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Glossary

Access antibiotics

An AWaRe (Access, Watch and Reserve) category. WHO recommends that antimicrobials in the
Access group be available at all times, as treatments for a wide range of common infections. For
example, this group includes amoxicillin, an antimicrobial that is widely used to treat infections
such as pneumonia.

Active pharmaceutical ingredient (API)

A substance used in a finished pharmaceutical product and that is intended to furnish
pharmacological activity or to otherwise have a direct effect in the diagnosis, cure, mitigation,
treatment or prevention of disease, or to have a direct effect in restoring, correcting or modifying
physiological functions in humans.

Anatomical Therapeutic Chemical (ATC) classification system

An international system, controlled by the WHO Collaborating Centre (CC) for Drug Statistics
Methodology, that categorizes all medicines into one of 14 anatomical groups, each of which is
divided into therapeutic uses and then further subdivided into chemical subgroups.

Antimicrobial

Antimicrobials — including antibiotics, antivirals, antifungals and antiparasitics — are medicines
used to prevent and treat infections in humans, animals and plants.

Antimicrobial resistance (AMR)

Antimicrobial Resistance occurs when bacteria, viruses, fungi and parasites change over time and
no longer respond to medicines making infections harder to treat and increasing the risk of disease
spread, severe illness and death. As a result of drug resistance, antibiotics and other antimicrobial
medicines become ineffective and infections become increasingly difficult orimpossible to treat.

Antimicrobial stewardship

coherent set of integrated actions which promote the responsible and appropriate use of
antimicrobials to help improve patient outcomes across the continuum of care.

Appropriate (optimal) use of antimicrobials

For the purpose of this training course, appropriate prescription or use of antimicrobials means
that itis compliant or adherent to treatment guidelines, or that the prescription or use is supported
by sensitivity testing. Appropriate use of antimicrobials aims to maximize the therapeutic impact
while minimizing toxicity and the development of resistance.

AWaRe classification

Three categories of antibiotics — Access, Watch and Reserve - grouped together based on their
treatment profile and potential for development of resistance, with recommendations on when
each category should be used. See Access antibiotics, Watch antibiotics and Reserve antibiotics.
Broad-spectrum antibiotics

Antibiotics effective against a wide range of Gram-positive and Gram-negative bacteria. Examples
of broad-spectrum antibiotics are aminoglycosides, the second-generation and third-generation
cephalosporins, quinolones, carbapenems and some synthetic forms of penicillin.

Combination products
See Fixed-dose combinations.
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Consumption of antimicrobials

“Consumption data” refers to estimates derived from aggregated data sources (e.g. import or
wholesaler data, or aggregated health insurance data), where there is no information available on
the patients who are receiving the medicines or why the antimicrobials are being used. These data
sources provide a proxy estimate of use of antimicrobials.

Defined Daily Dose (DDD)

The assumed average maintenance dose per day for a drug that is being used for its main indication
in adults. The DDD is a unit of measurement and does not necessarily reflect the recommended
or prescribed daily dose.

Dosage form

The form and configuration of the completed pharmaceutical product (e.g. tablet, capsule, elixir,
injection or suppository).

First-line treatment

The initial preferred treatment for any medical condition, recommended on the basis of available
evidence. First-line treatments for infections are often narrow-spectrum antibiotics with positive
benefit-risk ratios and low resistance potential.

Fixed-dose combinations

A combination of two or more active pharmaceutical ingredients (APIs) in a fixed ratio of doses.
Thistermis used generally to mean a particular combination of APIs, irrespective of the formulation
or brand.

Global Antimicrobial Resistance and Use Surveillance System (GLASS)

A system being developed by WHO to promote and support a standardized approach to the
collection, analysis and sharing of antimicrobial resistance and use data at a global level. GLASS
encourages and facilitates the establishment of national surveillance systems for antimicrobial
resistance and use that are capable of monitoring their trends, and producing reliable and
comparable data.

International nonproprietary name (INN)

The shortened scientific name based on the active ingredients. WHO is responsible for assigning
INNs to pharmaceutical substances.

Microbiological profile
See Spectrum of activity.

Minimum inhibitory concentration (MIC)

The lowest concentration of an antimicrobial that inhibits the visible growth of a microorganism
after overnight incubation.

“One-Health” approach

A coordinated, collaborative, multidisciplinary and cross-sectoral approach — at local, national
and global levels — to attain optimal health for humans, animals and plants, and their shared
environment.

Reserve antibiotics

An AWaRe (Access, Watch and Reserve) category. The Reserve group includes antibiotics such as
colistin and later generations of cephalosporins, which should be considered last-resort options.
These antibiotics should be used only in the most severe circumstances, including in specialized
settings and specific cases where all other treatments have failed (e.g. for life-threatening
infections due to multidrug-resistant bacteria).
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Glossary

Route of administration

The path by which a medicine is taken into the body. Routes of administration are generally
classified by the location at which the medicine is applied. Common examples include oral and
intravenous administration.

Second-line treatment

Treatment reserved as a second choice for medical conditions, in case of contraindications, failure
or adverse effects of the first-line treatment.

Sensitivity test

Laboratory testing used to measure the ability of an antibiotic or other antimicrobial agent to
inhibit bacterial growth in vitro.

Spectrum of activity

Range of bacterial species susceptible to a given antimicrobial. These agents are classified as
narrow spectrum or broad spectrum. The spectrum of activity of an antimicrobial may change as
the bacteria acquire resistance genes.

Strength

Indicates the amount of active ingredient in each dosage.

Use of antimicrobials

“Antimicrobial use data” refers to estimates derived from patient-level data. These data may allow
disaggregation of data based on patient characteristics (e.g. gender and age), or indication for
which the medicine is being used. This may facilitate assessment of clinical practice against
agreed protocols and treatment guidelines. See also Consumption of antimicrobials.

Watch antibiotics

An AWaRe (Access, Watch and Reserve) category. The Watch group includes antibiotics that are
recommended as first-line or second-line treatments for a small number of infections. They have
a higher potential for resistance to develop; hence, their use as first-line and second-line treatment
should be limited. For example, ciprofloxacin, which is used to treat the urinary tract infection
cystitis and upper respiratory tract infections (e.g. bacterial sinusitis and bacterial bronchitis)
should be dramatically reduced to avoid further development of resistance.
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Introduction

Welcome to this self-paced, online course, which is designed to help you to understand and
establish surveillance of the consumption of antimicrobial medicines at country level. The
course is based on the World Health Organization (WHO) standardized methodology for global
surveillance of antimicrobial consumption (AMC). It is part of WHO’s wider efforts to support
countries in collecting and using data on AMC, and to facilitate the exchange of data with WHO'’s
Global Antimicrobial Resistance and Use Surveillance System (GLASS).

The development of national surveillance systems is an essential part of national action plans for
antimicrobial resistance (AMR). We face a serious threat to global public health from increasing
levels of AMR, driven by widespread use of antimicrobials. Yet we lack the valuable data needed
to monitor AMC, such data would increase our understanding and help us to develop effective
strategies and interventions for optimal use of antimicrobials. The WHO methodology for global
AMC surveillance provides a common technical basis for setting up AMC surveillance systems
and allows for standardized data collection at the national level.

The main objectives of this course are to:
+ introduce the WHO methodology for global AMC surveillance;

+  build competencies in key AMC surveillance functions, including data collection and analysis;
and

« describe the steps needed to set up structures for AMC surveillance and to generate data.

This course is designed for multidisciplinary professionals in charge of implementing AMC
surveillance at national and local level, drug utilization researchers, members of AMR committees,
and everyone interested in building competencies in key AMC surveillance functions.

The course comprises five modules. It starts with an overview of the AMR threat and its main drivers,
including the use of antimicrobials. The course then moves on to describe the WHO methodology
for global AMC surveillance, its data sources and variables, and provides instructions on how to
establish national AMC surveillance systems.

You can work through the modules from start to finish, building up your expertise as you complete
each module. Alternatively, if you are already familiar with some of the concepts, you can choose
to work through a specific module that covers a topic that is new to you. Where a module builds on
learnings from an earlier module, this is made clear in the text.

Each module contains text plus a set of different elements, some of which are presented with
icons, as shown here:

|Ern\|"| readings — short texts from publications for you to read as you work through a module;

|:Yf| suplementary readings - longer texts or more detailed information that you can read if
@ you wish to find out more about a particular topic;

Dj videos - short, publicly available videos for you to watch as you work through a module;

@ lecture — narrated videos made specifically for this course, with transcripts and given in
&’/ the notes, for reference;

v- f quizzes and exercises — opportunities for you to test your knowledge, with answers
V- (including feedback on wrong answers) provided at the end of the module; and

. references — a list of the references cited in the text, with a URL where the reference is
available online.

We hope you will find the course informative and useful. We trust that more countries will join the
efforts to measure AMC and help to keep antimicrobials as effective tools in fighting infectious
diseases.
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MODULE 1. Overview of antimicrobial resistance and use

1.1 Training objectives of Module 1
This introductory module will help you to:

gain an overview of the issue of resistance to antimicrobials, and of how the (inappropriate)
use of antimicrobials leads to resistance;

« understandthedifferencesbetweensales, prescription,useandconsumptionof antimicrobials;
«  be aware of the international initiatives to monitor antimicrobial consumption (AMC); and
become familiar with the World Health Organization (WHO) methodology for monitoring AMC.

The antimicrobials are used to treat infections caused by bacteria, parasites, viruses and fungi.
This course covers the human use of antimicrobials — it does not discuss antimicrobial use in
animals or plants.

1.2 Background
1.2.1 The dawn of the “antimicrobial era”

The discovery of microorganisms as the cause of infectious diseases was a first step in freeing
humankind from one of the most important causes of mortality. It was soon understood that
hygiene and hand washing were the most effective interventions to reduce transmission of
infections in hospitals and health care units, in the home and in public places.

Although hygiene and hand washing can reduce transmission, they cannot cure infections. During
the early decades of the 20th century, the first effective antimicrobial products were discovered.
As these products were marketed and used in therapy, the antimicrobial era began.

An early type of antimicrobial was the sulfonamides. Domagk, using a systematic screening
approach, discovered the antibacterial effects of a red dye, Prontosil. This led to the development
and marketing of the first sulfonamides in 1935.

