>

,.
>

Office of Clinical/Research

~ irstFriday,
7 F

Health. LIVES HOPE.



@ Hedlth

Learning Objectives:

1) Define umbrella protocol as used in chart review research and collection
of clinical samples

2) Identify operational tools to implement an umbrella chart review
protocol for a department or research group

3) Understand the regulations that apply to umbrella protocols

Target Audience:

Clinical Research Professionals (CRPs) at UC/H and Cincinnati Children's
Hospital Medical Center (CCHMC): including Principal Investigators (Pls),
Research Nurses (RNs), Critical Care Unit Nurses (RNs), Pharmacy
Technicians and Regulatory Specialists.



@ Hedlth

Off-Label Disclosure Statement:

Faculty members are required to inform the audience when they are discussing off-label, unapproved uses of devices and
drugs. Physicians should consult full prescribing information before using any product mentioned during this educational
activity.

Learner Assurance Statement

The University of Cincinnati is committed to resolving all conflicts of interest issues that could arise as a result of
prospective faculty members' significant relationships with drug or device manufacturer(s). The University of Cincinnati is
committed to retaining only those speakers with financial interests that can be reconciled with the goals and educational
integrity of the CME activity.

Accreditation Statement for Directly Sponsored Activity
The University of Cincinnati is accredited by the Accreditation Council for Continuing Medical Education (ACCME) to
provide continuing medical education for physicians.

The University of Cincinnati designates this live activity for a maximum of 1 AMA PRA Category 1 Credit™. Participants
should claim only the credit commensurate with the extent of their participation in the activity.

**CRPs, NPs, PAs, and RNs can count activities certified for AMA PRA Category 1 credit™ for professional credit reporting
purposes. Other healthcare professionals should inquire with their certifying or licensing boards.**

Disclaimer Statement

The opinions expressed during the live activity are those of the faculty and do not necessarily represent the views of the
University of Cincinnati. The information is presented for the purpose of advancing the attendees' professional
development.
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Speaker Disclosure:

In accordance with the ACCME Standards for Commercial Support of CME, the speakers for this course have been asked to
disclose to participants the existence of any financial interest and/or relationship(s) (e.g., paid speaker, employee, paid
consultant on a board and/or committee for a commercial company) that would potentially affect the objectivity of his/her
presentation or whose products or services may be mentioned during their presentation. The following disclosures were made:

Planning Committee Members:

» Maria Stivers, MS, CIP; Course Director — No Relevant Relationships

* Nathaniel L. Harris, BS, Course Coordinator — No Relevant Relationships

« Zachary Johnson, BS — No Relevant Relationships

« Brandon Armstrong, CME Program Coordinator — No Relevant Relationships

Speakers:

Hilary Perez, PhD, CCRP Mike Linke, PhD

Clinical Research Manager Chair, University of Cincinnati IRB
Department of Neurosurgery Chair, StrokeNet Central IRB
University of Cincinnati No Relevant Relationships

No Relevant Relationships



OCR Announcements: @ Hedlth.

December 2021 Study of the Month #1

What
The purpose of this study is to evaluate the | efficacy
of an investigational drug for children and a nts with

ADHD for whiom stimulant medications ane unsuitable,
intolerable, or meffectie.

Who

Childran and adolescencs 6-17 wears of age who lence
ADHD symiptoms or have been diagnosed with ADHD.
Pay

Participants may receive compensation for transportation
and/or time for study visits. All study visits, tests,
procedures and medications will be provided at no cost
o participanis.

Details
For more informaation, visit www_ ADHDleaguestudy.com
or contact Emily Baltes-Thompson at 513-558-3952 or
baltesecgucmail o adu.

I&" Health.
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OCR Announcements:

@ Hedlth

December 2021 Study of the Month #2

Schizophrenia Study

Study for Individuals with Schizophrenia

Whiat
Soduum benzoate is a common food additive which is being
ima=stigaited as a potential treatment for schizophrenia. This
outpatient study will look at the safety of sodivm berrate,
and at how weell it weorks in improwing symipboms of
schiznphrenia when added to existing medication. Sodium
bercoate & investigatioral because it has not been 2pprosed
by the= LS. Food and Dinsg Administration (FOK) for this use.

