DNA or RNA
from recognized institutions or qualified investigators, samples or data from repositories or
registries etc. (ICMR 2006 guidelines)

5. In emergency situations when no surrogate consents can be taken. (ICMR 2006 guidelines)
when consent of person/ patient/ responsible relative or custodian/ team of designated
doctors for such an event is not possible, the HEC can allow waiver of consent for recruiting
participant in a research study. However, information about the intervention should be
given to the patients whenever he/she gains consciousness or to relative/ legal guardian
when available later.

References:

1. Ethical Guidelines for Biomedical research on Human Participants, ICMR (2006)
45CFR Title 45 Public Welfare (45 CFR 46) Protection of human subjects, Department of
Health and Human Services, revised June 23, 2005. Retrieved From: http://www.hhs.gov/
ohrp/humansubjects/guidance/45 CFR 46.htm, paragraph 46.116
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AX1-V1/SOP 14/V2

Application form for requesting waiver of consent

1. Principal Investigator’s name:

2. Department:

3. Title of project:

4. Names of other participating staff and students:

5. Request for waiver of informed consent:

e  Please check the reason(s) for requesting waiver (Please refer the back of this annexure
for criteria that will be used by HEC to consider waiver of consent).

1. Research involves ‘not more than minimal risk’
2. There is no direct contact between the researcher and participant
3. Emergency situations as described in ICMR Guidelines (ICMR 2006

Guidelines- http://www.icmr.nic.in/ethical_guidelines.pdf)

4. Any other (please specify)

e  Statement assuring that the rights of the participants are not violated

e  State the measures described in the Protocol for protecting confidentiality of data and
privacy of research participant

Principal Investigator’s signature with date:
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15.1 Purpose

The purpose of this SOP is to provide the procedures to select a site for monitoring and how the
site will be monitored.

15.2  Scope

This SOP applies to any visit and /or monitoring of any study sites of HEC approved study
protocols.

15.3  Responsibility

It is the responsibility of the HEC members to perform or designate some qualified agents to
perform on its behalf on-site inspection of selected study sites of relevant projects it has approved.

The HEC members or Secretariat in consultation with the Chairperson may initiate an on-site
evaluation of a study site for cause or for a routine audit.

15.4 Detailed instructions

15.4.1 Selection of study sites

e Sites will be identified for routine monitoring at the time of approval of the project by the
Full Board which will be recorded in the minutes.

e  “For cause” monitoring will be performed at sites for reasons identified by any member of
HEC, approved by Chairperson. For cause monitoring could be initiated, in any of the
following conditions: for high number of protocol violations, large number of studies
carried out at the study sites, remarkable SAE reports, high recruitment rate, Non-compliance
or suspicious conduct and any other cause as decided by HEC.

15.4.2 Before the visit

e If the site was identified for routine monitoring, the Secretariat will inform the HEC members
in the Full Board meeting, 1 month prior to the stipulated date of monitoring.
e For cause / routine monitoring of the project, the HEC Chairperson will designate an HEC
member or appoint an independent monitor to perform the task of monitoring.
e  The Secretariat will inform the PI in writing about the date / time of monitoring visit and
request for confirmation letter from the PI to be available for the monitoring visit.
e  The HEC member / Independent monitor will also:
o  Contact the site to notify them that they will be visiting them. At that time, the monitor
and the site will coordinate the time for the site evaluation visit.
o The Secretariat will make the appropriate travel arrangements for the HEC member /
Independent monitor.
o The HEC member / Independent monitor will review the HEC project files for the study
and site profile and make appropriate notes.
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o The HEC member / Independent monitor may copy some parts of the HEC project files
for comparison with the site files and collect the Site Monitoring Visit Report Form
(AX1-V1/SOP15/V1) from the Secretariat.

15.4.3 During the visit
The HEC member/Independent monitor will

Review the informed consent document to make sure that the site is using the most recent
version,

Review randomly the subject files to ensure that subjects are signing the correct informed
consent,

Observe the informed consent process, if possible,

Observe laboratory and other facilities necessary for the study at the site, if possible.
Review the project files for the study to ensure that documentation is filed appropriately.
Verifying that the investigator follows the approved protocol and all approved amendment(s),
if any.

Ensuring that the investigator and the investigator’s trial staff are adequately informed
about the trial

Verifying that the investigator and the investigator’s trial staff are performing the specified
trial functions, in accordance with the protocol and any other written agreement between
the sponsor and the investigator/institution, and have not delegated these functions to
unauthorized individuals.

Verifying that the investigator is enrolling only eligible subjects.

Verifying that source documents and other trial records are accurate, complete, kept up-to-
date and maintained.

Checking the accuracy and completeness of the CRF entries, source documents and other
trial-related records against each other.

Determining whether all adverse events (AEs) are appropriately reported within the time
periods required by GCP, the protocol, the IRB/IEC, the sponsor, and the applicable
regulatory requirement(s).

Collect views of the study participants, if possible.

Fill the Site Monitoring Visit Report Form AX7-V1/SOP15/VIand write the comments.

15.4.4 After the visit

The HEC member / Independent monitor will complete the report (use the form AX7-V1/
SOP15/V1) within 14 days describing the findings of the monitoring visit and during the
Full Board meeting present them. If the Independent monitor is unable to attend the HEC
meeting he / she can courier the Monitoring Visit Report with comments and the HEC
Secretary can present the same.

The Secretariat will place the report in the correct files.

Full board recommendations to change the study / premature termination / continuation of
the project will go to the PI in writing within 74 days of the meeting.
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Glossary

Independent Consultants

Many Ethics Committees rarely find time to perform monitoring visit themselves. They may ask
outside experts or the staff of Ethics Committees to perform the tasks on their behalf and later
report their findings to HEC.

Monitoring visit

An action that HEC or its representatives visit study sites to assess how well the selected
investigators and the institutes are conducting researches, taking care of subjects, recording
data and reporting their observations, especially SAEs found during the studies. Normally monitoring
visit will be arranged in advance with the PI.