Alexander Fleming observed the antimicrobial activity of the Penicillium mould in 1928. He and
other chemists then tried to find a method to purify this active ingredient and make it stable. It was
not until 1940 that Howard Florey and Ernst Chain found a way to purify enough penicillin to be
used in therapeutics. This new antimicrobial helped to save thousands of lives during the Second
World War, and Fleming, Chain and Florey were awarded the Nobel Prize in 1945.

Interestingly, in his Nobel Lecture, Fleming explained the importance of the discovery, but also
warned about the dangers of penicillin misuse:

[

But | would like to sound one note of warning. Penicillin is to all intents and purposes non-
poisonous so there is no need to worry about giving an overdose and poisoning the patient.
There may be a danger, though, in underdosage. It is not difficult to make microbes resistant
to penicillin in the laboratory by exposing them to concentrations not sufficient to kill them,
and the same thing has occasionally happened in the body.

The time may come when penicillin can be bought by anyone in the shops. Then there is the
danger that the ignorant man may easily underdose himself and by exposing his microbes
to non-lethal quantities of the drug make them resistant. Here is a hypothetical illustration.
Mr. X. has a sore throat. He buys some penicillin and gives himself, not enough to kill the
streptococci but enough to educate them to resist penicillin. He then infects his wife. Mrs.
X gets pneumonia and is treated with penicillin. As the streptococci are now resistant to
penicillin the treatment fails. Mrs. X dies. Who is primarily responsible for Mrs. X's death?
Why Mr. X whose negligent use of penicillin changed the nature of the microbe. Moral: If you
use penicillin, use enough.

- Alexander Fleming. Penicillin.
Nobel Lecture, 11 December 1945 (1).
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Ll Exercise 1.1 - a reflection

Note: This reflection exercise invites you to think about antimicrobials. By the end of the
course you will have all the information you need to answer the questions that you will find
in the reflection exercises.

Since 1945, many agents with antimicrobial activity have been discovered or synthesized.
Take a couple of minutes to think about these questions:
Can you name four different antimicrobials?

Even if you are not a medical doctor or you have been away from the clinical practice for along
time, you probably know that different infections require different antimicrobials. Can you
name three pairs of “infection — antimicrobial”?

1.2.2 A golden era and the antimicrobial spectrum

After the discovery of penicillin, pharmaceutical companies began a race to discover and identify
additional compounds with antimicrobial activity. In those early days, many promising molecules
were found in soils, sewage waters, plants and animals all over the world. This was a golden erain
the field of antimicrobials.

Fig. 1.1 shows the impressive discovery and commercialization timeline for new families of
antimicrobials. Within each family, tens of individual active ingredients with just a few modifications
in their chemical structure have been tested and eventually marketed.

Fig. 1.1. Illustration of the “discovery void”. Dates indicated are those of reported
initial discovery or patent.
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Antimicrobials either kill microbes or stop their multiplication. Early in the antimicrobial era, it
became clear that not all antimicrobials were effective against all microbes (i.e. the antimicrobial
spectrum differs among antimicrobials). The chemical structure of an antimicrobial affects its
mechanism of action, and one way to classify antimicrobials is by their chemical structure, as
shown in Table 1.1.

Table 1.1. Examples of antimicrobials, classified by chemical structure

SUBGROUP OF ANTIMICROBIALS RELEVANT EXAMPLES

Tetracyclines Doxycycline, minocycline, tetracycline
Amphenicols Chloramphenicol, thiamphenicol

Beta-lactam antimicrobials Penicillin, amoxicillin, cephalosporins, cloxacillin
Trimethoprim and sulfonamides Trimethoprim, sulfamethoxazole

Macrolides Erythromycin, azithromycin

Aminoglycosides Amikacin, gentamycin

Quinolones Ciprofloxacin, levofloxacin

Glycopeptides and polymyxins Vancomycin, colistin

1.3 Antimicrobial resistance

This section explains what antimicrobial resistance (AMR) is, the factors that cause such resistance
to develop, the impact of AMR and the rationale for monitoring the use of antimicrobials.

1.3.1 What is AMR?

AMR occurs when microorganisms develop resistance to antimicrobials. Microorganisms that
develop resistance can survive exposure to the antimicrobial and continue to multiply, potentially
causing more harm and spreading to other animals or people. The development of resistance
is part of the evolutionary mechanisms that allow microorganisms to adapt to an adverse
environment and thus survive.

E(:I Reading 1.1

Read this WHO fact sheet about AMR; it explains:
+  what AMR is;

+ why AMR is a global concern;

+ the factors that accelerate the emergence and spread of AMR;

« the present situation regarding resistance in bacteria in general and in specific diseases
(e.g. HIV, influenza malaria and tuberculosis);

+ the need for coordinated action on AMR; and
+ WHO'’s response to AMR.
Antimicrobial resistance, WHO (2018) (3) (reference: 1.3.1Reading-01)



https://www.who.int/en/news-room/fact-sheets/detail/antimicrobial-resistance
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13.2 The need for new antimicrobials

For all of the many different antimicrobials on the market, there is some degree of AMR. Where
resistance is high, the antimicrobial can become ineffective; hence, there is an urgent need for
researchers and pharmaceutical companies to discover new antimicrobial molecules. A major
problem today is that it has become much more difficult to find new antimicrobials. At the same
time as antimicrobial resistance is increasing, pharmaceutical companies have no potential new
molecules in the pipeline — warning bells are ringing.

3 Supplementary videos 1.1 and 1.2

If you wish, you can watch these two short videos to understand why it is difficult to find new antibiotics:
Video 1.1: https://youtu.be/gN-7fFflIZY?t=2m1s (4)

Video 1.2: https://youtu.be/TwNFcullF8Q (5)

Even if we succeed in finding new antimicrobials, the question is, will we continue to use them
without taking into account the basic principles of their optimal use? The answer is that we probably
will overuse any new antimicrobials, and new resistances will soon appear. The inappropriate use
of antimicrobials is discussed in Section 1.3.3.

Additional information about how microorganisms acquire resistance to antimicrobials is given
in the supplementary reading at the end of this current section, but note that for the purposes of
this training, you do not need to be a specialist in AMR. Microbiologists study the mechanisms by
which microorganisms acquire resistance, the resistance map of each country and the patterns of
antimicrobial susceptibility of different bacterial strains. Thus, microbiologists should be part of
an AMR working group, where applicable.

Now take Quiz 1.1 (you will find the solutions at the end of the module).

V-
vY=] Quiz1.1

Quiz 1.1: Part 1
Is the following statement about resistance to antimicrobials true or false?

NO. QUESTION TRUE OR FALSE?

1 The main result of resistance to antimicrobials is that medicines become ineffective and infections
persist in the body, increasing the risk that infections will spread to others.

Quiz 1.1: Part 2

The consequences of resistance to antimicrobials depend on the microorganism involved. In the table below, for each
microorganism, select the disease most commonly caused by that microorganism, and the antimicrobial to which the organism is
most likely to develop resistance.

NO. WHICH DISEASE DOES IT CAUSE? TO WHICH ANTIMICROBIAL IS IT INCREASINGLY
BECOMING RESISTANT?

Neisseria Urinary Gonorrhoea Hospital-acquired | Carbapenem Fluoroquinolones Third-generation

gonorrhoeae infections pneumonia, cephalosporin
sepsis, etc.

Klebsiella Urinary Gonorrhoea Hospital-acquired | Carbapenem Fluoroquinolones Third-generation

pneumoniae infections pneumonia, cephalosporin
sepsis, etc.

Escherichia Urinary Gonorrhoea Hospital-acquired | Carbapenem Fluoroquinolones Third-generation

coli infections pneumonia, cephalosporin
sepsis, etc.



https://youtu.be/gN-7fFflIZY?t=2m1s
https://youtu.be/1wNFcuIlF8Q
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Additional information on how microorganisms acquire resistance to

antimicrobials

As illustrated in Fig. 1.2, there are four main mechanisms through which bacteria develop AMR:
bacteria acquire mechanisms to inactivate or modify the antibacterial agents;

+  bacteria “learn” how to alter the target site of the antibacterial agents, reducing its binding

capacity;

+ bacteria modify some metabolic pathways, so that antibacterial agents are destroyed before

they can produce their effect; and

bacteria decrease permeability or increase active efflux of the antibacterial agents and thus

reduce their intracellular accumulation.

These mechanisms arise through mutations of existing genes or through bacteria acquiring new

genes from other strains or species.

Fig. 1.2. The main mechanisms through which bacteria develop resistance to

particular types of antibacterial agents
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3 Supplementary video 1.3

If you wish to, watch this video, which uses animation to explain the main mechanisms by which
microorganisms

acquire resistance.

Video 1.3: https://youtu.be/4oukHcpQoXM?t=2m40s (7)
E@ Supplementary reading 1. 1.

This 2017 publication from WHO discusses antimicrobials that are under development:

Antibacterial agents in clinical development: an analysis of the antibacterial clinical development
pipeline, including tuberculosis (8)

This 2018 update of the Executive summary of the 2017 document discusses the antimicrobials that
are in the pipeline for two major pathogens. It is based on the outcome of an advisory group meeting
in 2018: Update on antibacterial agents in clinical development (9): (reference: 1.3.2Reading-01).

1.3.3 Inappropriate use of antimicrobials

Although microorganisms evolve and can thus spontaneously acquire resistance to antimicrobials,
the process is greatly accelerated by various factors in the human, veterinarian and agricultural
sectors. Widespread use of antimicrobials is an important cause of AMR due to the exerted
selective pressure on microorganisms.

3 Supplementary video 1.4

If you wish, watch this video, in which the microbiologist Peter Piot explains the consequences of
overuse of antimicrobials, particularly for nonmedical use.

Video 1.4: https://youtu.be/2_uB-8RzFYI (10)

Now take Quiz 1.2 (you will find the solutions at the end of the module).

V-
vY=] Quiz 1.2

Do the following factors contribute to the development and transmission of resistance to antimicrobials?

FACTOR YES OR NO?

Overprescription of antimicrobials

Hand washing before and after being in contact with a patient

Use of antibacterial products in nonbacterial infections

Noncompliance by patients

Weak hospital management practices

Prescribing antimicrobials after looking at the results of the susceptibility tests



https://youtu.be/4oukHcpQoXM?t=2m40s 
http://apps.who.int/iris/bitstream/handle/10665/275487/WHO-EMP-IAU-2018.06-eng.pdf?sequence=1&isAllowed=y
https://youtu.be/2_uB-8RzFYI
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13.4 How antimicrobial use leads to the occurrence and spread of AMR

As we have seen, bacteria and other microorganisms can develop resistance to antimicrobials.
In this section, we will consider the consumption and actual use of medicines in general and of
antimicrobials in particular. Start by watching Lecture 1.1, which discusses microbiological profile,
market offer of medicines, prescription, selling and use of antimicrobials. The publications shown
in the slide can be found in the reference list for this module (77-77). The figure showing the life
cycle of medicines is adapted from the WHO report on surveillance on antibiotic consumption:
2016 — 2018 (78).

