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“l need permission to give a drug
to half of my patients,
but not to give it to them all.”

Richard Smithells 1975

Medical experimentation.

I share much of Dr Pappworth’s con-
cern about medical experimentation
(February 22, p.19). However, I am not so
sure as he seems to be that the medical
world can be neatly divided into clinical
experimenters (“‘the bad guys”) and altru-
istic clinicians (“‘the good guys”).

It seems very possible that there is a
more urgent need to protect patients from

the uncontrolled experimentation which
characterises much ‘“accepted medical
practice” by altruistic, but scientifically
uncritical, clinicians. Certainly the
number of patients “at risk” is much
larger than those whose interests are pro-
tected, to a greater or lesser extent, by
ethical committees.

Cardiff  IAIN CHALMERS, MB, BS, MRCOG

World Medicine 5 April 1978, p 18
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Terminology

Simplified
consent

Delayed Opt-out Waiver of
consent consent consent

lan H. de Boer JASN 2016;27:2948-2954

Simplified consent

International Ethical

Guidelines for

«i Australian Government Health-related Research

£ National Health and Medical Research Council Involving Humans

Published on National Health and Medical Research Council (tipswww chve govau)

Prepared by the Council for International

Chapter 2.3: Qualifying or waiving conditions for consent fﬂ. N | H L; 0 l | d b ora t 0 I"YR : °""""a'?ﬁ“;ﬁii"o'i§'5§l icy::"‘:.? e

World Health Organization (WHO)

NIH Collaboratory  About Us  Demonstration Prc

Distributed Research Network

Demonstration Projects » Home

REGULATION (EUJ No 536/2014 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL on PI'OJeCtS

of 16 April 2014 s desgned in part to support the d

on clinical trials on medicinal products for human use. and repealing Directive 2001/ 20/EC data, tooks, and rescurces produced by the Demonstration Projects will be made avilable to the or
¢ exploratory or innowative research activities, and a UH3 award provides support for the second pl

(Text with EEA relevance)

ProTECTS

Title

Canadian Institutes of Health Research, Natural Sciences e —

and Engineering Research Council of Canada, and Social
Sciences and Humanities Research Council of Canada, Tri
-Council Policy Statement: Ethical Conduct for Research
Involving Humans, December 2014.

Seeking informed consent for
simple and efficient trials in the
NHS

Draft guidance: For comment




Waiver of consent trials

A research ethics committee may approve a modification
or waiver of informed consent to research if:

* The research would not otherwise be feasible or practicable,
* The research has important social value, and
* The research poses no more than minimal risk

International Ethical Guidelines for Biomedical
Research Involving Human Subjects, 2016
World Health Organisation

Waiver of consent

The ethical review committee may approve waiver of the
requirement of a signed consent form if the research
carries no more than minimal risk — that is, risk that is no
more likely and not greater than that attached to routine
medical or psychological examination — and if the
procedures to be used are only those for which signed
consent forms are not customarily required outside the
research context. Such waivers may also be approved
when existence of a signed consent form would be an
unjustified threat to the subject’s confidentiality.

International Ethical Guidelines for Biomedical Research Involving Human Subjects

CIOMS and WHO, 2002
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NHMRC Statement Chapter 2.3

overnment
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National Statement on Ethical
Conduct in Human Research

2007 (Updated 2018)

https://www.nhmrc.gov.au/about-us/publications

Chapter 2.3 Scope

* Limited disclosure
* That does not involve deception/concealment
* That does involve active deception/concealment

* Involves limited disclosure and aims to expose illegal

activity
* Opt-out consent

* Waiver
* Waiver

* Waiver in research aiming to expose illegal activity
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https://www.nhmrc.gov.au/about-us/publications
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Chapter 2.3 Conditions

* 2.3.9 Only an HREC may grant waiver of consent for research
using personal information in medical research, or personal
health information.

* Other review bodies may grant waiver of consent for other research.

* 2.3.12 Given the importance of maintaining public confidence in
the research process, it is the responsibility of each institution to
make publicly accessible (for example in annual reports) summary
descriptions of all its research projects for which consent has
been waived under paragraphs 2.3.10 and 2.3.11. Waiver
decisions under paragraph 2.3.11 should not be made publicly
accessible until the research has been completed.

Chapter 2.3 Criteria

a) involvement in the research carries no more than low risk to participants
b) benefits from the research justify any risks of harm associated with not seeking consent

c) impracticable to obtain consent (for example, due to the quantity, age or accessibility of
records)

d) no known or likely reason for thinking that participants would not have consented if they
had been asked

e) sufficient protection of Privacy
f) adequate plan to protect confidentiality of data

g) in case the results have significance for the participants’ welfare there is, where
practicable, a plan for making information arising from the research available to them (for
example, via a disease-specific website or regional news media)

h) possibility of commercial exploitation of derivatives of the data or tissue will not deprive
the participants of any financial benefits to which they would be entitled

i) waiver is not prohibited by State, federal, or international law.