Monitoring Report

Reports should include a summary of what the monitor reviewed and the monitor’s statements
concerning the significant findings / facts, deviations and deficiencies, conclusions, actions taken
or to be taken and / or actions recommended to secure compliance.
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AX1-V1/SOP15/V1

Site Monitoring Visit Report

HEC, TMC

Site Monitoring Visit Report
HEC project-

Date of the Visit:

Study Title:

Principal Investigators: Phone:
Institute: Site:

Sponsor:

Total number of subjects enrolled: Total subjects ongoing:
No. of subjects completed: No. of drop outs:
Are site facilities appropriate?

O Yes O No Comment:

Are Informed Consents of recent version | Comment:

used?

O Yes O No

Is it approved by the HEC? Comment:

O Yes O No

Whether consent has been taken Comment:

from all patients?

O Yes O No

Whether appropriate vernacular Comment:
consent have been taken?

O Yes O No

Are Protocols of recent version used? Comment:

O Yes O No

Is it approved by the HEC? Comment:

O Yes O No

Any adverse events found? Comment:

O Yes O No

Any SAEs found? Comment:

O Yes O No

Site Monitoring

Page 204



SOP 15/V1
Effective Date: 01.09.2009 HEC, TMC

Were the SAEs informed to HEC within Comment:
7 working days & SAE death within
24 hrs.?

O Yes 0O No

Any protocol non-compliance / violation? | Comment:
O Yes O No

Are all Case Record Forms up to date? Comment:
O Yes O No

Are storage of data and investigating Comment:
products locked?
O Yes O No

How well are participants protected? Comment:
O Good O Fair O Notgood

Any outstanding tasks or results of visit? Give details:
O Yes O No

Duration of visit: ....... hours Starting from: Finish:

Name of HEC/ representatives:

Completed by: Date:
Signature:

Name of study team member (PI/Co-D:
Sign & Date:
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16.1  Purpose

The HEC considers protection of the rights and welfare of the human subjects participating in a
clinical research approved by the HEC as its primary responsibility, Informed Consent documents
reviewed by the HEC contains the statement, “Questions regarding the queries regarding rights
of a participant/patient may be addressed to the HEC, Member secretary, with the HEC address
and phone number.

This procedure provides guidelines for dealing with and accommodating requests by participants/
patients regarding their rights as a participant or to resolve their complaints in any approved
research study.

16.2 Scope

This SOP applies to all requests concerning the rights and well-being of the research participants
participating in studies approved by the HEC.

16.3  Responsibility

It is the responsibility of the HEC Secretariat for providing required information to the research
participants in case of queries received from research participants.

It is the responsibility of the Chairperson to initiate a process to give information to the participants
or to identify and address any injustice that has occurred, if complaints are received from research
participants.

16.4 Detailed instructions

e The HEC member/ administrative staff receive an inquiry or request from research participant
/ patient.

e The request and information is recorded in the request record form (Form AX1- V1/SOP
16/V1)

e The Secretariat will inform the Chairperson about the query / complaint received from the
research participant.

e  The Chairperson / Members designated by the Chairperson will provide information required
by the research participant.

e In case of complaint received from a research participant, the Chairperson initiates a process
to identify and address any injustice that may have occurred.

e  The Chairperson will direct the Member Secretary to consider the matter for discussion at
a full board meeting or to call an emergency meeting of 2 or more HEC members for
discussion or to appoint a subcommittee of 2 or more HEC members for enquiry in order to
resolve the matter.

e The Chairperson / Member Secretary / designated HEC members will assess the situation and
mediate a dialogue between the research participant and the investigator in an attempt to
resolve the matter.
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e The HEC will insist on factual details to determine reality between truth and individual
perception.
e The final decision will be informed to the research participant by the Secretariat.

The information including any action taken or follow-up will be recorded in the form AX1- V1/
SOP 16/V1 and the form is signed and dated.

e The HEC members are informed about the action taken and the outcomes in the forthcoming
HEC meeting.

16.5 Filing the request document

e The record form is filed in the “response” file by the Member Secretary / administrative staff.
e A copy of the same is kept in the study file.

e The file is stored in a secured place.

Reference

1. Kathleen J. Motil, Janet Allen and Addison Taylor, “When a Research Subject Calls with a

Complaint, What Will the Institutional Review Board do?” IRB: Ethics and Human Research
26, no.1(January —February 2004 ):9-13
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AX1- V1/SOP 16/V1
Request Record Form
Date Received:
Received by :
Request from :
O Telephone call No
O Fax No
O letter / Date
O E-mail / Date
O Walk-in: Date / Time
O Other, specify
Participant’s Name:
Contact Address:
Phone:
Title of the Participating Study
Starting date of participation :
What is requested?
Action taken:
Outcome:
Name of the Chairperson / Member Secretary
Signature of the Chairperson / Member Secretary Date-
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Policy on Recruitment of
TMC Students and Staff for Research

DEFINITIONS

“Student” means any individual who is enrolled at TMC and those individuals who are in training
as, Residents, Fellows, or Postdoctoral trainees, including individuals enrolled at a training facility
other than TMC training or work program.

“Staff” mean all other TMC employees, including faculty.

POLICY GUIDELINES

TMC students and staff have the same rights as any other potential subject to participate in
research project, irrespective of the degree of risk, provided all of the following conditions
exist:

e The research must not bestow upon participating TMC subjects any competitive academic
or occupational advantage over other TMC students or staff who do not volunteer, and the
researchers must not impose any academic or occupational penalty on those TMC students
or staff who do not volunteer.

e TMC students and staff must not be systematically treated differently from non-TMC subjects
as part of the project.

e Due to the potential for perceived or real coercion to participate, TMC students and staff
who desire to participate in the research (especially those under the direct supervision of
the PI or listed research collaborators) must be reviewed by Director TMC.
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Policy on the Recruitment of Research Subjects

SPECIFIC RECRUITMENT GUIDELINES

(D In addition to its review for scientific merit and protection of subjects from unnecessary
research risks, the HEC will evaluate all protocols for subject recruitment especially with
respect to women with childbearing potential, minority groups and children. Exclusion of
minorities, women or children will be recommended or approved when inclusion is
inappropriate with respect to the health of the subjects or the purpose of the research.