@ Lecture 1.1.

Microbiological profile, market offer of medicines, prescription, selling
and use of antimicrobials

Section 1.3.2 of this module looked at growing concern about antimicrobial resistance at a global
scale. Section 1.3.3 then commented on the consequences of the use of antimicrobials without
following therapeutic guidelines or not supported by susceptibility testing in the appearance of
resistant microorganisms.

Here, we will go into more detail about three aspects:

- the differences in the microorganisms that cause diseases in different countries (the so-
called microbiological profile);

+ the antimicrobials that are authorized and marketed in a given country; and
« the prescription and use of those antimicrobials.

«  All these concepts will be useful as you proceed with the training.

Selected Bacteria/Resistance Combinations

BACTERIUM RESISTANCE/ DECREASED SUSCEPTIBILITY TO:
Escherichia coli 34 generation cephalosporins, fluoroquinolones
Klebsiella pneumoniae 3 generation cephalosporins, carbapenems
Staphylococcus aureus Methicillin (beta-lactam antibiotics) i.e. MRSA
Streptococcus pneumoniae Penicillin

Nontyphoidal Salmonella (NTS) Fluoroquinolones

Shigella species Fluoroquinolones

Neisseria gonorrhoeae 3rd generation cephalosporins
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There are some specific problems with decreased susceptibility to antimicrobials. As you can
see from this table, which was published in the WHO's 2014 global report on surveillance, many
Escherichia coli strains are already resistant to third-generation cephalosporins. Also, resistance
of E. coli to the fluoroquinolones is growing.

E. coli is one of the agentsinvolved in noncomplicated urinary tract infections, a frequent condition,
especially among women. So, resistance to the commonly used fluoroquinolones means that in
some cases, to heal patients it is necessary to prescribe other antimicrobials that are not the usual
first-line or second-line treatments.

Neisseria Gonorrhoeae

Detection of decreased susceptibility to 3™ generation cephalosponn and
treatmeant failures up to 2010
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Both the microbiological profile and the distribution of resistant strains are dynamic (that is, they
change with time); they also present geographical differences. For example, on the map shown in
this slide you can see the country distribution of N. gonorrhoeae strains with low susceptibility to
third-generation cephalosporins. There are a couple of interesting aspects to this distribution:

First, data are lacking for some countries, and when patients present with gonorrhoea, this lack
of information directly affects how prescribers select the most appropriate antimicrobial. So, for
those countries, there is an urgent need for actions to improve data collection and the availability
of susceptibility tests. Second, the map shows different patterns; these represent differences in
the susceptibility of Neisseria strains to third-generation cephalosporins.

If a given strain is less susceptible to cephalosporins, this means that greater dosages would be
needed to eliminate all bacteria; as a microbiologist would usually say, ‘the minimum concentration
of cephalosporins needed to inhibit Neisseria growth’ would be higher. You can see that some
areas have declared increased minimum inhibitory concentration levels for third-generation
cephalosporins; for example, you can see this in Australia, Brazil, India and the United States of
America. Microorganisms do not observe political borders; also, thanks to globalization, with rapid
transportation across the globe, it can take just a few hours for a multiresistant strain to move
from one continent to another.
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Studies in different health care settings from many countries have shown a clear relationship
between the use of a specific antimicrobial and resistance to that antimicrobial.

For example, this figure presents the results of a study carried out in Indian hospitals; the graphs
show the relationship between antimicrobial consumption and the detection of resistant strains of
E. coli isolates. You can see that there is a significant correlation between the use of ciprofloxacin
(left) and meropenem (right) and the incidence of resistant isolates measured 1 month after the
antimicrobial consumption.

Diyarbakir Teaching and Research Hospital is a 672
bed tertiary center with six intensive care units
(ICUs), 10 medical units and eight surgical units.
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It is interesting to try to understand the characteristics of antimicrobial prescription and use. AMR
can develop even when antimicrobials are used appropriately, but if they are used inappropriately,
then the resistance that develops is avoidable and unnecessary.

This table comes from a study carried out in a big teaching and research hospital in Turkey.
The authors evaluated a number of treatments in 2011 and 2012. They classified treatments as
empirical (ET), microbiologically based (MEB) or prophylactic (PT). Antimicrobials can be (and
often are) inappropriately prescribed or used; although this happens with other medicines, in the
case of antimicrobials, it is extremely important.

In this study, a panel classified the treatments as “appropriate” (A), “unnecessary” (U) or
“inappropriate” (I). You can see, for example, that for the treatments based on microbiological
evidence (MEB) in 2011 more than three quarters were appropriate (A), whereas for the prophylactic
treatments, 72.5% were classified as inappropriate.

In 2011, 18% of the treatments were considered unnecessary. However, the hospital carried out
an intervention in that year, which helped to improve the use figures for 2012 — you can see that
unnecessary use fell to about 13% in 2012. The results of this study show that well-designed
interventions can help to turn the tide on the problem of inappropriate prescription or use.
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Of course, there are wide variations in use patterns. Although such variations are seen at a local
level (e.g. in different hospital services), they are more important at a country level.

This figure shows the trends and patterns of antimicrobial consumptionin China’s tertiary hospitals.
In the red area, more than 19 people per 1000 inhabitants were receiving an antimicrobial daily. On
the other side of the country, green areas indicate regions where fewer than five people per 1000
inhabitants were exposed to antimicrobials daily. In Module 2 we will explain how it is possible to
measure consumption in big populations.
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Antibiotics groups/subgroups with ATC codes Teaching Non-teaching
hospital hospital
n (%) n (%)

Total prescribing occasions 30311 (100) | 35534 (100)

ANTIBACTERIALS FOR SYSTEMIC 25867 (85.3) | 35427 (99.7)

USE; JO1

Tetracyclines; JO1A Tetracyclines; JO1AA 2235 (7.4) 94 (0.2)

Amphenicols; JO1B Amphenicols; JOTBA 40 (0.1) 0(0.0)

B- lactam antibiotics, penicillin; 3100 (10.2) 3268 (9.8)

Jo1C
Penicillins with extended spectrum; JOTCA 778 (2.6) 808 (2.3)
Beta-lactamase sensitive penicillins; JOTCE 3(0.0) 18 (0.0)
Beta-lactamase inhibitors; JO1CG 5(0.0) 2(0.0)
Combination of penicillin including beta lactamase 2314 (7.6) 2440 (7.4)
antibiotics; JO1CR

Other beta lactam; JO1D 4333 (14.3) 11929 (33.3)
1st generation Cephalosporins; JO1DB 645 (2.1) 135 (0.4)
2nd generation Cephalosporins; JO1DC 2(0.0) 516 (1.4)
3rd generation Cephalosporins; JO1DD 3686 (12.2) 11174 (31.3)
Fourth-generation Cephalosporins; JOT1DE 0(0.0) 51 (0.1)
Carbapenems JO1DH 0(0.0) 53 (0.1)

Sulfonamide with Trimethoprim; Combination of Sulfonamide with Trimethoprim; JO1EE 928 (3.1) 6(0.01)

JO1E

Macrolides, lincosamides; JO1F 842 (2.8) 150 (0.6)
Macrolides; JOTFA 58 (0.2) 78 (0.3)
Lincosamides; JOTFF 784 (2.6) 72(0.3)

Aminoglycoside; JO1G 4068 (13.4) 3484 (10.2)
Streptomycin; JO1GA 212 (0.7) 4(0.0)
Other Aminogylcosides; JO1GB 3856 (12.7) 3480 (10.2)

Quinolones; JO1M Fluoroquinolones; JOTMA 6887 (22.7) 4156 (11.7)

Combination of antibiotics; *JOTR | Combination of Antibiotics; *JO1RA 1194 (3.9) 9084 (25.1)

Other antibiotics; JO1X 2240 (7.4) 3256 (8.8)
Glycopeptide antibacterials; JOTXA 6 (0.0) 16 (0.0)
Imidazole derivatives; JOTXD 2216 (7.3) 3173 (8.6)
Nitrofurantoin; JO1XE 18 (0.1) 5(0.0)
Other antibacterials; JOTXX 0(0.0) 62 (0.2)

DRUGS FOR TREATMENT OF 2257 (7.5) 7 (0.02)

TUBERCULOSIS; J04

Drugs for treatment of

Tuberculosis; JO4A
Antibiotics; JO4AB 574 (1.9) 7 (0.02)
Hydrazides; JO4AC 570 (1.9) 0(0.0)
Other drugs for treatment of tuberculosis; JO4AK 1113 (3.7) 0(0.0)

AGENTS AGAINST AMOEBIASIS 2187 (7.2) 100 (0.3)

& OTHER PROTOZOAL DISEASES

PO1;

Agents against amoebiasis &

protozoal diseases; PO1A
Nitroimidazole derivatives; POTAB 2187 (7.2) 95(0.3)
Other agents against amoebiasis & other protozoal 0(0.0) 5(0.01)
diseases; POTAX

n (%): Absolute number of prescribing occasions (percentage of total prescribing occasions).

Sharma, M., Eriksson, B., Marrone, G. et al. Antibiotic prescribing
in two private sector hospitals; one teaching and one non-teaching:
A cross-sectional study in Ujjain, India. BMC Infect Dis 12, 155 (2012)

It is important to monitor consumption patterns in the case of antimicrobials because this is a
useful way to identify the reasons behind misuse. For example, the study shown in this slide was
carried out to compare teaching and nonteaching hospitals in the same district of India.
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As an example, let's look at the red line: 25% of the anti-infectives consumed in nonteaching
hospitals were products belonging to the “combination of antibiotics”, whereas the consumption
in teaching hospitals was just 4%. This is a big difference in consumption.

