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Dear Senators

Rising antimicrobial resistance is a very important issue and needs more recognition on what a potential
threat it is to all Australians. Antibiotic usage and resistance needs much better monitoring and controls
- both within Australia and internationally.

Antibiotics are truly one of the “Miracle drugs” of the 20" Century. Before they were available, people
in the 1920’s and 1930°s when suffering from serious infections caused by bacteria such as
Staphylococcus aureus (Golden Staph) or the pneumonia bacteria (pneumococcus) had an 80%
mortality within 30 days with bloodstream infections. This mortality was markedly decreased by the
use of antibiotics and remains so in Australia.

Unfortunately when antibiotics are used antibiotic resistance inevitably develops and spreads. The
more antibiotics that are used, the more resistance eventually develops. This spread is made worse in
the healthcare sector if there is also less than optimal infection control procedures followed and when
more susceptible people are crowded together. These latter factors allow resistant bacteria
(“Superbugs”) to spread more easily from person to person.

In the community Superbugs can also be acquired and can spread from person to person. When there
are foods and/or water contaminated with resistant bacteria, these Superbugs will spread to people in
their homes. Fortunately in most of Australia we have safe water supplies and so contaminated water is
not a major issue in our country in comparison to many developing countries. Food however is a vehicle
here for transmitting resistant bacteria to people. Another issue is environmental contamination with
resistant bacteria. Antibiotics are widely used in both people and food animals. This can result in large
amounts of antibiotic residues as well as resistant bacteria and their antibiotic genes being deposited in
waterways and the environment. This then increases the chance that other bacteria will pick up these
resistant genes and “new” resistant bacterial strains will develop and then potentially spread to people
or animals.

However in Australia with people the major issue in the development and spread of resistant bacteria is
the type of antibiotics that are used and the volume of antibiotics. Australia is a relatively high use
antibiotic country for people compared to many Scandinavian countries and the Netherlands. We need
to do better to both restrict the total volumes of antibiotics used and more particularly the volumes of
broad spectrum antibiotics used both in the community and in hospital settings. This will require a
combination of both improved data collection and education but also improved regulations - and
enforcement of those regulations.

The other very important sector is the agricultural industry. Both in Australia and worldwide about
70% of all antibiotics that are used are consumed in food animals and most of these are with antibiotics




in classes that are also used in people (but confusingly the names of individual drugs are quite different
in the two sectors). Given that the biggest drive for resistance is the volumes of antibiotics used, this is
obviously very important. More specifically antibiotics are used in food animals in ways that are not
used in humans and that most physicians and people in the community would regard as “abuse” of
antibiotics and very poor practice. What is worse is that there is now ample evidence that this leads to
needless increased deaths in many people as well as increased suffering in many people.

A major use (or more correctly an “abuse”) of antibiotics internationally is the large volumes used as
“growth promoters”. When one has conditions of poor animal husbandry, then antibiotics may have
some effect at helping to produce a small increase in animal growth. However when animals are raised
in good conditions, then there is no or little benefit from the use of these antibiotics, other than possibly
a slight improvement in their feed conversion. This latter point means that animals might eat about 1%
less food to gain the same weight compared to not being on antibiotics. Extensive data from Denmark
with poultry and pigs and also from a US poultry producer have shown that there is no improvement in
animal welfare or mortality by the use of routinely adding antibiotics in feed or in water. Nor do these
antibiotics decrease disease. Most importantly they also do not result in weight gain when the few very
large studies ever done on this issue are examined. However this practice with its poor economics from
a farming perspective does produce large numbers of resistant bacteria in those food animals and those
Superbugs are transmitted to people. This is a needless risk that people are constantly exposed to.