(2) TMC PATIENTS - Patients may be identified as potential research subjects through direct
contact of the PI with his or her patients, collaboration with physicians of other medical
specialties, contact with individual attending physicians, posted written notices, radio
announcements, or other HEC approved methods.

a. Inpatients - May be recruited by the investigator or other member of the research team
only after consultation with the patient’s attending physician.

b. Outpatients -

(1 For minimal risk research which does not bear directly upon a specific continuing
therapeutic relationship between the individual and a TMC physician, outpatients
may be recruited* without prior notification of their personal physicians. However,
when possible, each subject’s personal physician should be notified of the study
and informed that the patient has been entered into a minimal risk study.

(i) For more than minimal risk research or any research bearing directly upon a
specific diagnosis or treatment, the subject’s personal physician should be notified
before enrolling* the subject.

* If the potential research subject is a minor, then contact must be via a parent or legal guardian.
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Policy on Research Costs to Subjects

If a research participant may have to bear any costs, which would be unnecessary if the subject
had declined to participate in the research, all potential subjects must be fully informed of the
nature and estimated extent of these costs when obtaining consent. Examples of additional
research costs include:

D
2)
3
4)

5)

Prolongation of treatment or hospitalization.
Extra diagnostic tests necessary for the research.
Extra clinical or laboratory assessments to evaluate research treatment outcome.

A research treatment (whether randomly assigned or not) which may be more costly than a
standard treatment.

Other substantial costs associated with extra visits to TMC.
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Guidelines on Compensation for Research Subjects

COMPENSATION FOR PARTICIPATION (ICMR Code 2000)

Subjects may be paid for the inconvenience and time spent, and should be reimbursed for
expenses incurred, in connection with their participation in research. They may also receive
free medical services. However, payments should not be so large or the medical services so
extensive as to induce prospective subjects to consent to participate in research against their
better judgement (inducement). All payments, reimbursement and medical services to be provided
to research subjects should be approved by the HEC.

Care should be taken:

1) when a guardian is asked to give consent on behalf of an incompetent person, no
remuneration should be offered except a refund of out of pocket expenses;

2) when a subject is withdrawn from research for medical reasons related to the study the
subject should get the benefit for full participation;

3) when a subject withdraws for any other reasons he/she should be compensated in proportion
to the amount of participation.

Prospective participants in research should also be informed of the sponsorship of research, so
that they can be aware of the potential for conflicts of interest and commercial aspects of the
research.

During the initial review of a research protocol, the HEC is required to review both the amount
of compensation proposed and the method and timing of disbursement to assure that neither
are coercive or present undue influence. The following are some additional guidelines:

1) Any compensation should not be contingent upon the subject completing the study, but
should accrue as the study progresses.

2) Unless it creates undue inconvenience or a coercive practice, compensation to subjects
who withdraw from the study should be made at the time they would have completed the
study, had they not withdrawn.

3) Compensation given as a “bonus” or incentive for completing the study is acceptable,
providing that the amount is not coercive. The HEC is responsible for determining if the
incentive amount is not so large as to be coercive or represent undue influence.

4)  The amount of compensation should be clearly set forth in the informed consent document.
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APP5/V1

Policy on the Use of Third Party / Surrogate Consent in Research at TMC

APPLICABILITY

When a TMC investigator proposes to conduct a research project utilizing adult subjects who by
virtue of age, physical impairment, mental impairment, language barrier or any other reason
may not be able to personally execute legally effective informed consent, the HEC shall review
the project on the basis of “risk” and “benefit” and shall determine that each project be assigned
to one of the categories below. This policy does not mean to imply that the requirement for
written documentation of consent is waived. Rather, it applies to those studies in which
third party/surrogate consent is obtained from a legally authorized representative.
Investigators must complete and submit an HEC Form for review and approval of inclusion of
subjects who are decisionally impaired.

Category I - Risks to subjects are minimal, direct benefits may or will accrue to subjects.

Category 1II - Risks to subjects are minimal, direct benefits will not, or are unlikely, to accrue to
subjects but potential societal benefits are inherent in research.

Category III - Risks to subject are greater than minimal, direct benefits may or will accrue to
subjects.

Category IV - Risks to subjects are greater than minimal, direct benefits will not, or are unlikely,

to accrue to subjects but potential societal benefits are inherent in the research.

HEC RECOMMENDATIONS TO THE ADMINISTRATION

When categorization has been accomplished, the HEC will recommend to the TMC Administration
to consider implementation or non-implementation of the project based upon the level of
benefit to be gained by the individual or society from this project as compared to the level of
risk involved.

It is the intent of the HEC to cause to recommend Category I projects to be initiated.

It is the intent of the HEC not to recommend initiation of any Category IV projects.
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Policy on Blood Withdrawal for Research Purposes

APPLICABILITY

For many studies where the only research intervention is the collection of blood for analysis, the

HEC categorizes the following procedures for obtaining blood from children and adults as minimal

risk:

A. General Requirements

1. There are no special health reasons (e.g., anemia) to contraindicate blood withdrawal.

2. In patients from whom blood is already being drawn for clinical purposes, there are no other
health reasons to preclude additional blood collection.

3. Insubjects from whom blood is not already being drawn for clinical purposes, the withdrawal
method is by cutaneous sticks (e.g., heel or finger) or by standard venipuncture in a reasonably
accessible peripheral vein, and the frequency of punctures does not exceed two per week.

4. The volume of blood drawn from lactating or known pregnant subjects does not exceed 20
ml per week.

5. All blood withdrawals and collections are carried out by experienced professional or technical
personnel.

B. Additional Requirements for Adults (Subjects over 18 years of age)

1. If less than 50 ml is being collected, there are no additional restrictions with regard to
hemoglobin or hematocrit.

2. If a volume greater than 50 but less than 200 ml is being collected for “no-benefit” studies,
hemoglobin levels should be >11.0 g/dl for males and >9.5 g/dl for females with MCVs >85
fl (These restrictions would not apply if iron deficiency anemia or other forms of anemia
were critical for inclusion in the study.).

3. The cumulative volume withdrawn or collected may not exceed 450 ml per twelve-week
period (this maximum includes blood being drawn for clinical purposes) from patients 18
years of age or older in good health and not pregnant.

