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Objectives

* Outline the purpose of human subjects
protection regulations and procedures

» Describe general procedures related to IRB
approval and requirements for research

+ Determine appropriate questions and course
of action for sample case studies related to
human subjects protection in research

Anyone volunteering your child?

* A physician decides to test a new vaccine on
children. He injects an 8 year old with a virus
to determine if the child will develop an
immunity to a similar virus.

Result

¢ In 1796, Edward Jenner ing'ected a healthy 8 year old
with cowpox, then 3 months later with smallpox.

« Hailed as discoverer of smallpox vaccine.

s

Ethical?

¢ Spanish immigrant workers are injected with the
agent for yellow fever.

 They are paid $100 to participate.

« If they contracted the disease, they were paid
another $100 (was payable to their family if they
died).

Result

* In 1900 -- Walter Reed did this in Cuba.
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Ethical?

« Deceptive advertising for “special free
treatments” when no treatment was provided
—subjects only went through a painful spinal
tap and other examinations.

* Deliberate withholding of known therapies to
study the progression of untreated disease

(syphilis).

Tuskegee

e 1932-1972: U.S. Public
Health Service study in
Tuskegee, Alabama of
more than 400 black
sharecr(iﬂ)ers
observed for the
natural course of
untreated syphilis.

* In 1947, penicillin was
the standard therapy
for syphilis.

Historical Perspective (US): Human Subjects
Protection

Wichita Jury NIH Ethics Belmont
Study Committee Report

‘ NEJM Article

1955 1964 1966 1978

1948 1962 1964 1974

Nuremberg Thalidomide National
Code Experience Research
Act

Declaration
of Helsinki

Modern Day IRB Function

« BelmontReport (1978) identified 3 principles:

— Respect for Persons: Individuals are autonomous agents and
obligates the researcher to ensure that a participant enters into
the research voluntarily and with adequate information

— Beneficence: Human participants are treated in an ethical
manner- respecting their decisions, protect from harm, and
make efforts to secure their well-being — balance of potential
risks and benefits

— Justice: Equitable distribution of research burdensand benefits
« Including guidelines for

— Obtaining informed consent

— Respect for privacy and confidentiality

— Risk/benefit assessment

Federal Regulations

» HHS Regulation for the Protection of Human
Subjects
— 45 CFR Part 46

 Food and Drug Administration Regulations
— 21 CFR Parts 50 and 56

* HIPAA

Established the IRB (Institutional Review Board) to
provide oversight on all human subjects research to

insure that it meets ethical standards.




So what does
this mean for
me?

4/30/2010

| have a project, what do | do next?

« Is the project
research?
— Ifyes, then it needs
to come to the LG
IRB
—If no, then it does
not need to come to
the LG IRB
¢ Howdo | determine
if it is research?

What is “Research?”

 Federal Regulations define
research as:

— A systematic investigation,
including research
development, testing and
evaluation, designed to
develop or contribute to
generalizable knowledge.

Human Subjects

¢ Human subjects are
defined as:

— "living individual(s) about
whom an investigator
conducting research
obtains (1) data through
intervention or interaction
with the individual, or (2)
identifiable private
information".

When is it Human Subject Research?

Chart 1: In an Acthity Research Invalving Human Subjects.
Covorad by 45 CFR part 467

* The Office for Human
Research Protections (OHRP)
provides guidance to help
determine if an activity is
research involving human
subjects.

« http://www.hhs.gov/ohrp/h
umansubjects/guidance/deci
sioncharts.htm

Research or involve human subjects?

Is the activity a systematic _

investigation designed to
develop or contribute to
generalizable knowledge?
The researchis not
researchinvolving
human subjects.

Activity is research. Does
the research involve
obtaining information

living individuals?

Does the research involve Is the information
intervention or interaction individually identifiable
with the individuals? or private?
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« Intentor design

Research vs Pl (Performance Improvement)

Is the activity a systematic
investigation designed to
develop or contribute to
generalizable knowledge?