In food animals antibiotics are also used in large volumes routinely as “prophylaxis” (or disease
prevention). When whole herds are exposed to this practice it is called “metaphylaxis”. The data that
this is of any significant long term benefit to animals or food production is also poor. What is a concern
with the pharmaceutical industry, is that now that there are major international moves to ban the use of
antibiotics as “growth promoters” they have redefined the word “therapeutic” so that this term now also
encompasses the routine use of antibiotics as prevention or prophylaxis. This is also often just
continuing to use the same antibiotics in the same doses as they were previously used when it was
called “growth promotion”. I think this is an abuse of the term “therapeutic’ and is designed to just
mislead governments, farmers and consumers. The JETACAR report defined these terms and made it
clear that if antibiotics were given in the same way as “growth promoters” that that practice is
inappropriate and needs proper regulatory evaluation. Yet this “prophylactic” practice seems to
continue in Australia and internationally.

In human medicine we would not dream of giving large proportions of the population routine antibiotics
continuously as prophylaxis and calling that practice “therapeutic’. First of all it would not work at
preventing any infections or diseases that I could think of and secondly it would cause huge increases in
antibiotic resistance. Why this is still allowed in the food animal industry I think is a major problem.
Why are there such different rules for agriculture compared to what we expect in human medicine? This
large scale unnecessary use of antibiotics causes damage to the agriculture industry itself (because there
are then more resistant bacteria in these food animals than there needs to be and thus when they become
ill there are less options to treat those animals). However more importantly, there is good evidence that
these resistant bacteria that develop in food animals come through the food chain, are carried by people
and then cause serious infections in people.

In the Netherlands currently between 25-50% of the E. coli superbug (extended spectrum beta-
lactamase or ESBL — and which is resistant to all 3" generation cephalosporins) is causing serious
disease including blood stream infections in people and appear to be derived in large part from poultry
sources. In many countries all meat chickens just before or after hatching are injected with a 3™
generation cephalosporin. This antibiotic (ceftiofur) can also be sprayed on chickens for a period after
they are hatched. From my estimates there is likely an increase in hundreds of deaths in Europe per year
because of the practice of just using this one drug, a third generation cephalosporin (ceftiofur) in
poultry. That same drug is used in Australia in beef and pork (and likely off-label uses in other
animals). In addition to this dangerous practice, in many countries fluoroquinolones (e.g. enrofloxacin)
are added routinely to the water or feed of many food animals for a large proportion of their lives.

Because of this ESBL E.coli problem from poultry and also because of the MRSA strains that have
developed in their pork industry and spread to people there, The Netherlands government has recently
passed legislation that required a at least a 50% reduction in total volumes of all antibiotics used in




their food animal sector. My understanding is that a 70% reduction looks like it will be achieved later
this year compared to the previous peak usage. In addition this reduction seems to have occurred
without any obvious detrimental effect on animal production of welfare, and highlight how much
“waste” there was with the use of these huge volumes of antibiotics. The only group that seems to have
benefited from this huge overuse were the large Pharmaceutical companies that produced and supplied
these drugs (ego Pfizer with ceftiofur and Bayer with enrofloxacin). Denmark has also previously
achieved a large reduction in total antibiotic usage in food animals compared to when growth promoters
were previously permitted.

Fortunately Australia is in a much better position than most other countries around the world re some
types of very worrying resistant bacteria. We need however to do more to keep it that way and improve
on what is happening now. The good news for Australia is that one of the group of drugs that is a major
problem worldwide (fluoroquinolones) were never approved for use in food animals in this country and
are therefore effectively banned. This has resulted in Australia having one of the lowest
fluoroquinolone resistance rates in the world in important bacterial pathogens for people (salmonella,
campylobacter, E.coli) despite over 30 years of use for these types of drugs in people. Another
important factor is that we have moderately effective controls on the use of this group of antibiotics in
people (by our Pharmaceutical Benefits Scheme and the need to have an authority for a lot of these
drugs). The other important factors are that we have relatively a very safe water supply in this country
and that we do not import raw meats into this country.

Our poultry industry has not allowed the use of 3™ generation cephalosporins here in meat chicken
production.

While we have a very good example regarding fluroquinolones in this country (see attached published
peer reviewed article on this issue), we need much better regulation of drugs defined as “critically
important” for human health by the WHO. In my view, we need to ensure that these drugs are not used
in food animals at all or if they are under much stricter controls than appear currently to be the case.
This is very important for poultry, as poultry seems from international studies to be a disproportionate
contributor to the carriage of resistant bacteria by people compared to other foods.