C. Additional Requirements for Children (Subjects under 18 years of age

1. No more than three (3) skin punctures are to be made in any single attempt to draw blood,
and the frequency of punctures does not exceed twice per week.

2. The volume of blood withdrawn, including blood for clinical purposes, does not exceed the
lesser of 50 ml or 3 ml/kg in an eight week period and collection may not occur more
frequently than 2 times per week.

3. The cumulative volume of clinical and research blood withdrawn per eight-week period

does not exceed six per cent (6.0%) of the child’s total blood volume.
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4. In patients from whom blood is already being drawn for clinical purposes and when the
research is directly related to the child’s condition, there is no maximum number of extra
volume specimens which can be collected as long as the preceding requirements are met.

5. Insubjects from whom blood is not already being drawn for clinical purposes, the maximum
number of allowable separate specimens (again, within the limits of the preceding restrictions)
depends upon the child’s age and whether the research is directly related to the child’s
condition.

D. Cord Blood

Cord blood from newborns can be used without restrictions when blood is extracted from the
placental side of the cord, after it has been clamped and severed.

E. Consent

Oral consent is generally sufficient to collect additional volume (within the limits specified above
for minimal risk) from patients in whom blood is being drawn for clinical purposes.
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Guidelines and Policy on Informed Consent

A General Requirements

Except as described below, investigators may not enroll human subjects in research unless
they have obtained the legally effective, written, informed consent of the subject or the
subject’s legally authorized representative, prior to enrollment of the subject in the research.
Investigators are responsible for ensuring that subjects, or their representatives, are given
sufficient opportunity to consider whether or not to participate and must seek to avoid
coercion or undue influence. Information given to potential subjects or their representatives
must be in language that is understandable to the subject or representative. No process of
obtaining consent may include language through which the subject waives any of their
legal rights or releases or appears to release the investigator, sponsor, or institution or its
agents from liability for negligence.

B Elements of Informed Consent

A current sample informed consent document with required phraseology may be found in
Appendix B-2. The sample consent form contains all the required elements of consent. The
HEC requires that all consent forms be written in the first person, e.g., “I understand
that...”. The following are the basic required elements:

1. A statement that the study involves research, an explanation of the purpose of the
proposed research, the duration of the subject’s participation, a description of the
procedures, and which procedures are experimental;

2. The number of subjects that will be involved with the study, totally and at TMC;

3. A description of reasonably foreseeable risks or discomforts that the subjects may
encounter, and, if appropriate, a statement that some risks are currently unforeseeable;

4. A description of possible benefits, if any, to the subject and others which may be
reasonably expected. It should be stated that since it is an experimental treatment or
procedure, no benefits can be guaranteed,;

5. Adiscussion of possible alternative procedures or treatments, if any, which are available
to the subject. One alternative might be to choose not to participate in the research
and this will not affect the usual standard of care;

6.  Adiscussion of how confidentiality of records associated with the subject will be maintained;

7. A description of any compensation or reimbursement for time, inconvenience, travel,
parking, and other similar costs to the subject;

8. A description of any provisions for treatment of or compensation for research related
injury;

9. A statement of whom to contact for answers about the research and in the event there is
a research related injury. (This is generally the PI or another staff member closely

Appendix 7: Guidelines and Policy on Informed Consent Page 222



HEC, TMC

associated with the study.) A separate contact must be named for questions concerning
the subject’s rights;

10. A statement that the subjects’ participation is voluntary, that refusal to participate will not
involve penalty or loss of benefits to which the subject is entitled, and that the subject
may discontinue participation at any time without penalty or loss of benefits;

11. If appropriate, any circumstances under which the subjects participation may be
terminated, with or without the subjects consent; and

12. A description of additional costs for which the subject will be responsible, that are likely
to result from participation in the research study.

C WAIVER OF INFORMED CONSENT

The HEC may waive the requirements for obtaining informed consent or approve a consent
procedure which does not include, or which alters, some or all of the elements of informed
consent listed above, provided that:

1. The research involves no more than minimal risk to the subjects

2. The waiver or alteration will not adversely effect the rights and welfare of the subjects
3. The research could not practicably be carried out without the waiver or alteration; and
4

Whenever appropriate, the subjects will be provided with additional pertinent information
after participation.

D DOCUMENTATION OF INFORMED CONSENT

Informed consent must be documented by the use of a written consent form reviewed and
approved by the HEC and signed by the subject or subject’s legally authorized representative.
A copy must be given to the subject or person signing the form. For TMC patients, a copy
of the signed consent form should also be placed in the subject’s medical record. It is
assumed that the consent form is only part of the total consent process in which the
investigator, perhaps using the written consent form as an outline, describes all facets of
the study and answers the subject’s questions. The investigator is responsible for ensuring
that research subjects understand the research procedures and risks. Failure of the
subjects to ask questions should not be construed as understanding on the part of
the subject.

E RECORD RETENTION REQUIREMENTS FOR SUBJECT CONSENT FORMS

1. The PI or project director shall maintain, in a designated location, all executed subject
consents. These consent forms are to be available for inspection by authorized officials of
the HEC, DSMSC, regulatory agencies and sponsors. For DCGI/RA regulated test article
studies, all signed subject consent forms shall be retained by the principal investigator for the
appropriate period(s) specified below.

Drugs: Two (2) years following the date a marketing application is approved or the study is
discontinued.

Devices: Two (2) years after a study is terminated or completed and the records are needed to
support DCGI/ RA approval.
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Policy for Documentation of Informed Consent

I. INFORMED CONSENT PROCESS

1. Informed Consent of Subject : For all biomedical research involving human subjects, the
investigator must obtain the informed consent of the prospective subject or in the case of
an individual who is not capable of giving informed consent, the consent of a legal guardian.
Informed consent is based on the principle that competent individuals are entitled to
choose freely whether to participate in research or not. Informed consent protects the
individual’s freedom of choice and respect for individual’s autonomy.

When research design involves not more than minimal risk (for example, where the research
involves only collecting data from subject’s records) the HEC may waive off some of the
elements of informed consent.