L gy 5. Lanslass &8 Lekba beha
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ulceration. FDCs of quincdones and nitrolmidazoles (eg
norfloxacin + metronidazele,  ciprofloxacin + tinidazole,
ofloxacin + omidazole) have not been recommended in
any standard books [7, 8. but continue to be heavily pre
scribed drugs in Gl infections, pelvic inflammatory disease,
dental infection #tc., to cover up for disgrostic imprecision
and the lack of access to laboratory facilities. Such injudi

The point is that the products included under this category are fixed-dose combinations of two
antimicrobials (or one antimicrobial plus another active ingredient). These continue to be used
and prescribed even though there is poor evidence of efficacy, and they are not in therapeutic
guidelines or recommendations.

Probably there are differences in the training, access to information and use of guidelines among
different health care settings. Nevertheless, it is worth reflecting on this statement:

A fixed-dose combination that is not recommended can be prescribed or used because it has
received marketing authorization.
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In other words, the problem of inadequate use of antimicrobials can be explained by failures
at different levels of the life cycle of medicines — the actors and processes involved in the use
of medicines, from their marketing authorization to final use by the population, not forgetting
promotion, prescription and dispensing processes.

These many potential problems mean that it is vital to monitor the consumption of antimicrobials
in any country. Monitoring helps to identify overuse or inappropriate use, so that we can design
appropriate interventions to improve antimicrobial use, and thus help to reduce resistances.
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We have looked at how microorganisms develop resistance to antimicrobials, the severe
consequences of the growing resistance rates at a global scale, and one of the main causes of
this disaster: inappropriate use of antimicrobials. Overuse of antimicrobials happens not just in
humans, but also in livestock or agriculture; in addition, antimicrobials can be present in fresh-
water sources.

Ll Exercise 1.2

Fig. 1.3 was produced by the WHO South-East Asia Region. It summarizes the complexity of the
AMR situation, and highlights the connection between the use and presence of antimicrobials in
different sectors, as well as the importance of water and environment as a global connector (79).

You can download the figure at 1.3.4Exercise-01. Study the figure, then take Quiz 1.3.

Fig. 1.3. WHO South-East Asia Region’s antibiotic challenge
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Source: Chereau et al. (2017) (79).
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V-
Y-} Quiz13
Taking into account the messages depicted in Fig. 1.3, please indicate which of the following

are considered high-risk situations for the emergence and spread of AMR according to current
evidence.

NO. QUESTION YES ORNO?
1 Contact with contaminated animals

2 Human-to-human transmission of antimicrobial-resistant strains

3 Ingestion of contaminated water

4 Release of antimicrobials into the environment from human activities

5 Availability of antimicrobials without prescription

AMR threatens the very core of modern medicine and the sustainability of an effective global public
health response to the enduring threat from infectious diseases. Effective antimicrobial drugs are
prerequisites for both preventive and curative measures; they protect patients from potentially
fatal diseases, and ensure that complex procedures, such as surgery and chemotherapy, can be
provided at low risk. Yet systematic misuse and overuse of these medicines in human medicine and
food production have put every nation at risk. Unfortunately, few replacement products are in the
pipeline. Without harmonized and immediate action on a global scale, experts say that the world is
heading towards a post-antimicrobial era in which common infections could once again Kkill.

1.3.5 The Global Action Plan on AMR

The complexity of the emergence and spread of AMR at a global scale, and the need for urgent
action, required collaboration among relevant sectors: human health, animal health and agriculture.
Hence, a tripartite collaboration was agreed by the Food and Agriculture Organization of the United
Nations (FAO), the World Organisation for Animal Health (OIE) and WHO.

In response, the Global Action Plan (GAP) on AMR was adopted by the World Health Assembly in
2015 (20). It reflected the global consensus that AMR poses a profound threat to human health
and included clear objectives and a series of potential measures to attain these objectives. Those
measures required actions at different levels: individual Member States, international bodies and
the WHO Secretariat.

The five strategic objectives of the GAP-AMR are as follows:

1. Improve awareness and understanding of AMR through effective communication, education and
training.

2. Strengthen the knowledge and evidence base through surveillance research.

Reduce the incidence of infection through effective sanitation, hygiene and infection prevention
measures.

4. Optimize the use of antimicrobial medicines in human and animal health.

Develop the economic case for sustainable investment that takes account of the needs of all
countries, and increase investment in new medicines, diagnostic tools, vaccines and other
interventions.

In September 2016, global leaders met at the United Nations (UN) General Assembly in New York
to commit to fighting AMR together. This was only the fourth time in the history of the UN that a
health topic was discussed at the General Assembly (the other topics were HIV, noncommunicable
diseases and Ebola). Heads of state and heads of delegations addressed the seriousness and
scope of the situation, and agreed on sustainable, multisectoral approaches to face AMR.
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Ea Supplementary reading 1.2

If you are interested, you can read:
the GAP-AMR document that was endorsed by Member States in 2015 (20); and
the 2-year progress report on the GAP-AMR (27): (reference: 1.3.5Reading-01).

3 Supplementary video 1.5

If you wish, you can also watch this video, recorded during the 2016 World Health Assembly in
Geneva, in which Dr Keiji Fukuda talks about AMR and the AMR-GAP.

Video 1.5: https://youtu.be/Pl4e2_HOzcs (22)

GLOBAL ACTION PLAN
ON ANTIMICROBIAL
RESISTANCE

|\

1.3.6 Rationale for monitoring antimicrobial use and consumption

The second strategic objective of the GAP-AMR is to strengthen the knowledge and evidence base
through surveillance research. To meet this objective, it is necessary to design ways to monitor the
consumption of antimicrobials. WHO proposed a methodology for AMC surveillance, and this is
described in detail in the later modules.

Data on the consumption of antimicrobials can be used to:

identify and provide early warning of problems relating to changes in exposure and use, and
to develop interventions to address the problems identified;

+ monitor the outcomes of interventions aimed at changing exposure;
+ assess the quality of prescribing against practice guidelines;
+ relate exposure to antimicrobials for the development of AMR; and

raise awareness among health professionals, consumers and policy-makers about the issues
of AMR and how inappropriate use of antimicrobials in humans contributes to resistance.

The lecture highlighted the significance of optimal prescribing, dispensing and use habits for
antimicrobials as an important way to reduce AMR. However, in many countries there is an opposite
challenge to that of overuse of antimicrobials, and that is poor access to essential antimicrobials.
This problem occurs where there are limited resources, particularly in some areas (e.g. rural or
conflict zones) or population groups.
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Thus, to be able to design interventions for optimal use of antimicrobials, we need to know details
such as the:

+  total or absolute consumption of antimicrobials;

- pattern of consumption of antimicrobials (relative consumption);

+ degree of consumption of second-line and reserve or restricted antimicrobials; and
«  consumption tendencies of broad-spectrum or parenteral antimicrobials.

In Section 1.2, we briefly described the different antimicrobials according to their mechanism of
action and chemical structure. In addition to these classifications, there are some terms that are
employed to classify antimicrobials according to their use. These terms, discussed below, are
useful for monitoring AMC and interpreting proportional consumption patterns.

First-line and second-line antimicrobials

For any specific infection, there are particular antimicrobials that are recommended for common
use based on current microbiological evidence, availability and cost. These are the “first-line”
antimicrobials and they usually appear as the first option in clinical guidelines. There will be other
antimicrobials that are also useful for each specific infection but are not the first to be prescribed
- these “second-line” antimicrobials are generally recommended in case of therapeutic failure
of the first-line options. The general recommendation is to keep these antimicrobials as the
second line of defence, just in case of ineffectiveness of the first-line antimicrobials. Each specific
infection has its first-line and second-line antimicrobials, and the label of the antimicrobial may
differ, depending on which disease it is being used to treat.

Access, Watch and Reserve antibiotics

Anotherrecent categorization for antibiotics takes into account the need to reduce the development
of drug-resistant bacteria, and preserve the effectiveness of “last-resort” antibiotics (i.e. those
that are used when all others fail). In developing the 2017 Essential Medicines List, WHO experts
grouped antimicrobials into three categories — Access, Watch and Reserve (AWaRe). The aim of
this categorization was to emphasize the importance of the optimal use of antibiotics, and the
potential for AMR. WHO has made recommendations on when each category of antibiotics should
be used, to address the diverse challenges of overuse of antibiotics on one hand and poor access
to essential antibiotics on the other hand.

WHO recommends that antibiotics in the Access group be available at all times, as treatments for
a wide range of common infections. For example, this group includes amoxicillin, an antibiotic that
is widely used to treat infections such as pneumonia.

The Watchgroup includes antibiotics that are recommended as first-line or second-line treatments
for a small number of infections. The aim here is to reduce overuse to avoid further development
of resistance. One example of an antibiotic in the Watch group is ciprofloxacin, which is used
to treat the urinary tract infection cystitis and upper respiratory tract infections (e.g. bacterial
sinusitis and bacterial bronchitis); use of this antibiotic should be dramatically reduced.

The Reservegroup includes antibiotics such as colistin and some cephalosporins; these antibiotics
should be considered last-resort options, and used only in the most severe circumstances when all
other treatment options have failed (e.g. for life-threatening infections due to multidrug-resistant
bacteria).

Since its inception, the AWaRe classification has been revised and more agents have been
classified.
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Reading 1.2
The following overview gives more information on the AWaRe classification 2021:
Reading 1: 1.3.6Reading-01.
The AWaRe website link is: https://adoptaware.org

Section 1.4 introduces the proposed methodology for AMC monitoring by WHO. This methodology
was developed to provide information on the use of antimicrobials in all countries.

I—_l Exercise 1.3 - a reflection

Note: This is a reflection exercise, not an evaluative one. Please consider it as an invitation
to think about antimicrobials and the difficulties of obtaining some of the relevant data.
At the end of the present training you will have enough information to answer all the
questions that you will find in the reflection exercises.

So far, this module has described different antimicrobials, and highlighted the importance of AMR
and the role of AMC in the development of AMR. For this exercise, think about the medicines
market in your country — specifically, about those products containing antimicrobials. Perhaps
this information is public and accessible in your country; if this is the case, congratulations! Clear,
current and easily accessible information on the medicines that are authorized is the first of the
many steps for their optimal use.

Which of the following questions regarding your own country could you easily answer?