Policy Forum Perspective A] KD

Ethical Issues in Pragmatic Cluster-
Randomized Trials in Dialysis Facilities

Cary E. Goldstein, Charles Weijer, Monica Taljaard, Ahmed A. Al-Jaishi, Erika Basile,
Jamie Brehaut, Charles L. Cook, Jeremy M. Grimshaw, Eduardo Lacson Jr, Craig Lindsay,
Meg Jardine, Laura M. Dember, and Amit X. Garg

Seven Key domains
5. Informed Consent

Waiver justification principles:
feasibility, social value, minimal risk

Goldstein AJKD Publ online 2019

Why do we need to
change?
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Who signs up for opt-in trials?

Table 2. Study Participant Characteristics Compared With USRDS

Characteristic bj:::lgf %" AlLRCTs, Mean (95% Cl) Trials, No. PValue
Total No. of trials 189
Age, y 61.2 58.9 (58.3-59.5) 187 <001
Male sex 55.7 58.8(57.5-60.0) 186 <.001
Comorbid diabetes 44.2 40.4(36.9-43.8) 92 04
Primary renal disease
Diabetic nephropathy 44.2 27.4(24.9-29.9) 89 <.001
Hypertension or vascular 29.0 20.7 (18.3-23.0) 78 <.001
Glomerulonephritis 95 255(22.4-28.5) 84 <.001
Cystic kidney disease 26 5.3(4.6-6.1) 51 <.001
Comarbidities at start of RRT,
all modalities (2011-2013)
Heart failure 29.8 19.9 (15.6-24.3) 33 <.001
Coronary artery disease 17.7 26.7(22.1-31.4) 6 <001
Cerebrovascular disease 8.8 11.1(9.6-12.5) 30 004
Peripheral vascular disease 12.0 15.2 (12.3-18.0) 26 .04
Hemoglobin, g/dL
Prevalent hemodialysis 11.00 11.01(10.83-11.19) 92 88
Prevalent peritoneal dialysis 10.83 .05
Albumin, g/dL
Incident, all modalities 3.20 3.78(3.73-3.82) 79 <.001
(2011-2013)
Vascular access
Catheter 212 12.9(10.3-15.5) 22 <.001
Mortality rate, per 100 18.6 8.9 (7.9-10.0) 126 =001

patient-years (2011-2013)

Variation in practice

Younger

Male

Less diabetes

Less heart failure
More heart disease

Better nutrition

Lower mortality

Smyth JAMA Int Med Pub online July 8, 2019
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Figure 4. Dialysate sodium
(DNa) prescription by country.
Percentage of faciliies in which
=00% of patients use a single
DNa concentration. Abbreviations:
ANZ, Australia/New Zealand; US,
United Stafes; UK, United King-
dom.

Am J Kidney Dis. 2012;59(2):238-248
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Randomised evidence for dialysate sodium

Lower dialysate sodium

IDWG
Lower d[Na+]

Study or Subgroup Mean SD Total

reduces intradialytic weight gain - a good thing

Higher d[Na+]
Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Akdag 2015 1.65 058 22
Beduschi 2012 2.5 063 20
Boquin 1477 1.85 0.85 37
Chambers 2002 235 0865 16
Daugirdas 1985 2.22 081 7
Henrich 1982 18 083 10
Liu 2016 2.8 086 28
Ogden 1978 223 114 12
Quereda 1988 1.88 0.69 g

Total (95% CD
Heterogeneity Chi? = 4.55, df = 8 1P

Test for overall effect: 2 = 3.94 (P < 0.0001)

.V The George Institute

Tested with 302 participants

2,15 076 24 21.9% -0.50([-0.89, -0.11] —_—
279 192 18 39%  -029[-1.22, 0.64]
252 085 37 22.4% -0.57[-0.96, -0.18] —_—

242 07 16 15.3% -0.07 [-0.54, 0.40]
261 087 7 4.3% -033[-1.27, 0.43] e E—
2.2 063 10 11.0% -050[-1.05, 0.05] —
3 08 10 1l4% -0.20[-0.74, 0.34]
268 16 1z 2.7%  -0.45 [-1.56, 0.66]
o 7.1%  -0.04 [-0.73, 0.65]