Waiver of informed consent could also be considered during conditions of emergency.
However, this would be permissible only if HEC has already approved the study or use of
drug. However, the patient or the legal guardian should be informed after she/he regains
consciousness or is able to understand the study.

2. Obligations of investigators regarding informed consent : The investigator has the
duty to —

i.  Communicate to prospective subjects all the information necessary for informed consent.
There should not be any restriction on subject’s right to ask any questions related to
the study as any restriction on this undermines the validity of informed consent.

ii. Exclude the possibility of unjustified deception, undue influence and intimidation.
Deception of the subject is not permissible. However, sometimes information can be
withheld till the completion of study, if such information would jeopardize the validity
of research.

iii. Seek consent only after the prospective subject is adequately informed. Investigator
should not give any unjustifiable assurances to prospective subject, which may influence
the subject’s decision to participate in the study.

iv. Asa general rule obtain from each prospective subject a signed form as an evidence of
informed consent (written informed consent) preferably witnessed by a person not
related to the trial, and in case of incompetence to do so, a legal guardian or other
duly authorised representative.

v. Renew the informed consent of each subject, if there are material changes in the
conditions or procedures of the research or new information becomes available during
the ongoing trial.
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Not use intimidation in any form which invalidates informed consent. The investigator
must assure prospective subjects that their decision to participate or not will not affect
the patient - clinician relationship or any other benefits to which they are entitled.

Essential information for prospective research subjects: Before requesting an individual’s
consent to participate in research, the investigator must provide the individual with the
following information in the language he or she is able to understand which should not only
be scientifically accurate but should also be sensitive to their social and cultural context :

i.
ii.

iii.

iv.

Vi.

Vii.

Viii.

iX.

Xi.

Xii.

Xiii.

Xiv.

XV.

the aims and methods of the research;
the expected duration of the subject participation;

the benefits that might reasonably be expected as an outcome of research to the subject
or to others;

any alternative procedures or courses of treatment that might be as advantageous to the
subject as the procedure or treatment to which she / he is being subjected;

any foreseeable risk or discomfort to the subject resulting from participation in the
study;

right to prevent use of his / her biological sample (DNA, cell-line, etc.) at any time
during the conduct of the research;

the extent to which confidentiality of records could be maintained ie., the limits to
which the investigator would be able to safeguard confidentiality and the anticipated
consequences of breach of confidentiality;

responsibility of investigators;
free treatment for research related injury by the investigator / institution;
compensation of subjects for disability or death resulting from such injury;

freedom of individual / family to participate and to withdraw from research anytime
without penalty or loss of benefits which the subject would otherwise be entitled to;

the identity of the research teams and contact persons with address and phone numbers;

foreseeable extent of information on possible current and future uses of the biological
material and of the data to be generated from the research and if the material is likely
to be used for secondary purposes or would be shared with others, clear mention of
the same;

risk of discovery of biologically sensitive information;

publication, if any, including photographs and pedigree charts.

The quality of the consent of certain social groups requires careful consideration as their agreement
to volunteer may be unduly influenced by the Investigator.

This is accomplished as part of the total consent process by using a consent form that has been

reviewed and approved by the HEC. Confusion sometimes arises as to who can obtain consent
and who can be designated to sign the consent form. The following are the acceptable methods
for documentation of informed consent of human research subjects at TMC:
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1. The HEC must be made aware of the person (s) who will be conducting the consent interviews.
These faculty/staff members should be the only personnel allowed to obtain consent unless
indicated otherwise. The HEC requires that the person obtaining consent is medically trained.

2. Each subject (or their legally authorized representative) must be provided adequate time to
read and review the consent form, in addition to being advised of the procedures, risks,
potential benefit, alternatives to participation, etc. This is frequently accomplished using
the consent form as an outline for the interview process.

3. After completing the consent interview and assuring that the subject (or their representative)
has no further questions and agrees to participate in the research activity, the interviewer
should instruct the subject to sign and date the consent form in the appropriate spaces.

4. A witness must sign and date in the appropriate spaces. The witness cannot be the person
conducting the consent interview, but is not further restricted.

5. The person conducting the consent interview must then sign and date the consent form in
the appropriate spaces (PI or designee). It is assumed that in most cases, all persons
signing the consent form will do so at the conclusion of the consent interview.

6. Each subject (or their representative) must be given a copy of the signed consent form. The
original consent form should be filed in such a manner as to insure immediate retrieval
when required by auditing entities, HEC, or sponsor monitors.

7. The regulations are clear that written documentation informed consent is required. Therefore,
obtaining consent from an authorized third party via the telephone is not acceptable.

8. The regulations also include provisions for approval of a waiver or alteration of part or all
of the consent process. The HEC will consider written requests for waiver or alteration of
the process when accompanied by sufficient justification.

9. Obtaining informed consent from subjects must be accomplished prior to performing the
research activity and using only an HEC approved consent form. Written requests for
amendments to an existing consent form must be approved by the HEC prior to
implementation.

10. Upon receipt of an HEC approved consent form, all old versions should be discarded to
prevent inadvertent use of an outdated consent form. Copies of the most recently approved
consent form may be made and should be used until superceded by an amended consent
form. The consent form must be reviewed at least annually as part of the continuing review
process.
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Health Record Research

The following is the HEC policy concerning research involving the study of medical records or
other forms of health information.

Research projects may involve the study of Patient case files with the stipulations described
below. Such studies raise issues of confidentiality that must be carefully addressed by the
investigator and the official custodian of the records. If it is anticipated that an individual’s
records or specimens will likely be used for research purposes, the potential subject should be
informed of the potential use of such materials upon entry into the institution or program in
which the materials will be developed or collected and be given an opportunity to either
provide or refuse consent to such research. Patient case files may always be used or disclosed
for research purposes if it has been de-identified and linkage back to a specific patient would
not be possible.

To use or disclose identifiable Patient case files without authorization of the research participant,
the investigator must accomplish one of the following:

1) complete and submit an HEC Form to request waiver of the requirements for obtaining
informed consent;

2) provide written documentation that the use of disclosure of patient case files is solely used
to design a research protocol or to assess feasibility of conducting a study, or;

3) Document that the use or disclosure is solely for research on the patient case files of
decedents.