Australia has one of the lowest rates of antimicrobial resistance to important pathogens such as E. coli
in the world re bacteria that likely come through the food chain and I think we need to do our best to
keep it that way.

There are arguments by some in industry that one cannot have a competitive industry without the
widespread use of antibiotics. I would like to point however that we are one of the biggest beef
exporters in the world and most of our beef relatively see little in the way of antibiotics for most of their
lives. This is because effectively we have most of our beef produced in open pastures (or effectively
free range) and those that go to cattle feed lots they spend limited times in those cattle feed lots.
Denmark is the biggest pork exporter in the world and it does this with about a 20™ of the amount of
antibiotic used per kilo of pork produced than is the case in the US. Thus Australia and Denmark are
examples of very effective exporters of meat products who are able to do it without the large scale use
of antibiotics compared to many other countries in the world. In addition there is one large food chain in
the US that now has signs in their fast food restaurants pointing out they source their meats from
producers who do not use antibiotics.

JETACAR in its report concluded that resistant bacteria develop and come across to people via the food
chain. It made a numbers of recommendations. Most recommendations have not been carried out or it
has been done in my view only half-heartedly. What we have now more than 10 years later is much
better data showing how this problem is getting worse. We also have new developments since then such
as the WHO list of “critically important” antibiotics and internationally, community based epidemics of
fluoroquinolone resistant E.coli infections and ESBL E.coli infections that are clearly related in part to
the use of certain “critically important™ antibiotics in food animals especially in poultry. JETACAR
made many recommendations that addressed the issues and these need to be implemented (see appendix
for more specific details on each JETACAR recommendation).




Thus in summary to really control antimicrobial resistance we need to look at all sectors where
antibiotics are used or are deposited - the human sector, agriculture and in the wider environment.
There are countries for instance where antibiotics are sprayed onto apples for bacterial diseases. There
are also important issues with waterways that can be contaminated with both drugs and resistant
bacteria. We need to look at trade issues and be very careful that we are not importing contaminated
meats, fish, vegetables or other products into this country that contain either resistant bacteria or drugs
because the processes used in other countries are much less than what we expect and enforce on farmers
in this country. A major factor in having lower levels of resistant Salmonella, Campylobacter and E.
coli in this country has been for agricultural quarantine reasons the lack of importation of uncooked
meats into this country, particularly poultry but also beef and pork. At the end of the day we need major
reductions in the volumes of antibiotics used in both people and food animals. We also need to do all
we can to also make it difficult for any “superbugs” that develop to not be spread by direct contact or
via food and water. We also need to reserve some last line antibiotic class (those defined as “critically
important to human health) for human use.

Yours sincerely

Peter Collignon AM

Infectious Diseases Physician and Microbiologist
Professor, Australian National University Medical School
(Feb 14™,2013)




Appendix

Recommendations and my interpretation on whether these recommendations have
been followed.

JETCAR conclusions and recommendations;

These all remain valid today.

Overall condusion

JETACAR considered the whole area of the occurre nee of antibiotic resistince
and its importance in human and vetednary medicine, The committee agreed that
there was evidence for

# the emergence of resistant bacteria in bumans and animals following
anthintc use;
o the spread of resistant animal bacrera to humans;

¢ rhe mansfer of antibiotic-resistance genes from animal bacteria o human
pathope ns; and

® resisont srains of animal baceeria cavsing human disease,

Recommendation 1;

Recommendation 1

That Australia adopt a conservative approach to minimise the use of
antibiotics in humans and animals and, o further this policy, thart in-
feed angbiotics used in food-producing animals for growth promotant
purposes, or other routine uses where duration and dose level are the
same, or very similar, should not be used unless they:

. are of demonstrable efficacy in livestock production under
Australian farming conditions; and

. are rarely or never used as systemic therapentic agents in
humans or animals, or are not considered critical therapy for
human use; and

. are not likely to impair the efficacy of any other prescribed
therapeutic antibiotic or antibiotics for animal or human
infections through the development of resismant straing of
OF gANISIm s,
In my view this recommendation has never been effectively implemented. There are still large amounts
of antibiotics that are being effectively used in this way in Australia now despite this recommendation.