Who
Men and wamen 18-45 years old who haee been diagnosed
with schizophrenia fior at least 2 years, are currently receiving
outpatient treatment, and hawe not been hospitalized for
schizophrenia symptomes ower the ket 3 months.

2a
2

Particpants will receive payment for time and tavel up

to SE00.

Dlertails
For more informetion, contact Karen Tugrul, BN
at 513-558-6831 or tugnulic@uomailuc edu.

T Hedlth.
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OCR Announcements: @ Hedlth

Compliance
Corner

Westchester Hospital (WCH) Study review and approval

Clinical research studies at West Chester Hospital (WCH), including hospital-based clinics, must go
through WCH senior leadership for approval before research begins. WCH approval is usually the last
step in the UCH Research Approval Process, allowing all ancillary services to review feasibility and
approve prior to WCH approval. Please note: WCH Executive Leadership meets on Mondays and
Fridays. Depending on when the ancillary services approve the research impacts when it is scheduled
for WCH review. The research can be approved without WCH review and approval and this site
approval comes at a later date, or the WCH site can be added to the REDCap submission at a later
time.
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UC Health Clinical Research Orientation and Training
(CRO&T)

Thursday, December 9t", 2021
9:00 am - 3:00 pm

Virtual presentation

The last day of registration is EOB TODAY,
December 3", 2021




Special OCR Town Hall Lunch & Learn Sessions

December 16, 2021: General Clinical Research Q&A

January 20, 2022: Clinical Research Finance, Accounting, Post-Award, and
Invoicing Q&A
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Today’s Presentation:

Understanding and Utilizing Umbrella
Protocols

Hilary Perez, PhD, CCRP

Clinical Research Manager
Department of Neurosurgery
University of Cincinnati

Mike Linke, PhD

Chair, University of Cincinnati Institutional Review Board
Chair, StrokeNet Central IRB



IGNAZ SEMMELWEIS AND
GCHILDBED FEVER

(HE ACTUALLY DID HIS OWN RESEARCH)

Elizabeth J. Kopras
Pulmonary, Critical Care & Sleep Medicine

11/05/2021
University of l@

Conflicts of interest: None.
CINCINNATI



LEARNING OBJECTIVES—PARTIGIPANTS WILL:

 Describe how hand washing reduces illness in the
hospital setting

* Recognize the statistical elements required to compare
two groups

« Explain why handwashing is one of the most effective
actions you can take to reduce the spread of pathogens
and prevent infections

» Historical aspects of scientific advancements, and how
barriers to health care advances are still propagated in_
the modern world

University of

CINCINNATI
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Ignaz Semmelweis

“July 1846. Next week I will take up a
position as “Herr Doktor” at the First
Ward of the maternity clinic of the Vienna
General Hospital.”

“I was frightened when I heard about the
percentage of patients who die in this
clinic.”

28 years old

“This month not less than 36 of the 208

mothers died there, all from puerperal )
fever. Giving birth to a child 1s as . Ofl((['
dangerous as first-degree pneumonia.” CINCINNATI



Ignaz Semmelweis—New job

“Delivery with prolonged dilation almost
inevitably led to death™

“Everything was 1n question; everything
seemed 1nexplicable; everything was
doubtful. Only the large number of deaths
was an unquestionable reality”

University of .l@

CINCINNATI



Puerperal Fever

Childbed fever, Maternal sepsis,
Maternal infection, Puerperal infections

Endometritis --inflammation of the
iInner lining of the uterus

Metrophlebitis --inflammation of the ,
veins of the uterus

Peritonitis --inflammation of the |
Hippocrates

membrane lining of the abdomen ..., W
CINCINNATI

Wl lif




Puerperal Fever—ICD-10

» Diagnosis Code 086.4
Pyrexia of unknown origin following delivery

* Atemperature rise above 38 °C (100.4 °F)
maintained over 24 hours or recurring during
the period from the end of the first to the end
of the 10th day after childbirth or abortion.