NO. QUESTION COULD YOU EASILY ANSWER
THIS QUESTION?
YES NO
1 How many different antibacterial agents are marketed in your country?
2 How many pharmaceutical products including at least an antibacterial are currently
authorized in your country?
3 How many products including an antimicrobial agent combined with another medicine
are currently marketed in your country?
4 How many people in your country receive an antimicrobial each day?
5 Which is the antimicrobial most used in your country?
6 Is the use of “reserve” or restricted antimicrobials increasing in your country?
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1.4, WHO GLASS methodology for surveillance of national
antimicrobial consumption

This section gives an overview of the WHO GLASS methodology for monitoring AMC and its
objectives; details of the methodology are given in Modules 2-5. Before reading this section,
we suggest that you return to the impressions and ideas that you wrote during the reflection in
Exercise 1.3. This section will provide some additional questions for you to think about.

As outlined in Section 1.3.5, the second strategic objective of the GAP-AMR proposed surveillance
and research on AMC, and the fourth proposed to “optimize the use of antimicrobial medicines
in human and animal health”. Hence, the plan asks Member States to provide “stewardship
programmes that monitor and promote optimization of antimicrobial use at national and local
levels in accordance with international standards in order to ensure the correct choice of medicine
at the right dose on the basis of evidence”.

Monitoring AMC is an important element of the GAP-AMR. All countries have some data related
to the importation, procurement, distribution or clinical use of antimicrobials in their countries
that can be used as the basis of stewardship and monitoring programmes. Many high-income and
middle-income countries collect and analyse data on antimicrobial use, and the OIE is developing a
database on antimicrobial use in animals. In 2018, WHO published the WHO report on surveillance
of antibiotic consumption, which included AMC data from 64 countries, as a result of the early
implementation of WHO'’s surveillance programme on AMC. That programme will help to attain
the strategic objectives of the GAP-AMR, especially the second and fourth objectives.

The next two sections briefly describe the objectives of the WHO AMC monitoring programme and
explain the difference between antimicrobial use and consumption.

1.4.1 Objectives of WHO surveillance of AMC

The document WHO GLASS methodology for surveillance of national antimicrobial consumption
forms the basis of this course. In Modules 2-5 we will be working on different aspects of this
document, so it will be helpful to understand the background to the described methodology, and
its main objectives.

Aims and objectives

Read the text in Box 1.1 to understand the aim and objectives of the WHO GLASS methodology
(the text is Section 2.2 of the GLASS methodology for surveillance of national antimicrobial
consumption) (71), and you can find the full document online: https://www.who.int/publications/i/
item/9789240012639

Box 1.1

2.2. Aim and objectives of GLASS-AMC

2.2.1. Aim

The aim of the GLASS component on surveillance of national AMC (GLASS-AMC) is to
provide a common and standardized methodology for measuring and reporting the
consumption of antimicrobial agents at country level. This standardization allows the
monitoring of trends over time, facilitates comparisons between countries, and provides a
common metric for reporting antimicrobial use at regional and global levels.

The surveillance of AMC is a key to inform strategies to optimize the use of antimicrobials.
AMC data can indicate the availability and affordability of antimicrobial agents, and in
conjunction with other data, such as AMR data, inform the development of clinical guidelines
and protocols, as well as restrictions on use of agents for particular clinical conditions
or to nominated prescribers. These steps, which are necessary to ensure optimal use of
antimicrobials, are beyond the scope of this document.
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2.2.2. Objectives
The specific objectives of the surveillance of national AMC are to provide:

a methodology that can be integrated in the package of tools to assist the national
strategy on optimising the use of antimicrobials (e.g. national action plans on AMR);

+ information on quantities and types of consumed antimicrobials for policy-makers and
prescribers;

acommon methodology to the countries for collecting, analysing and reporting national
antimicrobial consumption data;

reliable and comparable national consumption data over time and between countries;
+ amethodology for collecting global antimicrobial consumption data as part of GLASS;

« comparable consumption data with animal and agricultural consumption data.

A webpage — Global Antimicrobial Resistance and Use Surveillance System (GLASS) — provides
links to other documents relevant to surveillance: https://www.who.int/initiatives/glass (23).

1.4.2 Antimicrobial use versus consumption

Once you know the framework and main objectives of the proposed GLASS methodology for AMC
surveillance, establishing a few common definitions will help to ensure the accurate use of the
methodology.

Lecture 1.1 (in Section 1.3.4) commented on the differences between prescription, dispensing,
consumption, sales and purchase of medicines. See the proposed definitions in Reading.

Definitions

Box 1.2 provides the definitions proposed in the original GLASS document. It is Section 3.1 of the
GLASS methodology for surveillance of national antimicrobial consumption) (77).

Box 1.2
3.1. Definitions
For the purpose of the protocol presented, the following definitions apply:

«  Antimicrobial consumption (AMC) data refer to estimates derived from aggregated
data sources such as import or wholesaler data, or aggregated health insurance data,
which provide no information available on the patients who receive the medicines or
why the antimicrobials are being used. These data sources provide a proxy estimate of
use of antimicrobials. Consumption data may be presented as total consumption for
a country or may be disaggregated by health care setting (community or hospital, and
public or private sectors).

Antimicrobial use data refer to estimates derived from patient-level data. These data
may allow disaggregation based on patient characteristics (e.g. gender and age), or
indication for which the medicine is being used. Depending on the source of information,
it may be possible to determine the patients’ symptoms, physician diagnoses and
medications ordered. This will facilitate assessment of clinical practice against agreed
protocols and treatment guidelines.

Measuring consumption data is an important starting point for countries with limited
experience in data collection. With experience and as data sources become more
sophisticated (e.g. e-prescribing records), it is expected that there will be more emphasis
on measuring antimicrobial use.
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Data on AMC provide information on which antimicrobials are used and in what quantities and
allow for the assessment of trends over time. The WHO protocol refers to the surveillance of AMC,
which is the subject of interest of these training materials. As mentioned, data on AMC do not
provide information on why and how antimicrobials are used; obtaining such information requires
data on the prescription, dispensing and use of antimicrobials at the patient level. Thus, WHO
has developed tools, such as point prevalence surveys (PPS), to support countries to monitor the
use of antimicrobials in hospitals. This methodology is described in the 2019 document WHO
methodology for point prevalence survey on antibiotic use in hospitals. Version 1.1 (24).

Having completed the main sections of this module, you should now have a clear understanding
of the proposed WHO methodology for monitoring AMC. To complete the module, read the key
messages and use the final quiz, Quiz 1.4, to check your understanding of the content of this
module.

1.5 Key messages

+  AMRthreatens the effective prevention and treatment of an ever-increasing range of microbial
infections.

+  Many antimicrobials are no longer effective to treat common infections, and this seriously
compromises the prevention and management of some infections, especially those appearing
in patients who are hospitalized or frail.

«  Overuse or inappropriate use of antimicrobials is one of the main causes of AMR worldwide.

«  Thethreat of AMR means that it is vital to monitor AMC at all levels (local, national and regional).

1.6 Self-evaluation

Take Quiz 1.4 to check what you have learned in this module.

V-
¥Y=] Quiz 1.4
This quiz has 10 statements and asks you to decide whether they are true or false. Once you have

chosen your answers, you will find out your score and, if you chose the wrong answer, you will
receive some feedback. At the end, you will have the opportunity to retake the quiz.

NO. QUESTION TRUE OR FALSE?

1 Use of antibiotics in nonbacterial infections does not contribute to AMR because the patient does
not have any bacteria.

2 There is much evidence to show that overconsumption of antimicrobials is associated with
increasing resistance of microorganisms to those medicines.

3 One of the objectives of the GAP-AMR is to strengthen knowledge about AMR and the evidence
base on AMR through surveillance research.

4 The most accurate method for determining the exposure of patients to antimicrobials in a given
country is to analyse data on the antimicrobial purchases by the country’s ministry of health.

5 The WHO programme on surveillance of AMC is a global programme for the collection and
reporting of data on AMC in humans at country, regional and global level.

6 Unfortunately, data on AMC cannot identify and provide early warning of problems relating to
changes in exposure and use.

7 Data on AMC are useful to monitor the outcomes of interventions aimed at changing exposure.

8 The aim of the WHO protocol presented here is to provide some ideas that each country can adapt

to monitor their AMC for their own use.

9 The provided methodology can be integrated into the national programme on surveillance of
antimicrobial use. The data obtained will be useful for analysing time trends and detecting
warnings related to the use of specific antimicrobials.

10 According to the protocol, “consumption” data are estimates derived from aggregated data
sources (e.g. import or wholesaler data, or aggregated health insurance data).
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Congratulations! You have reached the end of the first module of this training, which covered the
basics of antimicrobials, AMR and the reasons for monitoring AMC. The remaining modules will
allow you to become familiar with and able to use the WHO methodology for surveillance of AMC:

+  Module 2 gives you the opportunity to review and familiarize yourself with the WHO
methodology for measuring consumption of antimicrobials, the Anatomical Therapeutic
Chemical (ATC) classification system for medicines and the Defined Daily Dose metrics.

+  Module 3 describes a national surveillance system for AMC and how it is possible to set up
the surveillance infrastructure.

+  Module 4 describes different data sources for AMC, outlining their strengths and weaknesses.

+  Module 5 describes WHO variables that are used to calculate antimicrobial consumption.
1.7 Exercise solutions and feedback

Answers to Quiz 1.1 (in Section 1.3.2)

The main result of resistance to antimicrobials is that medicines become ineffective and infections
persist in the body, increasing the risk that infections will spread to others.

NO. QUESTION TRUE OR FALSE? | FEEDBACK

1 The main result of resistance to True Correct. Well done!
antimicrobials is that medicines become

ineffective and infections persist in the False Wrong. When bacteria become resistant to a given
body, increasing the risk that infections antimicrobial, this means that antimicrobial is no
will spread to others. longer able to kill the bacteria, so the infection persists.

Additional antimicrobials should be prescribed.
The resistant bacteria can spread to other people.

Resistance to antimicrobials has different consequences, depending on the microorganism
involved. Connect the right answers:

MICROORGANISM WHICH DISEASE DOES IT CAUSE? TO WHICH ANTIMICROBIAL IS IT INCREASINGLY
BECOMING RESISTANT?

Neisseria gonorrhoeae Gonorrhoea Third-generation cephalosporin

Klebsiella pneumoniae Hospital-acquired pneumonia, sepsis, etc. Carbapenem

Escherichia coli Urinary infections Fluoroquinolones

If you made a wrong connection, please read the document again and try to find the right answer
in the text.
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Answers to Quiz 1.2 (in Section 1.3.3)

Which of the following factors contribute to the development and transmission of resistance to

antimicrobials?