Only virginiamycin has had any evaluation done. That was slow and still means large volumes of this
drug are used.

Recommendation 2;
Recommendation 2

That the Wadonal Registrarion Authority (NRA) reviews the use of
antibiotdc growth promotans curently registered in Australia that do
not appear to fulfil the crteralisted in Recommendation 1 in terms of
their impact on human and animal health, using a sk analysis
approach, including a cost=benefit analysis. The poonty determined




should be consistent with recent international reviews and use the
conditions outlined in Recommendations 1 and 4.

It s recommended thar the priority of the review at this stape be:

1. plycopepddes (avopardn is currently under review by NRA)
1. streptopramins {virginiamydn)
3. macrolides (tylosin, kitasamycin, oleandomycin)

This review is to be completed and outcomes acted upon within three
years. Growth promotant claims of such antibjotics that do not pass
the review process should be phased out of use within one year subject
to consultation with relevant stakeholders.

It is also recommended that the NRA should review the prophylactic
use of avoparcin and virginiamycin in animals and the possible public
health impact of this use using the parameters outlined in
Recommendation 4.

In order that the reviews are peformed in a timely manner, it is further
recommended thar the federal ministers of health and agriculnore
ensure an adequate allocadon of resources to the NRA to fadlitate the
rapid completion of the task and implementation of changes.

This recommendation has not been adequately followed.

No investigation of avoparcin was ever finalized and published by the NRA. This was said to be
because Roche withdrew it from the market. However this meant that the NRA never did a formal
evaluation to find that avoparcin caused VRE to develop and this spread to the human population. Thus
we have nothing on the public record by a regulator that an antibiotic growth promoter caused the
development and spread of the “superbug” VRE to humans.

Streptogramin investigation took many years to complete and then was held up in AAT appeals for even
longer.

Still no Macrolide evaluation has been satisfactorily done and published to my knowledge.

Recommendation 3;
Recommendation 3

That an appropriate government authorty or anthoritics license, or
otherwise control, all importers of antibiotics (for amy purpose other
than individual human patient use). Licensed importers must provide
impaort returns and distibution, and informaton based on amounts of
active ingredient of agents intended for animal use, to the Mational
Regisration Authority, and @ the Therapeutic Goods Administradon
for agents intended for human use.

It s also recommended that a much stronger aundit trail for antibiotcs
froem the importer to the end-user be tmplemented, particularly in the
veterinary field, and that the aggregated information on Impaort
quantities are made avatlable for scrutiny by relevam authorities and
the results are made public,

This does not appear to have been done.




Recommendation 4;

Recommendation 4

That the Nadonal Registration Authorty ((NRA) evaluate all new
applicatons, major extensions of use and any reviews of currently
registered antibiotics for use in animals by applying the recently
redrafted Spedial Data Requirements (Part 10 of the Ver Requirements
Series: Guidelines for Registering Veterinary Chemicals, NRA 1998),
which includes a risk analysis of microbial resistance safety (see
Appendix 4).

This seems to have been done. However drugs that are currently a major concern e.g. cefiofur were on
the market before this and so seems to have escaped being captured by these sensible
recommendations.

Recommendation 5;

Recommendation 5

That a recognised expernt authority (the Working Party on Anribiotics
or its successor) defines threshold (or trigger) rates of resistance for
antibiotics registered for use in animals and ciroumstances where
usage should be investigated and miti pation proceedings instigated
where appropriate. In addition, resistance prevalence data should be
included in the product informadon and this informartion should be
updated on a five-yearly basis.

This has been only poorly followed. Whatever committees or working parties that were set up were
poorly resourced and were often disbanded and then started again in areas (e.g. NHMRC) where it
was not clear what they should do or were empowered to do.

Recommendation 6;

Recommendation &

Thart all antibindcs for use in humans and animals (induding fish) be
classified as 54 (prescription onky).