University of -l@

CINCINNATI



Puerperal Fever

* 1-2% of vaginal deliveries (2015)
* 5-13% of C-section deliveries
* 11% of pregnancy-related deaths in the US

* Microbial infections—Ureaplasma,
Streptococcus, others

* Antibiotics
http://apps.who.int/iris/bitstream/10665/186171/1/9789241549363 _eng.pdfiiversity of l@
Berenson, AB (April 1990). "Bacteriologic Findings of Post-Cesarian CINCINNATI

Endometritis in Adolescents". Obstetrics and Gynecology. 75 (4): 627—-629.


http://apps.who.int/iris/bitstream/10665/186171/1/9789241549363_eng.pdf

State of knowledge in 1840-50
What causes disease?

e Miasma— bad air or water
* Time of the year

 Unbalanced humours
— Blood-letting (starting to die out in 1820s)

Top causes of death: Tuberculosis,
Dysentery/diarrhea, Cholera, Malaria, Typhoid
Fever, Pneumonia, Diphtheria, Scarlet Fever,

Meningitis, Whooping Cough

University of -l@

CINCINNATI



Antonie van Leeuwenhoek (1632-1723)

. ~1676
e Bacteria

-Cloudy pepper water
: A -First sketch of bacteria
rf & ” d——— -“animalcules”
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Spontaneous Generation 1/86

Living organisms arise from
nonliving matter (grain =>mice)

Lazzaro Spallanzani argued % ~ @ - @

against ‘spontaneous
. ’ Gravy is boiled. Flask is Gravy is teeming
generatl on the Ol'y open. with microorganisms.

But others argued that air was

required for spontaneous A Al
generat10n9 long bOlllng Earnvir iz haled Flask is Gravy is free of
d e St r Oy e d Vit al for ce " ‘ sealed. microorganisms.
University of K‘L
CINCINNATI

https://www.timetoast.com/timelines/history-of-the-spontaneous-generation



State of science in 1840’s

1849 I.ouis Pasteur marries Marie Laurent

1862 Spontaneous generation and germ
theory (used cotton)

1865 Saved the silk industry by heating
silkworm eggs to destroy microbes

1879 Extend germ theory to develop
vaccines for anthrax, cholera, TB, and
smallpox

1873 Started attenuating rabies; used 1t in 1885



Viruses— Tobacco Mosaic Virus (TMV)

1886-- Adolf Mayer
 Described tobacco mosaic disease transmission

1892-- Dmitri lvanovsky
« Filtered out bacteria (‘unculturable tiny bacterium’)
« Sap remained infectious despite filter

1898--Martinus Beijerinck Contagium vivum fluidum

1935--Wendell Meredith Stanley
« Crystalized virus; Nobel prize in chemistry, 1946

1958—Rosalind Franklin spent a month with Stanley
« Designed a model of TMV for the 1958 Worlds’ fair
« Speculated that virus was hollow, ssRNA



Maternity ward deaths:
Hypotheses

* Using what we know, make a testable statement
about cause and effect

* Science—process of creating hypotheses with
the least bias possible

1861--The Etiology, Concept, and Prophylaxis of Childbed Fever
1983 Carter translation
University of K{

CINCINNATI



Mortality Rate (%)

S N A SN X

Are mortality rates stable?

18
16
14
12
10
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Mortality rates by year —
Vienna vs. Dublin

Mortality Rate (%)

-Vienna ﬂ
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Are deaths caused by Miasma?

35- |
- + |
- + r‘l' °
A/ Malaria
_ oF - H .+_1 \'p_
g VAW Yellow fever
g 2, ° < 7 \/
(s : - N
£ 45 + \
10+ »
o i |
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D L B e e et
1 2 3 4 5 6 7 B 9 1 11 12
Menth

& Minimum —+— Maximum

FIGURE 3. Cxtreme mortality rates by month Semmel-
weis used the great difference in the minimum and

maximum to show that outbreaks ol puerperal lever l@
voare 1841 kn 1840 CINCINNATI

http://www.ippnw.org/pdf/mgs/psr-1-1-spirer.pdf



1st Clinic vs 2" Clinic

e (bstetric students e Midwives
e Men e Women

University of -l([

CINCINNATI




/A;e clinic mortality rates the same?