FACTOR

ANSWER AND FEEDBACK

Overprescription of antimicrobials

Correct.

Antimicrobials should be prescribed and used when indicated, in patients
with infections sensitive to the prescribed antimicrobial. Empirical use of
antimicrobials is possible when the involved agent or its susceptability is
not known, but there are well-defined rules for this approach.

Prophylaxis with antimicrobials is also well defined in practice guidelines.
It is important to follow those guidelines, to avoid unnecessary exposure
to antimicrobials.

Hand washing before and after being
in contact with a patient

Incorrect.

Hand washing is a useful practice that reduces the transmission of
microorganisms and infections, but it does not contribute to resistance.

Use of antibacterial products in
nonbacterial infections

Correct.

Fever and respiratory symptoms are common in some infections
produced by viruses, but antibiotics are not useful for killing viruses.
Usually, a good clinical diagnosis can identify whether an infection is
being produced by a virus or bacteria. In some specific patients, the
prophylactic use of antibiotics in viral infections can be useful to avoid
secondary bacterial infections, but the systematic prescription of
antibiotics in viral infections is unnecessary and increases the chance of
resistance developing.

Noncompliance by patients

Correct.

Some patients feel better or present an improvement in symptoms soon
after beginning an antimicrobial treatment, but this does not always mean
that the infection is completely gone. Stopping a course of treatment
early can lead to resistance.

Supplementary reading: https://www.who.int/features/qa/stopping-
antibiotic-treatment/en/

Weak hospital management practices

Correct.

Appropriate hospital management practices — including hand washing,
availability of soap and antiseptics, and isolation practices — help

to reduce the risk of in-hospital infections. Additionally, involving
microbiologists, infectious disease specialists, pharmacologists and
pharmacists help to improve the selection and use of antimicrobials, and
thus reduce the emergence of resistance.

Prescribing antimicrobials after
looking at the results of the
susceptibility tests

Incorrect.

Prescribing antimicrobials after looking at the results of susceptibility
tests (when available) is the best way to select the most appropriate
antimicrobial for a specific patient.
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Answers to Quiz 1.3 (in Section 1.3.4)

Taking into account the messages depicted in Fig. 1.3, please indicate which of the following
are considered high-risk situations for the emergence and spread of AMR according to current

evidence.

SITUATION OR ACTION ANSWER AND FEEDBACK

Contact with contaminated animals Incorrect. According to current information, this is a low-risk situation.

Human-to-human transmission of Correct. Resistant strains can be transmitted from a patient to another person in

antimicrobial-resistant strains community and hospital settings, and in the household. Education about
hygiene, access to soap, and antimicrobial stewardship programmes help
to reduce this risk.

Ingestion of contaminated water Incorrect. The ingestion of contaminated water has a medium risk of transferring
bacteria. However, purification of drinking-water is key to avoiding
infections due to faecal contamination.

Release of antimicrobials into the Correct. Discharge of antimicrobials into the environment due to effluents from

environment from human activities health care sites or inappropriate disposal of unused antimicrobials pose
a significant risk.

Availability of antibiotics without Correct. In many countries, antibiotics can be easily obtained without prescription,

prescription despite this practice being banned. This is a high-risk practice that
significantly contributes to the increased occurrence of antimicrobial-
resistant strains.

Answers to Quiz 1.4 (in Section 1.6)

NO. STATEMENT TRUE OR FALSE? | FEEDBACK IN CASE OF WRONG ANSWER

1 Use of antibiotics in nonbacterial False Please reconsider your answer. The point is that
infections does not contribute to patients treated with an antibiotic, despite having
bacterial resistance because the patient aviral infection, are actually being exposed to the
does not have any bacteria. antibiotic, their intestinal flora is unnecessarily

under the effects of those antibiotics, and the active
ingredients are metabolized and excreted, thus
reaching the environment. So, there are opportunities
for developing AMR.

2 There is much evidence to show that True Please reconsider your answer. As explained in Lecture
overconsumption of antimicrobials is 1.1 and Exercise 1.2, many published studies have
associated with increasing resistance of shown clear evidence of the connection between AMC
microorganisms to those medicines. and increased resistance.

3 One of the objectives of the GAP-AMR True Please reconsider your answer. It would be useful to
is to strengthen knowledge about AMR revise the five strategic objectives of the GAP-AMR
and the evidence base on AMR through (Section 1.3.5).
surveillance research.

4 The most accurate method for False Please reconsider your answer. Did you notice the
determining the exposure of patients word “accurate” in the statement? The most accurate
to antimicrobials in a given country is method for determining the exposure to antimicrobials
to analyse data on the antimicrobial in any population would be to record all patients
purchases by the country’s ministry who have actually ingested a product containing an
of health. antimicrobial. This is obviously impossible at large

scale, which is why other less accurate but more
feasible methods are used to monitor AMC at country
level. Such methods include the analysis of bulk
purchases by the health ministry or large public health
care insurers.
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NO. STATEMENT TRUE OR FALSE? | FEEDBACK IN CASE OF WRONG ANSWER

5 The WHO programme on surveillance True Please reconsider your answer. It might be useful to
of AMC is a global programme for the review the information in Box 1.1, in Section 1.4.1.
collection and reporting of data on
AMC in humans at country, regional and
global level.

6 Unfortunately, data on AMC cannot False Please reconsider your answer. As stated in Section
identify and provide early warning of 1.3.6, data on AMC can be used to identify and provide
problems relating to changes in exposure early warning of those problems.
and use.

7 Data on AMC are useful to monitor the True Please reconsider your answer. Please review the bullet
outcomes of interventions aimed at listin Section 1.3.6.
changing exposure.

8 The aim of the WHO protocol presented False Please reconsider your answer. The WHO protocol
here is to provide some ideas that each aims to provide a common methodology for the
country can adapt to monitor their AMC measurement of AMC that will allow monitoring trends
for their own use. over time, not only at national level, but also at regional

and global level.

9 The provided methodology can be True Please reconsider your answer. It might be useful to
integrated into the national programme review the text in Box 1.1 (in Section 1.4.1).
on surveillance of antimicrobial use.

The data obtained will be useful for
analysing time trends and detecting
warnings related to the use of specific
antimicrobials.
10 According to the protocol, “consumption” | True Please reconsider your answer. You may find it useful

data are estimates derived from
aggregated data sources (e.g. import or
wholesaler data, or aggregated health
insurance data).

to review the definitions of “consumption” and “use”
data; for example, consumption data, as defined in Box
1.2 (in Section 1.4.2) are a proxy estimate of the actual
use of antimicrobials.
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MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

2.1 Training objectives of Module 2
The objectives of this module are to ensure that you:

understand the theoretical basis of the Anatomical Therapeutic Chemical and Defined Daily
Dose (ATC/DDD) system;

+ canuse the ATC/DDD system, taking into account different situations; and

« caninterpret consumption data expressed as DDD/1000 inhabitants/day.

2.2 Background

In studies of the use of medicines (known as drug utilization research, DUR), a common standard
classification system is needed, to ensure that studies carried out in different places take into
consideration the same active ingredients. To “measure” medicines consumed, you could count
tablets or boxes. But even where you agree to count “boxes” or “packages”, there is a problem
because different package sizes can be found in a given country. The same applies for counting
tablets or pills, as these come in different sizes; for example, tablets may be 250 mg, 500 mg or
1 g. Acommon system of classification for medicines, including antimicrobials, is needed, as are
standard metrics to facilitate comparisons of antimicrobial consumption (AMC) among health
facilities, countries and regions.

This section describes the Anatomic Therapeutic Chemical (ATC) classification system. This
system provides a global standard for the classification of medical substances and thus to ensure
uniformity in DUR. In order to measure drug use, it is important to have both a classification system
and a unit of measurement. This section also describes the most commonly used measure of
consumption, a technical unit of measurement called the Defined Daily Dose (DDD). The purpose
of the ATC/DDD system is to serve as a tool for drug utilization monitoring and research to improve
quality of medicines use. One component of DUR is the presentation and comparison of drug
consumption statistics at international and other levels It is essential that a tool for drug utilization
monitoring and research is able to cover most medicines available on the market. An important
aim of drug utilization is to monitor rational as well as irrational drug use as an important step
in improving the quality of drug use. The classification of a substance in the ATC/DDD system is
therefore not a recommendation for use and it does not imply any judgements about efficacy or
relative efficacy of drugs and groups of drugs.

2.3 Measuring AMC - the ATC classification system

The ATC classification and the DDD measuring system are the methodological pillars for the WHO
global monitoring of AMC. This module will equip you to make use of the WHO AMC methodology,
by explaining these systems and providing practical examples for you to work on.

This section gives a brief historical background on the ATC classification system, uses specific
examples to explain the elements of the system, uses a step-by-step example to demonstrate how
to determine ATC codes, and identifies the antimicrobials included in the proposed methodology
for AMC monitoring.
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2.3.1 Historical background

The ATC classification was developed in Norway as a modification and extension of the European
Pharmaceutical Market Research Association (EphMRA) classification system. In 1981, the ATC/
DDD system was recommended by WHO as the international standard for drug utilization studies.
One year later, the WHO Collaborating Centre for Drug Statistics Methodology was established in
Oslo, Norway, and given the responsibility for coordinating the development and use of the ATC/
DDD system. In 1996, the Centre was recognized as a global centre.
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Reading 2.1

Chapter 5: Drug classification systems, from the 2013 WHO document /ntroduction to drug
utilization research (1) explains how the ATC system came to be in use (reference: 2.3.1Reading-01).

B8

O] Supplementary reading 2.1

If you would like to know more about the historical background of the ATC classification system,
you can also read from the website of the WHO Collaborating Centre (CC) for Drug Statistics
Methodology in Oslo, Norway (2).

ATC/DDD toolkit has been recently published by WHO to provide guidance on how to set up and
use the international ATC/DDD methodology. This is a comprehensive resource that will be useful
if you are interested in undertaking DUR (3).

2.3.2 Understanding the elements of the ATC classification system

Watch Lecture 2.1, which uses specific examples to show how an ATC code is constructed, and
what the different elements mean. The references (Section 2.8) include links that you may find it
helpful to access during this lecture:

«  the WHO CCin Oslo (4);
+  the ATC/DDD index published by the WHO CC in Oslo (5); and

the page fromthe WHO website that describesthe WHO system forinternational nonproprietary
names (INN) (6).
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@ Lecture 2.1.