This has still not been followed for all antibiotics. In addition another major issue is that Veterinarians
are allowed to sell antibiotics in this country. If control on usage is needed then the people prescribing
antibiotics should not also be allowed to sell those antibiotics. This is the case for medical practitioners
and people and should be the same for wherever antibiotics are prescribed and sold.

Recommendation 7;
Recommendation 7

That the Agdcultural Resource Management Council of Australia and
MNew Zealand implement a harmonised approach by all Seares and
Territories in Australia (induding clanfication of responsibilities) to
the control of use of veterinary chemicals, induding andbiotics.

| am not sure if this has been done.

Recommendation 8;
Recommendation §

That, following the implementation of Recommendation 7, the
relevant State and Territory health/ agriculture/ primary indus ries
legislation is amended to make it an offence to prescribe and/or use a
veterinary chemical product contrary to a Natonal Regis ration
Authorty ((WRA) label restraint, unless authorsed to do so by an NRA
permit.

This has been very slow and poorly done. Despite EAGAR (a working parting on antibiotics)
recommending that a label restraint be put onto ceftiofur many years ago that advice was ignored by
the regulator - our APVMA (which was the renamed NRA). This same issue occurred in the USA with
the FDA and after many years there is now finally there a label restraint. It is unclear to me still on what




restraints are placed on the use of ceftiofur here or on other similar drugs. There seems to be a lot of

off-label use of ceftiofur. Also it is unclear if states or the commonwealth can enforce any restraint. If it
is the states that means for practical purposes there will be relatively little supervision and controls on
what is occurring that might be illegal.

Recommendation 9;
Recommendation 9
Similar to recommendations made in veterinary medidne, it is
recommended that the Therapeutic Goods Administration (TGA)
implement the following:

. inclusion of microbial resistance safery data, induding the
propensity for promoting resistance and cross-resistance, asa
basic requirement of the assessment of all new antibiotics by the
TGA, with adoption of similar data requirements to those
required in the registration of veterinary antibiotics
(Recommendation 4);

. definition by a recognised expen authority (Working Party on
Antibiotics or its successor) of the threshold rates of resistance to
registered human antgbiotics and circumstances where usage
should be investgated and mitigation procedures instigated
where appropriate; and

. inchision of nattonal buman antbiotic-resistance prevalence
data in the product information and updating on a five-yearly
basis,

This has been done poorly and only in part.

Recommendations 10 and 11;
Recommendation 10

That a comprehensive surveillance system be established
incorporating passive and active components measunng incidence
and prevalence of andhiotic-resistant bacteria and resistance genes,
covering all areas of antibiotic use. To achieve this aim, it is further
recormunended that a multidis aplinary taskforce of relevant experis be
formed by the federal ministers of health and agnculture o design,
cost and recommend funding mechanisms and management sys ems
for reporang and analysis of antubiotic resistance data in Australia,

The overall surveillance system should include medical (induding
nosocomial ), fond-producing animal and veterinary areas, with
particular emphasis on the establishment of food-chain (including
imported food) and environmental connections, and inclode moleoolar
smudies of resistance genes. The efforts of the taslforee should be
directed at adopting a uniform, systematic and synergistic approach
across all areas by utilising, enhancing and extending currenthy
available systems and organisational strucures.

Recommendation 11

That a comprehensive monitoring and anditsystem for antibiotic
usage be established that covers all areas of antibiotic use. To achieve
this aim, it is recommended that the federal ministers of health and
agrculture form a multidisciplinary taskforce of medical, veterinary,
industry and regulatory expernts (inchuding Customs, Therapeutic
Goods Administration, Depanment of Health and Aged Care,
Mational Registration Authority and Deparrment of Agriculnare,
Fishernes and Foresory — Australia) to refine the corrent antibiotic
impor data collection and audic process, and make recommendations
to relevant anthondes for developing methods of monitoring and
auditing usage.

These recommendations (10 and 11) have been done poorly and only in patches. We have nothing in
place like the Danish, Swedish, Norwegian, Netherlands or Canadian systems. The EU as a whole puts




out more regular and updated data than does Australia, despite its many member countries that need to
supply the data.