Investigators must maintain in their files a letter from the HEC identifying the date on which the
waiver or alteration of the requirements to obtain informed consent was approved by the HEC,
and a statement that the HEC has determined that the waiver or alteration satisfies the following
criteria:

1)  The use or disclosure of patient case files involves no more than minimal risk to the
research participants;

2) The alteration or waiver will not adversely affect the privacy rights and welfare of the
subjects;

3) The research cannot practicably be conducted without the alteration or waiver;

4)  The research could not practicably be conducted without access to or the use of the patient
case files;

5) The privacy risks to individuals whose Patient case files is to be used or disclosed are

reasonable in relation to the anticipated benefits, if any, to the individuals, and the importance
of the knowledge that may reasonable be expected to result from the research;

6) There is an adequate plan to protect the identifiers from improper use and disclosure;
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7) There is an adequate plan to destroy the identifiers at the earliest possible opportunity
consistent with the conduct of the research, unless there is a health or research justification
for retaining the identifiers, and,;

8) There are adequate written assurances that the Patient case files will not be reused or
disclosed to any other person or entity, except as required by law, for authorized oversight
of the research project, or for other research for which the use or disclosure of Patient case
files would be permitted by this policy.

The HEC letter should also contain a brief description of the Patient case files for which use or
access has been determined by the HEC to be necessary, a statement that the waiver or alteration
was approved by Expedited Review or at a convened meeting, and the letter should be signed
by the HEC Chair or the Chair’s designee.

Research use or disclosure of identifiable Patient case files with authorization of the research
participant is permitted providing that use or disclosure is for only the Patient case files that was
originally authorized. In order to use or disclose additional information, the investigator would
either have to obtain consent or request a waiver of the requirements to obtain consent.
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Guidelines for Research Protocols which require
Collection and Storage of Genetics Materials

For the purpose of these guidelines, “Genetic Materials” are defined as human tissue samples
(blood, serum, tumor, etc.) on which genetic related research, such as biochemical studies of
inherited human traits or identification of DNA mutations, may be performed.

A.

i.

ii.

Previously acquired samples

Previously acquired genetic material may be used if identifiers are stripped irrevocably from
samples.

If identifiers are present, experiments not described in present protocols must be submitted
for HEC review.

Prospectively acquired samples

Anonymous samples (further identification made impossible)

i.

ii.

iii.

iv.

Ownership of genetic material will generally remain with the institution. This must be
stated in the consent form.

The general scope of the investigations must be explained in the consent form, but
new avenues of investigation in the future are permissible if this possibility is explained
in the consent form.

Whether the genetic material will be shared by other investigators should be explicit in
the consent form.

The consent form should make clear that no specific information relative to the individual
donor will be forthcoming; however, information that accrues from the study that is
valuable to society may be shared with the individual.

Identified samples

i.

If genetic material is linked to the donor by specific identifiers, ownership of the
material will generally remain with the institution. If a commercial use is anticipated
for the genetic material, the individual must be notified. The general policy of ownership
should be stated in the consent form using the following wording:

“I understand that additional or “leftover” (blood, serum, tumor, etc.) tissue may be
used for future research which may result in financial gain for TMC and the researchers.
I also understand that my donated tissue will be one of many that are used in the
research and it will be virtually impossible to attribute findings to any one sample. I
understand, however, that I am not otherwise waiving any of my legal rights by
participating in this study.”
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If identifiers are present, new experiments must be reviewed by the EC and new
consent obtained from the research participant regardless of the details of ownership.

The investigator may include a provision in the consent form for new experiments not
requiring new consent if identifiers are irrevocably removed from the samples. If the
investigator anticipates future experiments without identifiers, this possibility should be
present in the original consent form. The methods for removal of identifiers must be
approved by the EC. Removal of identifiers must not be employed as a method of
avoiding ownership issues.

A satisfactory method for sharing or withholding information gained by the research
must be in the research protocol and clearly indicated in the consent form.

Details for sharing or not sharing the genetic material with other investigators must be
present in the protocol and clearly indicated in the consent form.

The length of time the genetic material will be maintained must be indicated in the
consent form.

C. Donation of genetic material as a requirement for participation in a research protocol.

i.

ii.

iii.

Donation of genetic material may be required for participation in a protocol only if the
presence of the genetic material is necessary to satisfy the central question of the
research.

The investigator will be required to make a clear case in the research protocol for the
necessity of the genetic material, if donation of genetic material is mandatory.

This policy applies to genetic material with or without identifiers. APP11/V1

Appendix 10: Guidelines for Research Protocols which require Collection and Storage of Genetics Materials Page 230



HEC, TMC
APP11/V1

Guidelines for Submission and HEC review of Gene Therapy /
Gene Transfer Protocols

As of October 10, 2000 the ICMR formulated Ethical Guidelines for Biomedical Research on
Human Subjects. ICMRs goal is to insure that no research participant is enrolled in a human
gene therapy/gene transfer research protocol before the local HEC have the benefit of the broad
perspective and experience in protocol review and risk assessment.

In November 2001, the Department of Biotechnology also finalised the Ethical Policies on the
Human Genome, Genetic Research and Services.

Guidelines are available at the Office of Biotechnology Activities Internet site http://dbtindia.nic.in/
ethical.html

The following items are required to be addressed in the protocol to provide the necessary
information for HEC review:

A. Background and justification
i Why is this disease a good candidate for gene transfer or gene therapy?

ii ~ What previous work has been done, including studies of animals and cultured cell models?
Does the work demonstrate effective gene delivery? How does the proposed study relate to
previous work?

iii Is the disease course sufficiently predictable to allow for meaningful assessment of the
results of the treatment proposed?

iv. What level of gene expression is presumed to be required to achieve the desired effect?

v Given responses to the above questions, is there a sufficient justification for the investigator
to proceed at this point to a clinical trial?