Actually higher, because 1% clinic transfers to general hg_s_gi@_lm AT




1st Clinic vs 2" Clinic

s1840—Male and female students separated

16
14 ° °
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X 12
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Overcrowding?

Universi ity of

CINCINNATI




ﬁvercrowding?

2nd clinic more crowed than 1st

University of ‘l@

‘ CINCINNATI
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Epidemic influences?

* Atmospheric-cosmic-terrestrial conditions

 But the atmosphere is the same for 15t and 2"
clinic

CINCINNATI
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Sick building syndrome?

Could contagion be ‘left over’ in the rooms?

Universi ity of G

CINCINNATI




/ Patients scared to death”?




/ Patients scared to death?

Soldiers are 1n fear-inducing situations and don’t

develop fever
University of ‘l(G
‘ CINCINNATI



. ingle women? Street delivery?




scaring patients?

University of
CINCINNATI




/ Priest scaring patients?

The first intervention that 1s mentioned

University of ‘l@

CINCINNATI




modesty? Presence of men?

Looking for the mechanism of disease

University of ‘l@

‘ CINCINNATI



// Conception ?

University of ‘l@

CINCINNATI




/ "~ Rough handling?

e Mechanism
* True difference between 15t and 219 clinic

* (Could blame foreign students

A




~ Rough handling?

y

e Reduced # of male examiners
e Reduced # of exams

* Gotrid of foreigners




Why would patients of medical
students have higher mortality rates?

* Professor Jakob Kolletschka died from a minor
injury incurred while dissecting a corpse

* Babies also die from fever, along with mothers

* Vienna hospital death rates rose with trainee
access to autopsies—

— Decaying animal organic matter

—Cadaverous and 1chorous particles @
University of
CINCINNATI



Why would patients of medical
students have higher mortality rates?

* Nature and property of materials

* Doctrine of signatures I'm brain

* So, 1t made sense that
dead tissue could make
other tissue dead



/;/ " Cadaverous particles?

* Death rate and anatomy classes

University of ‘l@

CINCINNATI




Hand washing with chlorine

e 1774—Carl Wilhelm Scheele 1solated
e 1785—Claude Berthollet bleached fabrics

* 1820—Antoine Germain Labarraque used to
combat putrefaction in animal
processing

e Disinfected latrines

* Clean stables
* Blackleg 1n cattle

University of -l@‘

CINCINNATI



ﬁand washing with chlorine

{
|

Death rate = 3.57 (15t clinic) 3.06 (2" clinic)




Py

' Hand washing with chlorine

Dublin =1.84% Vienna =2.06%

University of l@

CINCINNATI




Professional response

* Physicians are not to blame
* Gentlemen’s hands are not dirty

* Lots of really bad statistics
* Letters claiming childbed fever rates
were not bad 1n other hospitals, but data
did not agree @

CINCINNATI



Political situation

* 1848 —Hungarian revolution
* Semmelweis's superior, Prof. Johann
Klein, was a conservative Austrian

* Semmelweis application denied

* left Vienna because he was "unable to
endure further frustrations in dealing
with the Viennese medical
establishment”

[



After Vienna 1850-1857

* Unpaid position in a small hospital in
Pest (Budapest, Hungary)

* First evening, told that childbed fever
was raging, but no anatomy classes, so
he was wrong

University of \\t
CINCINNATI



- 1850-1857 Szent Rokus Hospital

)

INNATI




1850-1857 Szent Rokus Hospital

* Starting hand washing
* Separated surgery and maternity

e 1856--Childhood fever deaths = 0.84% !!

e 1857—death rate increased
[Linens were not washed

* Ede Flonan Birly, U. of Pest director,
puerperal fever due to uncleanliness of the
bowel

* Purging was the preferred treatment



1857 --- Got Married !