Recommendations 12-14;
Recommendation 12

That ‘hazard analysis critical control points’ (HACCP)-based food
safery procedures be implemented as a means of reducing the
contamination of food products with foodbome organisms, induding
antibiotic-resistant organisms and that these programs also address
an-farm infection control.

R ecommendation 13

That where the intensive animal industries (such as mear chicken, pig,
feedlot cattle and aquaculture) currently depend on the use of
antibiotcs to improve feed conversion and prevent and treat disease,
cost-effective nonantibiotic methods to increase productivity and
prevent disease should be developed by these industries. In relation to
this, it is further recommended that the federal ministers of health and
agrculture explore additional funding alternadves for this work,
taking into account the current efforts of the animal industry research
and development organisations,

R ecommendation 14

That the Department of Health and Aged Care examine current
surveillance activities for hospital-acquired (nosocomial) infections,
particularky for antibiotic-resistant strains; and that the department
work with stakeholders (including the Stares and Territories) to further
develop a comprehensive and standardised nattonal system for
monitoring nosocomial infections that will facilitare:

earlier recognition of a public bealth problem;
improvements in infection control and hygiene measures; and

= the tmely development of national standards, guidelines and
practices for both surveillance and infection control in the health
care seting,

These recommendations have been done poorly and only in patches.




Recommendations 15-17;
Recommendation 15

That prudent use codes of pracdoee for antibiotics be developed and
regularly updated by medical and veterinary peak bodies, incloding
leamned sodedes, professional organisations, producer organisatdons,
pharmaceuntical companics and Stawe / Terrivory medical and veterinary
registration boards, and promulgated to their members. These codes
of practice should be based on the pnndples ardculated in this report.

Recommendation 16

Thar regulardy updared ‘antibiotic use guidelines’, both human and
veterinary, supported and endorsed by the appropoate professional
organisations, the pharmaceutical industry and the federal and State

and Termmwry departments of health and agrculture, are widely
disseminated and adopred as a ‘standard of care’ by training
instimtions, and established as the benchmeark for undergraduate and
postgraduate teaching, The effectiveness of the ‘antibiotic use
guidelines® in ensuring prudent prescribing of antibiotics needs to be

evaluated every five years,

Recommendation 17
That, as a prodty, leammed (medical and veterinary) and professional
sodeties develop contimuing educational programs on the issoe of
antbiotic resistance, including a focus on the prodent use principles,
antibiotic use guidelines and alternatives to antbiotc usage.

Implementation has been patchy and slow. There are now major moves to improve what is happening
in the human sector with antimicrobial stewardship however by the Australian Quality and Safety
commission with the support and involvement of our Chief Health Officer.

Recommendation 18;

Recommendation 18
Thar all relevane research funding agencies be asked o give priority to
rescarch tnto antibiotic resistance, incloding:
*  alternatives to antibintics for growth promotion;
*  alternatives to antibintics for prevention and treaoment of
infections (including vaccines);
*  molecular epidemiology and mechanisms of gene transfer;
*  population dynamics of antibiotc resistance;
* resistance epidemiology;
&  phamacoecpidemiology;
& cfficacy of interventions o reduce antibiotic prescribing and usc;
s clinical efficacy studies; and
*  rapid diagnostic tests,

Implementation has been patchy and slow.




Recommendation 19-20;
R ecommendation 19

That an onpoing funded educadon strategy be developed by the
relevant federal/ State/ Territory departments with input from
stakeholders to provide appropracly targeted information about
infection, the role and benefits of prudent antgbiotic use and the mosks
of overuse to the public, relevant professional bodies and stakeholders.

Recommendation 20
That a recognised expernt authority (the Wordng Party on Antibiotics
or its successor) assume responsibility for ensuring and coordinating
the communication of data on antibiotic usage and prevalence of
resistant bacteria w the public and other relevant stakeholders on a
regular basis, taldng into account the sensitivitdes of trade and other
imnternational implicadons.

Implementation has been patchy and slow. Groups such as AGAR are helping in the human sector but
more extensive real-time data is also needed.

What has been done in the agriculture sector with food animals and foods has been intermittent and
patchy.