B. Research design

i What are the objectives of the proposed study (e.g., establishing feasibility or relative safety
of the gene transfer, determining therapeutic effectiveness, establishing a safe dose range,
demonstrating proof of principle, etc.)?

i Is the goal of the study to ameliorate or cure disease or to enhance healthy individuals?

iii  What is the target tissue for gene transfer (e.g., bone marrow cells, skeletal muscle cells,
respiratory epithelial cells, central nervous system tissue, etc.)?

iv. What method(s) (e.g., direct injection, inhalation, ex vivo genetic modification with injection
of modified cells) and reagent(s) (e.g., vectors based on retroviruses, adenoviruses, adeno-
associated viruses, herpes viruses) will be employed for gene delivery? What is the rationale
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for their use? Are other methods or reagents known that are more appropriate with regard to
efficacy, safety, and stability?

How will the investigator determine the proportion of cells that acquires and expresses the
added DNA?

How will the investigator determine if the product is biologically active?

Is the planned statistical treatment appropriate: i.e., is it likely to provide valid answers to
the study question?

Is it reasonable to expect that the research design proposed will meet the investigator’s
objectives?

Procedures

What research-specific procedures and research-specific investigations are required by the
study over and above those that would be required for patients receiving standard clinical
care (e.g., physical examinations, venous or arterial blood tests, collection of target cells,
imaging procedures, irradiation, chemotherapy, direct injection of vector, re-injection of
genetically modified cells, organ or tissue transplantation, surgery, tissue/tumor donation,
questionnaires, interviews)?

Is long term follow-up appropriate or essential for this protocol? If long term follow-up is
proposed, is there justification for the number of visits and the length of time required? Is
such follow-up feasible in the case of this protocol (e.g., have provisions been made for
subjects who move? Is adequate funding available for such follow-up?)?

What are the procedures for obtaining or maintaining information in a data/DNA bank (e.g.,
use of identifiers, limitation on access, need for consent, sharing with other investigators,
duration of storage, future subject contact)?

Are all of the research-specific procedures necessary? In combination with data collected in
the course of clinical care, is it reasonable to expect that the information produced by this
study will be sufficient to answer the research question?

Confidentiality

Are the practical steps for maintaining confidentiality of data/records/database information
clearly specified and adequate (e.g., encryption, use of unique identifiers, sequestering of
records, security measures)?

Subject selection

How has the study population been defined?

Has an adequate rationale been provided for each eligibility criterion (e.g., safety considerations,
definition of disease, avoidance of additional concurrent therapies, administrative
considerations)? Do they strike a defensible balance between scientific validity and
generalizability (i.e., is the study population sufficiently, but not unduly, restricted so as to
yield interpretable results)?

How will subjects be recruited? If a cohort of eligible patients exists, how will selection be
made amongst them? If several trials exist for which the same patients are eligible, how will
this be presented to prospective subjects?
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Does the definition of the research population reflect appropriate scientific, clinical, and
ethical norms? In recruiting and negotiating with potential subjects, have the norms of
nondiscrimination been respected?

Risks, discomforts, and benefits

What risks and discomforts are associated with the research-specific procedures and
investigations (e.g., surgery, chemotherapy, radiation, bone marrow transplantation)? Have
they been minimized?

If a virus-mediated gene transfer is proposed, what is the potential for the presence of a
replication-competent or pathological virus or other form of contaminants? How sensitive
are the tests to detect such viruses or contaminants? What level of viral presence or other
form of contamination would be tolerable in this protocol?

Has the possibility of vertical transmission (i.e., gene insertion into germ cells or a fetus) or
horizontal transmission (e.g., to family members or health care staff) been considered?
What measures have been taken to minimize the risks of transmission? Are other measures
possible? If transmission were to occur, what would be the consequences?

What are the risks for the vector to activate an oncogene or inactivate a tumor suppressor
gene leading to vector-related malignancy?

Are the risks and discomforts of the study justified given the potential benefit to subjects and
the scientific importance of the research?

Information to subjects

Have prospective participants been adequately informed of the following:

1. What is being studied and why, giving details about study procedures, known or potential
risks, discomforts and benefits, and alternatives to participation;

2. Their rights: (a) to information on an ongoing basis, confidentiality with regard to their
participation and handling of their data, and the right to consult with others before
making a decision whether to participate; and (b) to withdraw from the study without
penalty or loss of benefits, as well as of any health consequences of withdrawal for
themselves or their immediate contacts, or limitations on withdrawal, if any;

3. Any special issues related to this gene therapy trial, such as uncertainty associated with
short and long term risks and benefits or the possibility of media attention; and

4. Any commercial or financial interests in the research.

Have prospective participants been provided this information in simple language, using
translation where necessary, with answers to their questions, referral to other sources of
information, and adequate time to make up their minds whether to participate?

If there is no individual benefit from participation in the research, has this been appropriately
disclosed?

Will the general study results be made available to subjects?

Do all of the elements of the consent process combine to allow subjects a full opportunity
to make an informed choice?

Reference: Ethical Guidelines for Biomedical Research on Human Subjects ICMR 2000
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Recommended Terms for use in Consent Forms

To facilitate understanding of consent forms by the subject, it is recommended that the language
used is at a reading level of an 12 year old. The following lay terms, definitions and suggestions
are recommended to help investigators in this process.

abdominal

acute

adjuvant

adverse effect
agitation

allergic reaction
ambulate (-ation —ory)
Ameliorate

analgesia

anaphylactic reaction

anemia
anesthetic (local)

anesthetic (general)

anorexia
arrhythmia
aspiration
asymptomatic
barrier method
benign

bolus
bradycardia
carcinogenic
carcinoma
cardiac
catheter
central nervous system
cerebral
cessation
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the body cavity containing the stomach, intestines, liver, and other
organs

new; recent; sudden

helpful; assisting; aiding

bad side effect

Upset

itching and swelling; rash; trouble breathing
walk; able to walk; ability to walk

make smaller or less, reduce

pain relief

a severe and sometimes dangerous reaction which may cause problems
breathing, fainting, itching and skin rash

low red blood cell count

a drug used to decrease the feeling of pain by numbing an area of the
body, without putting you to sleep

a drug used to decrease the feeling of pain or eliminate the feeling of
pain by putting you to sleep.

