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Drug resistance: a formidable challenge
for health systems

» Pathogens develop resistance to antibiotics and other antimicrobial drugs

 Current patterns of drug consumption, production and innovation cannot
"win the race”

* Increased risks of epidemics and pandemics, threatening basic public
health fundamentals

» Major threat to the effectiveness of healthcare, due to increased difficulties
in preventing and managing infections

 Drastic challenges to many default positions in bioethics, also ethics
of rationing. | will raise three interconnected ones.

WHO portal on antimicrobial resistance: M/

Littmann, J. & Viens A.M. (2015). The Ethical Significance of Antimicrobial Resistance. Public Health Ethics. 8(3), 209-224
Ethics and Value Challenges of Antibiotic Resistance Management, Policy and Research. Symposium videos:


http://www.who.int/antimicrobial-resistance/en/
https://care.gu.se/all-ethics-and-value-symposium-talks
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Challenge 1: Accepting increased clinical risk
without matching individual patient benefit

» Restriction of clinical use: effective drugs need to

be reserved for the most pressing situations, leaving
the less pressing ones with increased risks due to

infections, or social responses to illness

« Expedited drug innovation, possibly leading to

acceptance of less thoroughly tested drugs to be
introduced clinically, leading to elevated risks for

patients

* Gives reasons both for withholding drugs from
patients, and for providing new drugs with less proof

of effect (and lack of side-effect)
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Antimicrobial stewardship programmes: bedside
rationing by another name?

Simon Oczkowski

ABSTRACT

Antimicrobial therapy is a comerstone of therapy in
itcally ll patients; however, the wide use of antibiotics
has resulted in increased antimicrobial resistance and
outbreaks of resistant disease. To counter this, many
hospitals have insituted antimicrobal stewardship
programmes as a way to reduce the inappropriate use of
antibiotics. However, uptake of antimicrobial stewardship
programmes has been variable, as many clinicians fear
that they may put individual patients at risk of treatment
failure. In this paper, | argue that antimicrobial
stewardship programmes are indeed a form of bedside
rationing, and explore the risks and benefits of such
programmes for individual patients in the intensive care
unit, and the aritically ill population in general. Using
Norman Daniels' Accountability for Reasonableness as a
framework for evaluating resource allocation policies, |
conclude that antimicrobial stewardship programmes are
an ethically sound form of bedside rationing.

INTRODUCTION
Infectious diseases are one of the leading causes of
admission and death in the intensive care unit
(ICU)." The cornerstone of therapy for all such
cases is the use of antimicrobial agents. The ‘spec-
trum’ of antimicrobial agents refers to the number
of different organisms against which the drug is
effective, with ‘broad-spectrum’ _antimicrobials
having efficacy against many infective organisms,
and ‘narrow-spectrum’ antimicrobials only being
effective against a few. In the sickest patients, the
time until administration of an antibiotic which
treats the organism causing the infection is asso-
ciated with up to a 7.6% absolute increase in mor-
wlity per hour? Hence, the early initiation of
broad-spectrum antibiotics is considered the stand-
ard of care, and received a ‘srong’ recommenda-
tion in the 2012 Surviving Sepsis Guidelines.”

At the same time, the use of broad-spectrum
antibiotics is associated with the development of

antil csistant organisms (AROs), which due to
their resistance properties are associated  with
higher healthcare costs as well as increased morbid-
ity and mortality compared with non-AROs.* In
order to combat this growing problem, the
Infectious Discases Society of America (IDSA)
released guidelines for developing  antimicrobial
stewardship programmes (ASPs), which aim to
prevent the development of AROs by narrowing
the spectrum, reducing the dose and shortening the
duration of antimicrobials used. Although their
goal is o *...lead to the best clinical outcome for
the treatment or prevention of infection while

producing the fewest possible side cffects and the
lowest risk for subsequent resistance’,’ clinicians

often have concerns that ASPs ration care, putting
their patients at risk of worsening infection due to
hasty discontinuation or narrowing of antibiotics.®
In part for this reason, uptake of ASPs has been
variable, with recent surveys of American hospitals
finding that only half have a formal ASP

In this paper, I will arguc that despite the claims
of proponents, ASPs arc in fact a form of bedside
rationing, which despite posing some risk to indi-
vidual patients, can reduce the incidence of AROs
and lower healtheare costs. Characterising ASPs as
a form of rationing is not a criticism. Rather, T
argue that ASPs are consistent with Norman
Danicls’ model of ‘accountability for reasonable-
ness’ (AFR) and are thus a fair and ethically sound
form of bedside rationing.”

ARE ASPS A FORM OF BEDSIDE RATIONING?
“The first claim to be proved is that ASPs are in fact
a form of bedside rationing. I adopt the definition
of bedside rationing from Ubel and Goold, which
includes three criteria: '
1. Clinicians must withhold, withdraw or fail to
recommend a service that, in their clinical judg-
ment, is in the patient’s best medical interests.
They must do so primarily to promote the
interests of someone other than the individual
patient.
3. The clinician must have control over the use of
the medically beneficial service.

‘The first condition is required for an action to be
considered an act of rationing: an individual
patient’s immediate interests must be compromised.
The second and third criteria are required for such
rationing to be considered of the ‘bedside’ variety,
as opposed to a form of rationing imposed on clini-
cians by external forces. I address cach of these
three criteria in turn.