\
\% -
\\ ‘Ii’?
\\_‘\. HF
Wedding portraits of Ignaz Semmelweis University of l@

and Maria Weidenhofer (1857) Wikipedia CINCINNATI



/18;1 — Publishes ‘Etiology’

* Thought that his previous work should
have proved his hypothesis

* Quiet for four years

» “Experience teaches otherwise”




1861 — Publishes ‘Etiology, Concept,
and Prophylaxis of Childbed Fever

have behaved ;h:-:mduigh: Expenence teaches
medical lecture halls conoinue to resound wit
demic childbed fever and wath discourses ag
Ever new generations of infectors are thereby
life, and it remamns to be scen when the last vill
midwife will infect for the last ttme. The me
the last twelve years continues to swell with re
epidemics, and in 1854 in Vienna, the burthpl
400 maternity patients died from childbed fe
medical works my teachings are either ignored or attacked. The
medical faculty at Wiirzburg awarded a prize to a monograph
written in 1859 in which my teachings were rejected. 1 will ciee

T/
Whole section of “Etiology” devoted to refuting publications -
refuting his work. ATI



1861 — Post ‘Etiology’

Began to denounce prominent European
obstetricians as irresponsible murderers
Drunk and disorderly

Suggested Alzheimer's or syphilis

Friend and colleague (von Hebra) invited him
to ‘visit’ a new 1nstitute
Semmelweis tried to escape.

May have been beaten and injured . fl(d:
CINCINNATI



1865—Epilogue

Semmelweis put 1n straight jacket
Doused with cold water; Laxatives

Infected wound — died two weeks later; 47yo

Death not mentioned at Hungarian Association
of Physicians and Natural Scientists

Pest University maternity clinic mortality rate

0 0 ]
Went from 1 /0 tO 6 A) University of-l@
CINCINNATI



Handwashing proponents

* 1843—Oliver Wendell Holmes, Sr: Physicians with unwashed
hands were responsible for transmitting puerperal fever

* Leading Philadelphia obstetrician, Charles D. Meigs declared
that any practitioner who met with epidemic cases of puerperal
fever was simply “unlucky.”

* 1856 --4 Manuel of the Practice of Medicine, George Hilaro
Barlow

— The influence of cadaverous matter in produceing puerperal
fever, and the efficacy of chlorine as a disinfectant, ar 7 5
remarkably shown in the experiences of the Lyingai o l(‘[‘
Hospital at Vienna. CINCINNATI



Why is handwashing important?

 Health-care associated infections
e Nosocomial infections

¢ ~2,000,000 every year*
* ~99,000 Americans die every year*

https://www.cdc.gov/handhygiene/science/index.html University of l@
CINCINNATI


https://www.cdc.gov/handhygiene/science/index.html

Hand Hygiene--Compliance

MICU August 2020: 85%
MICU August 2021: 50%

HHC % HHC %

49 Broad-scaled educational efforts (1) R1
43 Light-guided nudging (2) 55
64 Data-driven performance feedback (2) R0
49 Interventional handwashing campaign (3) 75
13.2 Hospital acquired infections 9
L
1) Kielar J Prev Med Hyg. 2021; 2) Iversen AM Am J Infect Control. 2021; Untwﬁs\“fgfl\] $T|

3) Gutierrez J Glob Infect Dis. 2021;



............................................................................. J PREV MED HYG 2018; 59: E145-E152

ORIGINAL ARTICLE

Healthcare-associated Clostridium difficile infection:
role of correct hand hygiene in cross-infection control

R. Ragusa', G. Giorgianni®, L. Lupo’, A. Sciacca®, S. Rametta’, M. La Verde®, S. Mulé’, M. Marranzano™
! Clinical Directorate, University Hospital “G. Rodolico™ Catania, Italy: * School of Specialization in Hygiene University of Catania,
Italy; * Department of Medical, Surgical and Advanced Sciences, University of Catania, Italy;* Microbiological Laboratory A.O.U.
Policlinico V. Emanuele, Catania, Italy