lack of appetite

abnormal heartbeat

removal by using a sucking machine; fluid entering the lungs
without symptoms; having no symptoms

diaphragm and condom (with spermicide), cervical cap, or sponge
not malignant; usually without serious consequences

an amount given all at once

slow heartbeat

capable of causing cancer

a type of cancer

heart

a tube in a vein for withdrawing or putting fluids into my blood
the brain and spinal cord

the brain; of the brain

stopping
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CHD coronary heart disease; heart disease

chemotherapy treatment of a disease, usually cancer, with chemical agents

chronic continuing for a long time

clinical status state of health, how you are doing and feeling

Clinical trial an experiment in patients

completed Done

congenital Occurring prior to birth, due to parent’s genetic input

conjunctivitis irritation and redness of the thin covering of the eye

Consequences result or effects

controlled trial study in which the experimental treatment is compared to a standard
treatment

conventional therapy standard treatment

coronary pertaining to the blood vessels that supply the heart

CT (CAT) scan computerized series of x-rays

cutaneous relating to the skin

Culture take a sample of blood, fluid, or tissue to see if bacteria or viruses can
be found in it

dehydration loss of fluids

dermatologic pertaining to the skin

diastolic the lower number in a blood pressure reading

dilation expansion or stretching

discomfort pain; uncomfortable feeling

disseminated widely-spread, all through the body

distal toward the end; away from the center of the body

diuretic water pill; drug that causes an increase in urination

double-blind neither the subject nor physician can know what is beinggiven

dysfunction improper function

dysplasia abnormal cells

echocardiogram sound wave test of the heart

edema fluid in the tissues; puffiness; swelling

efficacy producing a positive result

electrocardiogram heart test; tracing of heartbeat or heart rhythm

emesis vomiting

endoscopic examination of the inside of the body with a lighted tube

epidural outside the spinal cord

eradicate get rid of

Erythrocyte red blood cell

FDA Food and Drug Administration; the branch of the government that
approves new drugs

fibrillation irregular heartbeat

fibrous like scar tissue
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gastrointestinal
granulocyte
hematocrit
hematoma

holter monitor
hormonal therapy
hypertension
hypotension
hypoxia
immunosuppressive

incidence

infarct

infectious occurrences
inflammation

infusion

intravenous

intubate

ischemia

lactating
laparotomy

lethargy
lumen
lymphocyte
Malaise
malignancy

marrow suppression
metastasis
monoclonal antibody
morbidity

mortality

motility

MRI

murine

myalgia

myocardial infarction
nasogastric tube
Necrosis
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stomach and intestines

white blood cell

number of red blood cells

bruise; black and blue mark

portable machine for recording heartbeats
treatment with hormones

high blood pressure

low blood pressure

low oxygen level in the blood

a drug or therapy that reduces the body’s ability to fight infection;
helps prevent rejection of a transplanted organ

number of times it happens

death of tissue due to loss of blood flow

infections

swelling which is usually painful, red and warm

putting a substance into the body, usually into the blood
putting it into the vein

the placement of a tube into the airway

decrease in oxygen in a tissue, usually because of decreased blood
flow

producing milk

a procedure where an incision is made in the abdominal wall to
enable a physician to look at the organs

sleepiness; lack of energy

cavity of an organ; inside a blood vessel

a type of white blood cell important for defense against infections
feeling bad; a feeling of bodily discomfort

cancer which usually spreads and may be fatal if not successfully
treated

decreased growth of the bone marrow

spread of cancer cells from one part of the body to another
very specific, purified antibody

sickness/illness

death

the ability to move

pictures of the body created using magnetic rather than x-ray energy
obtained from mice

muscle aches

heart attack

a tube from the nose to the stomach

death of tissue
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neoplasia
neural
neutropenia
non-invasive
obviate
occlusion
occult blood test
Oncology
Ophthalmic
orthopedic
OSteopOrosis

ovaries
pancytopenia
percutaneous
perforation
phlebitis
placebo
platelets
post-
prenatal
probability
prognosis
prophylaxis
prosthesis
proximal
psychosis
pulmonary
QID
Radiotherapy
randomly assigned

recur
refractory
regimen

relapse

remission

renal

resect

respiratory failure

HEC, TMC

a tumor that may be cancerous or non-cancerous
brain or nerves

decrease in white blood cells

not breaking, cutting or entering the skin

to prevent

closing; obstruction

testing a stool sample for trace amounts of blood
the study of tumors or cancer

pertaining to the eye

pertaining to bones

bone disorder resulting from loss of bone leading to increased risk of
fracture

female sex glands that release the egg cells

low number of blood cells

through the skin

puncture, tear or hole

irritation or inflammation of a vein

inactive medication; dummy pill; sugar tablet; containing no medication
blood cells that help the blood clot normally

after

before birth

chance

outlook, probably outcomes

A drug given to prevent disease or infection
artificial body parts, such as arms, legs, hips

closer to the center of the body, away from the end
major psychiatric problem

pertaining to the lungs

four times a day

treatment with radiation

similar to the toss of a coin; assignment to a treatment group by
chance

happen again

not responding to treatment

pattern of giving treatment

return or reappearance of a disease

disappearance of evidence of cancer or other disease
kidney

remove or cut out surgically

lung failure; stop breathing
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somnolence
staging
stenosis
stratify
subcutaneous
subsequent
supine
symptomatic
syndrome
systolic
tachycardia
taper
therapy
thrombosis
titration
topical
toxicity
transdermal
transient
trauma

trial

uptake
uremia
varices

vasodilation
vasospasm

vehicle preparation
venipuncture

via

waive

sleepiness

a determination of the extent of the disease
narrowing of a duct, tube, or blood vessel
arrange in groups by age, sex, etc., for analysis
under the skin

another, next

lying on the back

having symptoms

a condition with a certain set of symptoms

the top number in blood pressure

fast heart beat

decrease; reduce

treatment

to get or have a blood clot in a blood vessel
gradual alteration of a drug dose to get the desired effect
applied to the skin

harm; problem; poisoning; unwanted side effect
through the skin

short-term; brief

injury; wound

study

taking a substance into the body and the cells
kidney failure
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enlarged veins, usually in the legs or lining of the tube connecting the

mouth to the stomach
widening of the blood vessels

narrowing of blood vessels due to a spasm of the vessel walls

placebo cream; inactive preparation
taking blood from the vein
by

give up
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