To meet the first criterion requires the demon-
stration that ASPs result in the withholding or with-
drawal of care that s in the patient’s best medical
interest. For cr failure to initiate
appropriate broad.
with an increase in mort
se
which organism is causing the infection occurs in
less than two-thirds of cases.'" In the remainder,
the use of antimicrobials remains ‘empirical’, that
is, the ‘best guess’ of which organism is causing the
illness. By narrowing the spectrum and decreasing
the dose or duration of antimicrobial therapy, ASPs
theoretically put  individual patients, ~especially

»
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But even in the most
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Present and future life
trade-off

Risk-benefit uncertainty Present and future

generation trade-off

How much of harmed/killed
patients is it worth to slow

down DR development to
degree X?

Principle of
responding to need of

healthcare

Standard threshold

of acceptable risk-

benefit uncertainty WHY?
ABR rationing, or

Principle of

preventing need of
health care

Innovation promotion

Violates standard individualist principle that risks of harm for a patient should be balanced by
promise of benefit for the same patient

Thereby the "princple of need” included in most healthcare rationing schemes

Justification requires a new principle that must be allowed to counterbalance the principle of
need
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Challenge 2: Accepting industrial pollution as
clinically relevant harm/cost

* Major source of drug resistance is environmental = INDIAN EXPRESS
emission, from users as well from producers GO0 mnmnmssaas PP
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Larsson DGJ, Andremont A, Bengtsson-Palme J, Koefoed Brandt K, de Roda Husman AM, Fagerstedt wums

P, Fick J, Flach CF, Gaze WH, Kuroda M, Kvint K, Laxminarayan R, Manaia CM, Nielsen KM, Plant L,
Ploy MC, Segovia C, Simonet P, Smalla K, Snape J, Topp E, van Hengel A, Verner-Jeffreys DW, Virta

MPJ, Wellington EM, W AS. (2018). Critical knowled d h ds related t New dms.resiS(anl gene found in
, Wellington EM, Wernersson AS. . Critical knowledge gaps and research needs related to
the environmental dimensions of antibiotic resistance. Environ Int. 117:132-138 water polluted with pharma waste

* No mechanism in present systems for licensing, priority

setting, procurement or clinical selection of drugs to fvom
account for this factor. This biases against important '

rationing of drugs that contribute to the drug resistance
challenge
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+ Adding such mechanism removes the bias, but
implies accepting that clinically effective drugs are

not licensed, prioritised, procured or used, to the
disbenefit of individual patients.
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* AGAIN: Justification requires a new principle that must
be allowed to counterbalance the principle of need.
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Challenge 3: Accepting therapy only for the
sake of others and/or the common good

* Horisontal transfer: Resistant
genes can spread to new bacteria in verSicsl Genamission
the human gut, and then be —— e

transported into environment via
feces and urine.

4 > 1he ability te sesiet antibletics
‘ ‘ and are passnd on e subae
* People carrying or infected by

resistant strains are thus vectors of d N 4\
the drug resistance challenge e e 6 e v machaniome: Mrangforms-

* Treatments (screening w.

restrictions for positives or 777779y _ _ ~ e Smshmnd hy hadaloging:
pharmaceuticals still on the eeeeeeee N = ORIV T o v v
drawing board) might block the SO 2 e
spread, but provide risk and no AAMAAIAIAIALE

benefit to the carrier/patient.

detected carrier
* Such (primary preventive) benefit of resistance
is currently not recognised at all
in standard systems of priority
setting and clinical assessment of
new therapies, and are not allowed
to balance therapeutic risk in

assessments. treatment blocking horizontal
transfer and/or transmission of

resistant strains/genes into of effective

environment antibiotics
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Pathways & principles
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Assessment, priority setting and rationing of antimicrobial drugs and effectrive therapies

should consider new types of measures

individual nead (babed on SEverty of condiion an

Jst” non-jinstrume

ntali

prognosis of treat

men zatlo)

and opportunity cost balancing, fall to provide justification of such measures.

Two possible additional principles:

— Primary prevention: Recognise avoiding future health problems as a clinical benefit
— Sustainability: constrain the application of other principles, should they undermine the future effectiveness

of the health system

Both may outweigh the "patient first” and individual need biases in current schemes.

Critical pragmatic issue: may this kind of shift be made compatible with orthodox clinical medical

ethos?

Munthe, C & Nijsingh. Cutting red tape to manage drastic public health threats: Should antimicrobial drug innovation be expedited? /In review.

Nijsingh, N., Larsson, D.G. J., Persson de Fine-Licht, K., Munthe, C. (2018). Justifying Antibiotic Resistance Interventions: Uncertainty,
Precaution and Ethics. In Jamrozik, E. & Selgelid, M. (Eds.). Ethics and Antimicrobial Resistance. Cham: Springer, in press
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Thank You!

Visit CARe: hiip./care.gu.se

Watch videos on ethics and drug resistance fitps.//care gu se/all-ethics-and-value-svmposium-
fes,

More info about the global fight against drug resistance Qitg /Awww who int/antimicrobig!-
0

resi n

Latest report on the global surveillance of drug resistance:

Do v who niglassiesources/publications/earlvaimplemenialion reoort/en/

Readings:
Littmann, J., Viens, A.M. (2015). The Ethical Significance of Antimicrobial Resistance. Public
Health Ethics 8(3): 209-224

Jamrozik E., Selgelid M.J. (eds) (2018). Ethics and Drug-Resistant Infections: Collective
Responsibility for Global Public Health. Cham, Switzerland: Springer, in press.
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