. 90
Incidence / Clomiltse
. ~
Area 10000 patient- (%) NS 20 4
days N
General Medicine area 8 70 |-®
1.64 44 =
2016 55 1.64 823 44 = ° °
General Medicine area — 60 L
2015 1.13 47 g
. . 50
Intensive care unit 2016 3 Q °
0.37 457 60 0.37 60 O ¢
Surgical area 2016 10 Gﬁ) 0
gica
0.189 840 65 0.189 65 %’D 30
Paediatric area 2016 38 >
0.55 830 65 b oS s 20
Surgical area 2015 4 0.06 E
0.06 72 < 10
840 72 as
Paediatric area 2015 8 0.19 0.19 73 0
828 78 ’ 0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6

Incidence C diff / 10000 patient-days

CINCINNATI



Childbed fever is still with us

Social Science & Medicine 272 (2021) 113543
Contenrs lists available at ScienceDirect

Social Science & Medicine

journal homepage: http://www.elsevier.com/locate/socscimed

Understanding infection prevention behaviour in maternity wards: A
mixed-methods analysis of hand hygiene in Zanzibar

Micheal de Barra a.,b, ", Giorgia Gon “, Susannah Woodd °, Wendy J. Graham =,
Marijn de Bruin *“, Catherine Kahabuka®, A. Jess Williams *', Khadidja Konate ! Said M. Alis,

Rukaiya Said *, Loveday Penn-Kekana *
University of l@

CINCINNATI
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Your 5 moments for HAND HYGIENE"

- E . I I . O O . . .. Gy

D
n paEtcula the merters of e Hecion

the Hipkua Livesrstares de (enea #U0
Frogames ke Ter ot partc paton n

——

World Health
Grga nization

World Health
Organization
(WHO): WHO
Guidelines on Hand
Hygiene in Health
Care (Advanced
Draft): A Summary.
Geneva,
Switzerland: WHO,
2006.

sity of l@

NCINNATI



The Joint Commission standards require that
health care organizations to:

*implement a hand hygiene program based on regulations, Centers for
Medicare & Medicaid Services (CMS) requirements (if deemed),
manufacturer instructions and evidence-based guidelines (either Centers
for Disease Control and Prevention or World Health Organization)

*identify opportunities to improve compliance with hand hygiene
*set goals to improve compliance based on identified priorities

*monitor compliance with the hand hygiene program and progress toward
goals

eimprove results through appropriate actions

University of l@

CINCINNATI



Handwashing Experiment

* Materials: slices of bread or apples; plastic bags or jars;
marker to label; gloves; time

* Using gloves, put one slice 1n container (control)

* Handle after regular activities

* Handle after washing with soap and water

* Handle after using hand sanitizer
* Wipe on commonly used equipment

* Put each slice 1n a plastic bag or jar; wait l@‘

University of

CINCINNATI

https://www.playdoughtoplato.com/kids-science-growing-germs/



Bread Experiment Results | Jaralee Annice Metcalf

Untouched Dirty hands Soap and Hand Sanitizer Wiped on
water Chromebook

University of ‘l@

L CINCINNATI




https://archive.org/projects/

* (Carter’s version 1s
abridged

* Deletes many data tables,
animal experiments

Die Aetiologie, der Begriff
nd
die Prophylaxis

des

Ki‘ndb,ettfieb'ers.

Von
—
Ignaz Philipp Semmelweis,
Dr Jder Meddicin und Chirurgie, Magister der Geburishilfe, 0. 3. Professor der theoretischen
and practischen Geburtshilfe an der kén. ung. Universitht au Pest
ele rle -
.
_ ity of

CINCINNATI


https://archive.org/projects/

Semmelweis Reflex / Effect

* The reflex-like tendency to reject new
evidence or new knowledge because it

contradicts established norms, beliefs, or
paradigms

* lllustrates ‘invincible social power of false
truths’ (Tomas Szasz)
University of K{

CINCINNATI
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