Measuring consumption of antimicrobial medicines

The ATC Classification System

This presentation describes the Anatomical Therapeutic Chemical classification system for
medicines, commonly known as ATC classification.

We will start by defining some terms.
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The first term is “active ingredient”. An active ingredient is any component that provides
pharmacological activity or other direct effect in the diagnosis, cure, mitigation, treatment or
prevention of disease, or that affects the structure or any function of the body of humans or
animals. An example of an active ingredient is “sulfamethoxazole”. Here, you can see that the
British Pharmaceutical Codex (BPC) uses the name “sulphamethoxazole” (with a “ph”) rather than
“sulfamethoxazole” (with an “f"). Both spellings designate the same active ingredient.

To avoid confusion, it is important to identify the different active ingredients in a medicine. The
international nonproprietary name (or INN) is designated by WHO. Each INN is a unique name that
is globally recognized and is public property.

A nonproprietary name is also known as a generic name. In most cases, the name of the active
ingredient and the INN are the same; for example, this is the situation with “sulfamethoxazole”,
which is both the active ingredient and the INN.

Active ingredient: amoxicillin
INN: amoxicillin
Brand name: Amoxil (example)

Fixed-dose combination: amoxicillin + clavulanic acid (e.g. Augmentin)
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Here we will look at amoxicillin. Again, the name of the active ingredient and the INN are the same.
However, we also have a “brand name”. A brand name drug is a medicine that is marketed under
a proprietary name that is trademark protected. In the case of amoxicillin, the first and most well-
known brand name is Amoxil. Thus, one active ingredient can have different brand names.

Also, a brand name medicine can contain more than one active ingredient. We usually refer to
products with more than one active ingredient as “fixed-dose combinations” or, more simply,
“combination products”. For example, a product that contains amoxicillin plus another active
ingredient, clavulanic acid, is marketed under the brand name Augmentin.
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Some medically active substances do not have an ATC code (for example, some old or rarely
used substances). The main reason that an active ingredient lacks an ATC code is that no one has
applied for a code. However, most active ingredients do have an ATC code, and for any recently
marketed molecule, an expert committee of the WHO Collaborating Centre for Drug Statistics
Methodology b ased in Oslo, in Norway, establishes that code and defines the DDD.

So, the WHO CC in Oslo not only maintains the ATC, it also constantly updates the system. The
WHO CC website provides definitions of relevant terms, describes the ATC/DDD methodology in
detail, and has a search function that you will find useful for identifying ATC codes and DDD values
in your research.
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ATC classification

Five different levels

14 anatomical or pharmacological groups

The ATC classification system for active ingredients is a tree-like taxonomy. It divides medicines
into different groups according to the organ or system on which they act (hence the “anatomical”
part of the name). It then divides them according to their therapeutic properties, and finally their
chemical and pharmacological properties.

The ATC classification has five different levels and divides all medicines into 14 anatomical or
pharmacological groups.

General principles

«  Classification is according to the main therapeutic use or pharmacological class.

Each administration form has only one ATC code (e.g. ciprofloxacin oral and parenteral have
the code JOTMAOQ2).

BUT
+  More than one ATC code can be given in the case of:

- different therapeutic uses, reflected in different routes of administration (e.g. ciprofloxacin
oral has the code JOTMAO2, drops for conjunctivitis have the code SOT1AE03); and

— different strengths.

There are several general principles to be taken into account that underpin the ATC classification
and need to be understood when searching for the precise ATC code for an active ingredient.

The two most important principles are that medicines are classified according to their main
therapeutic use or pharmacological class, and that each administration route of a medicine has
only one ATC code.

«  For example, the antimicrobial ciprofloxacin comes in two forms — for oral and parenteral
administration — but these different forms have the same code (which is JOTMAO02).
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However, more than one ATC is given in cases where there are clearly different therapeutic uses
for an active ingredient, with different routes of administration.

«  For example, oral ciprofloxacin has the code JOTMAO02, but drops of ciprofloxacin for
conjunctivitis have a different code - they are classified under the code SOTAEQ3 (where the
“S” stands for sensory organs).
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Another example is metronidazole. In the case of parenteral use (e.g. for surgical prophylaxis) it
has the code JO1XDO01, whereas the oral or rectal route, used for trichomoniasis, is classified as
PO1ABO1 (antiparasitic products), and the vaginal gel, used for vaginosis, is classified as GOTAFO01.

The case of vancomycin is also interesting: this antimicrobial is considered a second-line
antibiotic, and it is used parenterally for severe infections. Its ATC code is JO1XAQ1. However, it is
also useful for some cases of colitis, where it is administered by mouth and the ATC code for this
oral form is AO7AAQ9.
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The 14 therapeutic groups (first-level or main anatomical groups) are designated by a single capital
letter. So, “A” is for medicines acting on the alimentary tract and metabolism, “N” is for medicines
acting on the central nervous system, “J” includes anti-infectives for systemic use, and so on.

INDICATES ... DEFINITION

J
Jo1

JO1M

JOTMA

.JOTMA02

Anti-infectives for systemic use

Main therapeutic group

Antibacterials for systemic use

Therapeutic subgroup

Quinolone antibacterials

Chemical subgroup

Fluoroquinolones

Chemical subgroup

Ciprofloxacin

Active ingredient
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This example shows the rationale of the five-level structure of ATC classification. We saw previously
that JOTMAO2 is the code for ciprofloxacin. Now we can analyse what that code means and why
it is used for ciprofloxacin.

The first level is the “J”, which is the main therapeutic group; in this case, it indicates anti-infectives
for systemic use.

The second level is the “01” in “J01”. This is the therapeutic subgroup, and the 01 indicates
antibacterials for systemic use. This means that antivirals for systemic use have a different
second-level code (J05, in this case).

The third level is the “M” in “JOTM". This is the chemical subgroup, and the M indicates quinolone
antibacterials.

The fourth level is the “A” in “JOTMA”. This is a further chemical subgroup, and the A indicates
fluoroquinolones.

The final level is the “02" in “JOTMAO02". This is the actual active ingredient, and the 02 indicates
ciprofloxacin, which is one of the fluoroquinolones. Thus, the ATC code is JOTMAO2.

Each five-level code is made up of capital letters and numbers, and “0” is always zero, never the
letter “0”
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Here, we can see all the active ingredients that are currently included under the JOTMA chemical
subgroup. There are 22 different fluoroquinolones, with each one having a different and
consecutive number. Thus, we have ofloxacin (JOTMAO1) as the first of the active ingredients,
followed by ciprofloxacin (JOTMAOQ2), pefloxacin (JO1CA03), and so on.
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Certain ATC codes are reserved for special situations. One such situation is that of combination
products.

To illustrate this, let’s look again at the fixed-dose combination of amoxicillin plus clavulanic
acid that we mentioned at the start of this lecture. This is a frequently used combination - the
amoxicillin is a penicillin and the clavulanic acid is a beta-lactamase inhibitor.

You can see that the ATC subgroup proposed for combinations of penicillins is JO1CR, and that
penicillins that combine amoxicillin with a beta-lactamase inhibitor (in this case, clavulanic acid)
have the ATC code JOT1CR02. Not shown here is that when it is used alone, amoxicillin has a
different ATC code. It is still “J01”, because it is a penicillin, but when used alone it has the third-
level code of “CA” rather than “CR”". The full ATC code for amoxicillin alone is “J01CA04".

You can also see here that combinations of two or more penicillins — with or without an enzyme
inhibitor — are classified at a separate fifth level as JOTCR50.
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You can see that anti-infectives and their combinations can act on different pathologies, and that
they can be classified in many different ATC groups.

As we saw earlier, one aspect of the ATC classification reflects the main anatomical location
where the effect takes place. For example, we can see here that a combination for the eradication
of Helicobacter pyloriis classified under the A0O2BD subgroup, where the “A” is for “alimentary
tract”. One combination for eradication of this microorganism would be amoxicillin + azithromycin
+ omeprazole.

Another example here is the GO1 subgroup, where the “G” is for “gynaecological”. This subgroup
combines gynaecological anti-infectives and antiseptics; for example, antibiotics combined with
corticosteroids.
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Lastly, let's look at another therapeutic subgroup: JO1X. New medical substances that do not
clearly belong to any existing fourth-level group of related substances will generally be placed
in an X group; thus, the “X" denotes “other”, and in the case of the JO1X subgroup, it is other
antibacterials. The antibacterials in this subgroup have various modes of action that do not fall
within the chemical subgroups JO1A to JOTM.

You can see that the fourth levels go from A (the glycopeptide antibacterials) to E (the nitrofuran
derivatives). A new fourth level is generally only established when at least two substances with
marketing authorisations fitin the group. The JO1XX group is used for new and innovative medicinal
products for which there is only a single substance.
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In the next section, you will have a chance to try finding ATC codes for proposed active ingredients.
For that, you need to use the following link for the WHO CC ATC/DDD index and its search engine:
https://www.whocc.no/atc_ddd_index/ (5).
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I—_l Exercise 2.1

Using what you learned in the lecture about the ATC code structure and how to find the ATC code
for any active ingredient in the ATC/DDD index (5), fill in the blanks cells in the table below.

Note that when you are entering a name into the search function of the index, you do not have to
write the full name of the substance, you can write just three or four letters.

NO. SUBSTANCE ATC CODE
1 Levofloxacin tablets

2 JOTMAO04
3 Phenoxymethylpenicillin tablets

4 Benzathine phenoxymethylpenicillin tablets

5 Ampicillin + sulbactam, injection

6 Amoxicillin + esomeprazole + clarithromycin, tablets

(Note: you will find the solutions at the end of the module.)

[; Reading 2.2

Now read Annex 1 of the document GLASS methodology for surveillance of national antimicrobial
consumption (7). The text summarizes the ATC methodology, and provides some examples and
uses (reference: 2.3.2Reading-01).

Having reviewed the principles of the ATC classification system, please take Quiz 2.1 to test your
understanding (you will find the solutions at the end of the module).

Vv -
v=] Quiz 2.1

This quiz has four statements and asks you to decide whether they are true or false. To do this,
you will need to search in the ATC/DDD index (5).

NO. STATEMENT TRUE OR FALSE?
1 All antimicrobials are classified under the J therapeutic group.
2 Medicinal products containing two or more active ingredients

are considered combinations in the ATC system, and they have a
different ATC code to the single components.

3 JO1R is the subgroup used to classify combinations of a systemic
antibacterial with other drugs such as local anaesthetics.