00.0% -0.37 [-0.55, -0.19] -

Dunlop Cochrane Database

Randomised evidence for dialysate sodium

Lower dialysate sodium increases low blood pressure during dialysis — a bad thing

Lower d[Na+] Higher d[Na+] Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Beduschi 2012 112 9&0 26 864 18.4% 2,82 [1.96, 4.06] ——
Boquin 1977 174 444 132 444 232% 132 [1.10, 1.58] —+
Chambers 2002 28 48 20 48 17 1% 1.40[0.93, 2.11] T
Daugirdas 1985 12 &3 13 62 107% 1.00[0.50, 1.98] —_—t
Henrich 1582 24 180 g 180 93% 3.00[L38 6.50] e —
Quereda 1988 a7 142 56 192 213% 1.72[1.33, 2.25] ——
Total (95% CI) .n% 170 [1.27, 2.29] g
Total events 449 2

2 . i .12 I | | | I |

Heterogeneity, Taut = 0.09; Chi? = 19.36, of = 5 (P = 0.002); = 74% bk

Test for overall effect; 2 = 3.53 (F = 0.0004)

Tested

0' The George Institute
« Global

1 510
Higher d[Na+] Lower d[Na+]

with equivalent of 12 weeks for 100 participants

Dunlop Cochrane Database
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Observations on mortality for DNa d

Hazard Ratio (95% CI) for Mortality
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0.60
SNa <136  SNa 136-137  SNa 138-139  SNa 140-141  SNa > 141
SNa (mEq/L) in “Uniform” DNa facilities
NPts: 3110 2988 3978 3432 2774

Observations from 16,282 patients

5 million people receive renal
replacement therapy
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efaults

Hecking AJKD 2014, 64(6): 969-977

Asia
(0.97-2.16)

North America
(0.64—1.26)
Latin America
(0.37-0.90)
Europe
(0.53-0.83)
Africa
(0.08-0.24)
Oceania

2010 2015 2020 2025 2030

Year Year

N N T T T (0.03—0.05)
2010 2015 2020 2025 2030

Liyanage T, et al. Lancet. 2015;385(9981):1975-1982.
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Large cluster trials in dialysis

TiIME

MY TEMP

REDUCCTION

reselve
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USA

Min 4.25 hrs dialysis

vs US standard care

Incident patients
only

Eligible for waiver of

consent, elected
opt-out

Very few actually
opted out

Canada ANZ Global
( Lower & D (
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- ! sodium setting
temperature v intervention
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Waiver of consent

Waiver of consent

Waiver of consent +
opt-out in China

Cluster RCT of Devices in Dialysis

Antimicrobial agent remains in
desired location due to
axisting camps N\,

Analysis Description IRR (95% Confidenc Interval)
() Primary Analysis (AN PEC) —_—— 0.37 (0.20, 0.68)
(B] CRESH - 0.37 (018, 0.72)
(€] CLABSI Analysis —— 0.35 (017, 0.70)
(D) ARBS! Analysis —_—— 031 (016, 0.61)
(EVARBSI, Gram Positive B — 0.39(0.19,0.79)
Organisms
(F) ARBS), Gram Negative —_— 0.18 (0,06, 0.51)
Organisms
(G) De Nove PBCS —— 0.28 (013, 0.59)
{H) M Initial 21-day Censar (il —_—— 035 0.18, 0.67)
{1V Antibiotic Starts within 3 d —_—— 0.37 1021, 0.62)
of aPBC
oo o0s 10 15 pL )
Incidence Rate Ratio
Favors ClearGuard Favors Taga+Curos
B
ehornexidine a broac l 2
spectrum mumwaob‘{lmt o
= g ==

=
ClearGuard HD

Figure 1. ClearGuard is a single-piece design that applies antimicrobial inside and
outside the CVC hub versus Tego+Curos, which is a two-piece design that applies

Tego + Curos

antimicrobial only to the outside of the Tego.

Brunelli JASN 29: 1336-1343, 2018

22/10/2019
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Cluster RCTs in preventative health

>@*% @ Comparative effectiveness of high-dose versus standard-dose
influenza vaccination on numbers of US nursing home
residents admitted to hospital: a cluster-randomised trial

Summary
Lancet Respir Med 201 ! nd |

Select nursing homes with a policy of

vaccination

ducing clinica
with a standard-de

Stefan Gravenstein, H Edward Davidson, Monica Taljaard, Jessica Ogarek, Pedro Gozalo, Lisa Han, Vincent Mc

Randomise facilities to two vaccine doses

Assess outcomes on residents 265 who were

long-stay residents (>90d)

ss. We compared
accine to identify the

Collect outcomes through Medicare/Medicaid

Gravenstein Lancet Resp 2017; 5:738-46

High-dose flu vaccine reduced hospitalisation for respiratory
illness during influenza season in aged care residents