— Research
« Generalizable — populations/representative outside LG
« Shared, published or presented outside LG
« Partnerships/collaborations
- Pl
« Understanding or making decisions about LG population only
* LGinternal use only
« LG entities are the only participants

The NEW ENGLAND
JOURNAL o MEDICINE

An Intervention o Decrease Catheter-Related Bloodstream
Infections in the ICU

Catheter-related Blood Stream Infection
‘Care Teas Cheekist

Temese  Towek
Wami  Durieg a1 sese vt o cepera araris fne perions o re-wieen
v whem: Hedside nerse

B

Todey's de - P I . “The results were
- 'CR: stunning. Within three
e = - months, the rate of
e Himesie Dmses bloodstream infections
¥ 3 .
[ p— e Dt from these V. lines fell
Wash s [ehiothesiet ymmeasdypie O O O i
et —— 4 58 08 by two-thirds. The
Erape ot patiat . mecle uskien O oo average |.C.U. cut its
Driag the procadars, e th sl ooo infection rate from 4
::mm‘w 0O 0o percentto zero. Over 18
Mt sl G Ooao months, the program
D8 ol oo seieing wi easecsar i saved more than 1,500
the iberve provestions O oo y
lives and nearly $200
After £ procedare: MR &
T o oao million.
Flease heted farm to the s your ICU,

What do | need for LG IRB Review?

« Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

« Research application (IRB form)
« Investigator disclosure forms (IRB form)

» Consentdocumentation
— Consent form (investigator generated) or
— Waiver of consent (IRB form)

Project Title: Validation of Spatial Scan Data from Syndromic
Surveillance for Common Hinesses in the Lancaster
Community

Include
— Collaborating
investigators/sites
— Background
— Research questions
— Research methods
« Datacollected/sample
justification
« Datacollection
methods (including
instruments if
applicable)
« Studyprocedures
« Analysis
— Additional human
subject justifications
— References

After reading this document, the IRB should know
what the human subjects will experience, risks to
the subjects, the justification/questions to be
answered in the study and have confidence in the
scientific validity/integrity of the study.
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Investigator Disclosure
Form
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Informed Consent

¢ Toinvolve a human being; must have informed consent of
the subject or the subject's legally authorized
representative.

« Voluntary choice of an individual to participate in research
based on purposes, procedures, risks, benefits, and
alternatives

— Full disclosure
— Adequate comprehension
— Voluntary choice to participate
¢ Can be waived
— Could not practicably be carried out without waiver
— No more than minimal risk
— Not alter rights and welfare of subjects.
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¢ Adjust to your
study

¢ May eliminate
sections if not
applicable

« Cancreate
“implied” .
consent if -
applicable
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* Must have
justification —
“inconvenient” is
nota valid
justification

* Include rationale in
research protocol

HIPAA and Research

« Conditions that PHI may be used for research
purposes - written authorization for use
— PHI: name, address, DOB, phone, e-mail, SS#, MRN, other
ID#’s, photos, dates of service (where a subject could
potentially be identified) etc.
 Waiver from the authorization requirementin certain
circumstances:
— Activities preparatory to research;
— Research on decedent’s records;

— When obtaining a subject’s consent would be
impracticable.

Special Cases

« Protected classes (subjects)

— Pregnant mothers and fetus, neonates, children,
prisoners, cogitatively impaired, emergency cases,
terminally ill, elderly and high privacy risk (i.e. HIV)

 Educational research — often exempt
¢ Gradstudents

— LG IRB approval is required for any LG study using LG
data, patients, etc.

— School may also require their own IRB review or
accept LG IRB approval letter




IRB Procedures

¢ Review
— Initial
« Full board review
« Expedited review
« Exemption - IRB reviewed study and determined as exempt

— Continuing review — once approved, reviewed
annually

— Amendments - any changes
 IRB contact

— Toni Phelan, IRB Coordinator
« Ext. 45091
« avphelan@lancastergeneral.org

Case 1l

« Astudy to determine predictive factors of CHF
readmission within 30 days.

« Retrospective cohort study of all CHF admissions
December 2008-March 2009.

« Data are abstracted from patient charts.
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Submit to IRB

Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)

Consent documentation
— Waiver of consent (IRB form)

Most likely an expedited IRB review.

Case 2

A prospective study to enroll moms who are pregnant
with their first child

Purpose: determine factors influencing family growth
and health

Multi-site study: coordinating site PSU College of
Medicine (Hershey) and including LGH, Lehigh Valley,
Reading, Pinnacle, York and Mount Nittany

Phone interview prior to delivery (baseline), post-
partum, 6, 12, 18, 24, 30 and 36 months. Chart review to
collect data labor and delivery data

Linked data by subject identifiers
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Submit to IRB
* Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)

Consent documentation
— Consent form

* Be prepared to discuss vulnerable populations

Full IRB review.