Recommendation 21;
Recommendation 21
It is recommended to the miniswers of health and agriculture thar:

*  the current functions and membership of the Working Party on
Andhiotics (WPA) be expanded to carry out the amtibiotic dsk
management program outlined in earlier recommendations;

* the administrative and reporting arrangements of the WPA (or its
successor) be clarified so it can maintain its independent posidon
and advise the Therapeutic Goods Administradon (TGA) and the
Matinnal Registration Authorty (NRA) and other
agendes fstatumry bodics as required;

*  the coordinadon of the antibiotic dsk management program
across gpovernment portfolios and industry be provided with secare
recurrent funding for the additional tasks outlined in
Recommendatons 1 oo 20;

*  the WPA or its successor keep the repulatory framework for the
use of antibiotics in human and veterinary medicine and food-
produdng animals under review and make appropriam
recommendatdons to the regularory authorides to review the uses
of partcular antibiotics, taking account of
= the importance of the drog or class of drug in fnman and
veterinary medicine, and

= the potential for human exposure to andbiotic-resistant
bacteria acquired from food-producing animals that are
human pathogens or that can transfer their antibiotic-
resistance genes to human pathogens;

*  the WPA or its successor, the Mational Registration Authority and
the Therapeutic Goods Administraton develop appropriate
procedures to ensure accountabilicy and ransparency of is
activitics, including established time-frames for reviews;

*  the WPA (or its successor) develop a five-year strategic plan and
an annual budget for it activites; and

*  the operations of the WPA {or its successor) be subject to a five-
vear independent review program.

What has been done is patchy and intermittent.




Recommendation 22;

Recommendation 22

That the Department of Health and Aged Care convene aworlang
group to develop a fully coordimated resistance management plan for
human antibiotics, incorporating the elements included in
Recommendations 9, 10, 11, 14, 15, 16, 17, 18, 19 and 20. The plan so
developed should be incorporated into the recommended functions of
the Working Party on Antibiotics or its successor (see
Recommendation 2},

This does not appear to have been done.




References

1: Carlet J, Collignon P, Goldmann D, Goossens H, Gyssens IC, Harbarth S, Jarlier V, Levy SB,
N'Doye B, Pittet D, Richtmann R, Seto WH, van der Meer JW, Voss A.
Society's failure to protect a precious resource: antibiotics. Lancet. 2011 Jul 23;378(9788):369-71.

2 Hughes JM. Preserving the lifesaving power of antimicrobial agents. JAMA 2011; 305: 1027-28.

3. Vieira AR, Collignon P, Aarestrup FM, McEwen SA, Hendriksen RS, Hald T, Wegener HC.
Association between antimicrobial resistance in Escherichia coli isolates from food animals and blood
stream isolates from humans in Europe: an ecological study. Foodborne Pathog Dis. 2011;8:1295-301.

4. Goossens H, Ferech M, Vander Stichele R, and Elseviers M; ESAC Project Group. Outpatient
antibiotic use in Europe and association with resistance: a cross-national database study. Lancet
2005;365:579-587.

5. Nasrin D, Collignon PJ, Roberts L, Wilson EJ, Pilotto LS, Douglas RM. Effect
of beta lactam antibiotic use in children on pneumococcal resistance to penicillin: prospective cohort
study. BMJ. 2002 Jan 5;324(7328):28-30.

6: Collignon P, Powers JH, Chiller TM, Aidara-Kane A, Aarestrup FM. World Health

Organization ranking of antimicrobials according to their importance in human medicine: A critical step
for developing risk management strategies for the use of antimicrobials in food production animals.
Clin Infect Dis. 2009 Jul 1;49(1):132-41..

7: Collignon P. Resistant Escherichia coli--we are what we eat. Clin Infect Dis.
2009 Jul 15;49(2):202-4.

8. Collignon P. The Importance of a One Health Approach to Preventing the
Development and Spread of Antibiotic Resistance. Curr Top Microbiol Immunol. 2012 Jun 13. [Epub
ahead of print] PubMed PMID: 22692831.