0-99-]

098+

0974

Probability

096

0-95

—— High dose
—— Standard dose

Adj RR 0.87 (0.78-0.98)
p=0.02

094
0

Numberat risk
High-dose vaccine 19127
Standard-dose 19129
vaccine

30

18827
18812

T T
60 90 120
Survival time (days)

18482 17959 17467
18477 17898 17375

T
150

17001
16904

T 1
180 210
16562 16166
16443 16053

Gravenstein Lancet Resp
2017; 5:738-46
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Cluster RCTs of Health Delivery

The NEW ENGLAND JO

URNAL of MEDICINE

SOUNDIN

G BOARD

Creating a Learning Health System through Rapid-Cycle,
Randomized Testing

Leora |. Horwitz, M.D., M.H.S., Masha Kuznetsova, M.P.H., and Simon A. Jones, Ph.D.

Last year at NYU Langone Health, we showed
millions of best-practice alerts in the electronic
health record system to prompt physicians to
avoid adverse events and to promote guideline-
based care. We called hundreds of patients to
remind them that they were overdue for their
annual physical examination. We made approxi-

domized tests of existing systems-level programs
(i.e., randomized quality-improvement projects).
A learning health system is characterized by
“continual improvement and innovation” with
“new knowledge captured as an integral by-
product of the delivery experience.”® We now
know with confidence that changing the text of

LI Horwitz et al. N Engl J Med 2019;381:1175-1179.

e NEW EN

™

JOURNAL g
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NYU randomised quality improvement projects

Potential Effect
if Improvement Were

Target Outcome

Increasing smoking
cessation

Reducing preventive
care gaps

Increasing annual
wellness visits

Decreasing readmis-
sions

LI Horwitz et al. N Engl ) Med 2019;381:1175-1179.

Intervention
(Project Period)

Randomization
Method Total No. Result

3 New versions of a
best-practice alert

(4 wk)

Performed at the practice 15,353 Office visits
level; stratified ran-
domization according
to practice size

The version that indi-
cated that smoking
cessation was a bill-
able service was the
most effective

tients

Applied Systemwide
for 1 yr

An additional 1842 pa-

would receive

a prescription for
smoking cessation
medication; billings

for smoking cessa-
tion counseling
would total $373,000

Mailed reminder vs.
no reminder (3 mo)

Performed at the patient 3457 Patients

level in gap reduction
would
Alternative versions
of telephone out-
reach scripts
(6 wk per cycle)*

300-400 Patients
per cycle

Performed at the patient
level; script versions
were alternated in
weekly intervals

Incremental improve-
ments were ob-
served in each cycle

There was no difference Discontinuation of
mailed reminders

save $25,000

An additional 392 ap-
pointments would
be scheduled; bill-
ings for visits would

total >$30,000

3267 Patients There was no difference
in 30-day rates of
acute care use or
patient-experience
ratings

Postdischarge telephone Stratified according to
follow-up vs. none odd vs. even medical-
(3 mo+1 additional record numbers
mo for readmission
outcomes)

By
5/

JOURNAL ¢

Not applicable

e NEW ENGLAND

MEDICINE
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NYU: Ethical Considerations

* Quality improvement versus research

* IRB approval, Clincialtrials.gov registration

* ‘Randomization alone does not define our projects as research’.
* Avoid collection of personal identifiers

* Prioritize interventions in which capacity constraints already prevent the intervention from being
applied to all patients

¢ Randomization allowed same number of interventions,
« Applied to a sample selected without bias
* Can be evaluated.
* Waiver of consent for patients and staff
* Alternatives largely not feasible for wholesale systems interventions
* Opt-out Is not ethically required for quality-improvement work.
* Implement successful programs into standard care, so all patients benefit

* “We believe that it is our ethical obligation .... to evaluate the effectiveness of our efforts to
improve quality and avoid harm and to use the best methods available ....... ’

LI Horwitz et al. N Engl J Med 2019;381:1175-1179. € NEW ENGLAND

JOURNAL of MEDICINE

Conclusions

* Simplified consent processes are very appropriate
for learning health systems

* Ethical environment for simplified consent exists
and is maturing

* Challenges are summountable
* Include novelty, inertia

* Ethical imperative to maximise outcomes through
high-quality evidence
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Thank you

Trial participants
Patient partners

Brendan Smyth
Corey Goldstein
Amanda Siriwardena

AUSTRALASIAN
KIDNEY

TRIALS
NETWORK
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