Case 3

¢ Goals:

— Better understand current Interponceﬂtion Care practices
provided by family physicians within the context of well
child visits

— Assess the extent of specific maternal risk factors for
recurrent preterm birth

— Explore maternal attitudes and receptivity to receiving
information about their own health in the context of their
child’s well child visit

¢ Methods

— Anonymous survey of mother conducted at well child
check

— Multisite (LGH is coordinating site)

Specific Proposed Intervention: P
¢ Family Planning:
— Assess women for
contraception use at WCV

— Reinforce increased inter-
pregnancy interval.

— Contraception treatment or
referral

« Depression Screening:
— Screenall women at newborn’s s
wev

— Ifpositive, assess and refer
« Smoking
— Assess smoking status at
newborn’s WCV
— Provide Advice using the 5 A's
« Folic Acid Supplementation
— Recommend folic acid
supplementation at 6 week
Postpartumvisit
— Assess folic acid use at
newborn’s WCV
— Educate about folic acid

Submit to IRB
* Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

* Research application (IRB form)
* Investigator disclosure forms (IRB form)

» Consentdocumentation
— Consent form

* Be prepared to discuss vulnerable populations

Full IRB review.

Case 4

« Todemonstrate that hourly patient rounding (using a
defined protocol which addresses patient pain,
elimination, environment and positioning) by nursing
personnel (Registered Nurses and Patient Care
Assistants) improves patient safety as measured by
patient falls.

¢ Outcome measures: fall rates/patient days, rounding
compliance and measures of inpatient
similarities/risk factors.




Study Design

* Pre vs. Post on 2 nursing units

 Outcome: falls/1,000 patient days
— Adjusted for:
« LOS
« Patient acuity (Elixhauser comorbidity measures)
« Age
« Gender
* Insurance mix
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Submit to IRB
 Nothing - this is a PI project
* But,ifyoudo..........

— Research protocol (investigator generated)

 Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

— Research application (IRB form)
— Investigator disclosure forms (IRB form)
— Consent documentation

» Waiver of consent (IRB form)

Expedited review — exempt research study.

Case 5

« Evaluation of the validity and reliability of the
ERASE pain scale
— Phase 1: Content Validity
« Expertopinion — survey of nursing and physicians
— Phase 2: Criterion Validity
« Compared with 1-10 pain scale on verbal ICU patients
— Phase 3: Construct Validity

 Pre/post turning or ET suctioning measure on post-op
thoracic patients

— Phase 4: Reliability
« Internal consistency and inter-rater reliability

ICUERAS.E. Scale
Date: Time: [ T T [ T T T T T T T
Calm/Quiet

i

Agitation/ |2

Vocalization |3
-

1~ calm/No tension

|2~ Sighttension

3 - Moderate Tension/ Grimacing
a-

Facial
Tension/
Expression

1 - calm/ Cooperative
Repiratory |2 Tachypnea
Response |3

4 Dyspnea with

1.~ Relaxed or Normal tone

Muscle Tone/ |2~ movements
Movement |3~ Moderate Tension/ frequent moverents
4 Batreme rigidity Thrashing

(1)

(1) Elevated MAP

) -Diaphoresis

‘Autonomic
Responses/ -]
other (-
1)

)
Total:

Last pain med (time):
RN initials

ICU E.R-AS.E. Study
Expert Opinion Survey

Phase 1 Submit to IRB
* Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)

Consent documentation
— Waiver of consent (IRB form)

Most likely an expedited IRB review.
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Phase 2 Submit to IRB
Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)

Consent documentation
— Waiver of consent (IRB form)
Be prepared to discuss vulnerable populations

Full IRB review.

Phase 3 Submit to IRB
Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)

Investigator disclosure forms (IRB form)
Consent documentation

— Waiver of consent (IRB form)

Be prepared to discuss vulnerable populations

Full IRB review.

Phase 4 Submit to IRB

Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)
Consent documentation

— Could be either..........
« Waiver of consent (IRB form)
« Consent form (nurses performing evaluations are also subjects)

Be prepared to discuss vulnerable populations

Full IRB review.

Case 6

A study to identify what
factors are most associated
with VAP in post-traumatic
hospital inpatients and
create a risk scoring rubric.
De-identified data from all
2005-2007 trauma patients
(approx 80,000) from PTSF
accredited sites.

Data are electronically
stored in the PTSF registry.

Submit to IRB
Research protocol (investigator generated)

— Research questions, methods, sample sizes and
justification, instruments, data elements collected,
investigators, etc.

Research application (IRB form)
Investigator disclosure forms (IRB form)

Consent documentation
— Waiver of consent (IRB form)

Expedited review — exempt research study.