9. Johnson JR, Sannes MR, Croy C, Johnston B, Clabots C, Kuskowski MA, Bender J, Smith KE,
Winokur PL, Belongia EA. Antimicrobial drug—resistant Escherichia coli from humans and poultry
products, Minnesota and Wisconsin, 2002—2004. Emerg Infect Dis 2007 13 (6):838-846.

10. Heuer OE, Hammerum AM, Collignon P, Wegener HC. Human health hazard from antimicrobial-
resistant enterococci in animals and food. Clin Infect Dis. 2006
Oct 1;43(7):911-6.

11. Jakobsen L, Spangholm DJ, Pedersen K, Jensen LB, Emborg HD, Agerse Y, Aarestrup FM,
Hammerum AM, Frimodt-Meller N. Broiler chickens, broiler chicken meat, pigs and pork as sources of
ExPEC related virulence genes and resistance in Escherichia coli isolates from community-dwelling
humans and UTI patients. Int J Food Microbiol. 2010 Aug 15;142(1-2):264-72.

12. Overdevest I, Willemsen I, Rijnsburger M, Eustace A, Xu L, Hawkey P, Heck M, Savelkoul P,
Vandenbroucke-Grauls C, van der Zwaluw K, Huijsdens X, Kluytmans J. Extended-spectrum 3-

lactamase genes of Escherichia coli in chicken meat and humans, The Netherlands. Emerg Infect Dis.
2011 Jul;17(7):1216-22.

13. Verkade E, Bergmans AM, Budding AE, van Belkum A, Savelkoul P, Buiting AG, Kluytmans J.
Recent Emergence of Staphylococcus aureus Clonal Complex 398 in Human Blood Cultures. PLoS
One. 2012;7(10):e41855.

14. Pappas G. You can teach old pathogens new tricks: the zoonotic potential of Escherichia coli,
Clostridium difficile, Staphylococcus aureus, and enterococci, or from Noah's Ark to Pandora's Box.
Clin Microbiol Infect. 2012 Jul;18(7):617-8.




15. Squire MM, Riley TV. Clostridium difficile Infection in Humans and Piglets: A 'One Health'
Opportunity. Curr Top Microbiol Immunol. 2012 Jun 14. [Epub ahead of
print] PubMed PMID: 22695920.

16. Hensgens MP, Keessen EC, Squire MM, Riley TV, Koene MG, de Boer E, Lipman LJ, Kuijper EJ;
European Society of Clinical Microbiology and Infectious Diseases Study Group for Clostridium
difficile (ESGCD). Clostridium difficile infection in the community: a zoonotic disease? Clin Microbiol
Infect. 2012 Jul;18(7):635-45.

17. Kennedy KJ, Roberts JL, Collignon PJ. Escherichia coli bacteraemia in
Canberra: incidence and clinical features. Med J Aust. 2008 Feb 18;188(4):209-13.

18. Step DL, Engelken T, Romano C, Holland B, Krehbiel C, Johnson JC, Bryson WL, Tucker CM,
Robb EJ. Evaluation of three antimicrobial regimens used as metaphylaxis in stocker calves at high risk
of developing bovine respiratory disease. Vet Ther. 2007 Summer;8(2):136-47.

19. Cheng AC, Turnidge J, Collignon P, Looke D, Barton M, Gottlieb T. Control of
fluoroquinolone resistance through successful regulation, Australia. Emerg Infect
Dis. 2012 Sep;18(9):1453-60.

20. de Kraker ME, Davey PG, Grundmann H; BURDEN study group. Mortality and hospital stay
associated with resistant Staphylococcus aureus and Escherichia coli bacteremia: estimating the burden
of antibiotic resistance in Europe. PLoS Med. 2011 Oct;8(10):¢1001104. Epub 2011 Oct 11.

21. Ho PL, Chow KH, Lai EL, Lo WU, Yeung MK, Chan J, Chan PY, Yuen KY. Extensive
dissemination of CTX-M-producing Escherichia coli with multidrug resistance to 'critically important'
antibiotics among food animals in Hong Kong, 2008-10. J Antimicrob Chemother. 2011 Apr;66(4):765-
8.