4 ATC codes are permanent over time. This allows time comparisons
of AMC.

42


https://www.who.int/publications/i/item/9789240012639

MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

23.3 Step-by-step example of determining ATC codes

Next Lecture 2.2 shows how to identify the correct ATC code, and highlights practical issues in
using the ATC classification system. This lecture provides practical examples; you can try to do
the exercises on paper, using the ATC/DDD index (5).

Assigning an ATC code to each product or active ingredient in a consumption list is generally
a straightforward part of AMC monitoring (although it can be hard if the list of medicines to be
included is long).

Nevertheless, it is important not to treat this as a mechanical task, because of some of the
complexities of the system; for example, the fact that a given active ingredient can appear under
different ATC codes. As we will see later in this module, assigning the correct ATC code to each
product is the basis for avoiding mistakes in the consumption calculation!
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In the following series of screenshots, you will have the opportunity to see examples of ATC
codification being worked through step by step. The sequence is taken from routine activities
that you will do many times while preparing AMC data from your country to be included in a data
collection spreadsheet. Here, a sample spreadsheet for recording consumption data is used.

43



Training on GLASS methodology for national surveillance of antimicrobial consumption

A ] L D
ACTIVE INGREDIENT ADM ROUTE PACKAGING ATC CODE

2 |CIPROFLOMACIM ABC FILM-CTD TABS CPR REVEST 25084G 10

1 |CEFTRIAXONE FPB WIAL DRY E AR SOLV. 25000G 2ML

4 |SULFAMETHOXAZOLE DGR SYRLIP XAR. 2A004G, S ML TDDRAL

5 |SULFAMETHOX + THIME THOPMRIM DGE SUSPENSION SLISE JA0MGSML 100ML

B |VANCOMYCIN FOUD INF DRY BOTTLE WL INFUSION S00MG 10841

{ |METROMMOAZOLE FOC INFUS.VIASBOT. VLIV SOOMG LODML

B |METROMIDAZOLE HLA R 5¥5 SLIPP NOS SLIP RECTAL S0084G 30

First, itis important to become familiar with this screen. This Excel spreadsheet is probably similar
to any Excel file containing consumption information that you will handle in the future. You can see
four different columns and eight filled rows. The columns are for:

+ the active ingredient name (Column A);

+  the administration route (B);

« the characteristics of the packaging (C); and
+ the ATC code (D).

You can see that Column D (the ATC code) is empty. In this activity, we will fill in the ATC codes for
each of the seven active ingredients described in each row.

Let’s begin with the first one in Row 2. It’'s a product containing information for the antimicrobial
“ciprofloxacin” — in this case, a preparation of 10 film-coated 250 mg tablets. Column A says that
it is “ciprofloxacin”, Column B says that the product contains film-coated tablets (which in turn
tells you that the product will be for oral use), and Column C says that each package contains 10
of these tablets, each one being 250 mg.

The Excel files containing consumption information can vary, depending on the country and the
data source, but you should always identify the variables that we have just described.

Now, we can begin the process of determining the ATC code for each active ingredient.
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Go to the ATC/DDD index that you worked with in previous exercises.

In the Search query, there are fields to write the ATC code or the name of the active ingredient. In
this case, type “ciprofloxacin” in the name field, then click the “Search” button. You should see the
following screen ...
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The screen has eight entries containing “ciprofloxacin”. These eight entries include seven different
ATC codes, and it is important to work out which is the right one. To do this, we can use the
information from the Excel spreadsheet. That file tells us that the product contains “ciprofloxacin”
alone, so we can immediately ignore the last three entries, which are codes for ciprofloxacin
combined with other active ingredients.

The file also tells us that the product comes in the form of a tablet. This means that we can
also ignore the three ATC codes beginning with “S”, because the therapeutic group “S” is used to
classify medicines used for the sensory organs. They include active ingredients administered by
the ocular or otological routes (that is, by eye or ear).

Hama  ATC/DDD spplicstion form  Ordor ATC Isdan  'WHO Camtrs  Costasfus  Legiis  GCasrch

e e o] Found 8 entries containing "ciprofloxacin’.
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Discarding those options leaves only one of the seven ATC codes: JOTMAOQ2.

This code appears twice. Click on either of those links to move to the next page in the system.

MM QUINOLOME ANTIBACTERLIALS
Thi4 graap oormprses quenckens aslibaclerials, inhibibing the bacterial DNA- gyiase.

JOLMA Flvoroquinolones
Mumaguine b5 dassifled n J01ME.

The GO0 Tor the Auworoguinslones are mainly bassd on the reatment of respiratory racl infections,
Tha: B for peflakacn, eroxedn and noflocadn are based on the treatment of complicated uinary

tract inbections.
ATC cade  Mame OO W AdmE Note
IMMADZE  ciorafloascin 1 g 0

08 g P

List of abbsew ations

Last updaned: 2009-12-16
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This page gives the definition of each level for the code, and by scrolling down you can see them all.
Thus, the “J” is for anti-infectives for systemic use, the “01"in JO1 is for antibacterials for systemic
use, the “M” in JOTM is for quinolone antibacterials, the “A” in JOTMA is for fluoroquinolones and
the “02” in the full code, JOTMAO0Z2, is for ciprofloxacin.

At the bottom of the page, you will see the screen shown here, with two values under the column
DDD. We will discuss these in Section 2.4, which focuses on the DDD, the Defined Daily Dose.

JOLM QU NOILODNE ANTIBALCTERIALS
This group comprises guinolene antibacterials. inkibicing the bacterial Dia- gyrase

HLMA Flunroguinolones
Flumeguine is classilied in JO1M8,

The DDDs e the usreguinalenes are mainky ased on the treatment of respliabory act infections.
The DODs for pefloxadn, enceadn and nefloxadn are based on the treatment of complicated urinary

tract Infections.
fiame oD U Adm.R Male
f 1 2 0
kLB g P
Ll pcated: SOT9-12-18

For the moment, just notice that there are two different values for the DDD for this ATC code: one
of these corresponds to the oral route (the “O” under “Admin. R”) and the other to the parenteral
route (the “P” under “Admin. R”). This is why there were two repeats of the ATC code JOTMAOQ2 in
the search results for ciprofloxacin: one for each route of administration.
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We can now complete this Excel spreadsheet for ciprofloxacin, by copying the code JOTMAQ02 and ...

... pasting it into the corresponding cell of the Excel file (i.e. in Row 2, Column D).

al
1
F
3
4

A
| ACTIVE INGREDIENT
|cieRoFLONACIN
CEFTRIAXONE

| SULFAMETHORAZLE

I

|SULFAMETHOR + TRIMETHOPRIM

VANCOMYCIN
_MI:"’KJ‘NIUHELI'LI:
| METRONIDAZOLE

A
ACTIVE INGREDIENT
CIPROF LEXACIN

|certRiaxcme

SULF AME THOMALOLE

5 |SULFAMETHOX + TRIMETHOPRIM

-]
7

a—

VANCOMYCIN
METROMIDAIOLE
METROMIDAIOLE

IimAG2

' ADM ROUTE

ABC FILM-CTD TABS
FPB VIAL DRY

DGM SYRUP

[Hak SUSEEMNSION
FOD INF DRY BOTTLE
FIOC INFUS.VIABOT.
HLA R SY5 SUPP NOS

]
ANM ROUTE
ABC FILM-CTD TABS
FPE VIAL DRY
DG SYRUP
DGE SUSPENSION
FOD INF DRY BOTTLE
FOC INFUS.VIA/BOT.
HLA R SYE SLIPP NOS
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PACKAGING
CPR REVEST 25084G 10
F.M S0OLY. 2S0MG 2ML
HAH. 24004G,SML T00ML
SLISE 200G /5000 100M |
WINFUSION 500G 1081

WLIW S00MIG L00ML

SUP RECTAL S008G 30

C

PACKAGING
CPR REVEST 2500G 10
FIM SOLY, 250006 2ML
KAR. 240MG/SPML 1008L
SUSP 240MGSSML 100ML
W.ANFUSION S00MG 10ML

V.U S00MG LODRL

SUP RECTAL 500045 20

D

ATC CODE
|MJ.MAD! I

o
ATC CODE
M1IMADZ
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Now, we can look at the next active ingredient, ceftriaxone. This time, the product is a vial for
intramuscular administration, and it contains 250 mg of ceftriaxone. Using this information, we
will repeat the process that we used to find the code for ciprofloxacin.

First, go to the ATC/DDD index or created pdf file and search for “ceftriaxone”
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Three different ATC codes will appear on the screen. We know from the Excel spreadsheet that the
product is not combined with other active ingredients ...

Hiswas A0 apElcaias fnfes  OEes ATE ISslEE WD CESAFE CERladE @S LS IS el

i
ATC /DI Brabex
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| =il agiliiioml’ NOTF R A0
ATLS O Sivden sl
| [

Line ol & T FDeDE

.. hence, we can ignore the last two ATC codes, meaning that the correct ATC code in this case is
J01DDO04. We copy that ..

r] w2l X v E

4 A | B | c D F
1 ACTIVE INGREDIENT ADIM ROUTE PACEAGING ATC COBE
Z_EIWM ABC FILM-CTD TABS PR REVEST 550MG 10 IR
3-_ CEFTRIAXOINE FEB V1AL DRY F.i 50Uy, 2500G 2L J1DDoa
4_|5HLFAHE|'|-'IUI.EEE DGR SYRUP KAR. ZA004G,SML 10684,
!-_SIJIJAHEIHD.'UTHIHFI'I-I:IPMH DGE SUSPENSION SUSP J0MAG ML 100k

E VANCOMYCIN FODINFDRYBOTTLE  V.INFUSION SOOMG 10ML
?_I'IEFH:DHINIHLE FOIC INFUS VIABOT, LIV SO0MG 1DDKAL

8  METRONIDAZOLE HLARSYSSUPPNOS  SUPRECTAL S00M 20

]

0

n
12
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.. and we paste it into the Excel spreadsheet (in Row 4, Column D).
The next product is a syrup containing sulfamethoxazole.

In this case, the ATC/DDD index shows three ATC codes. Most products containing
sulfamethoxazole also contain trimethoprim, but checking the Excel spreadsheet, the syrup
contains only sulfamethoxazole. So, the correct code is JOTECO1, for oral sulfamethoxazole alone.

Clicking on that link and scrolling down, we can see the page shown here.

05 B X v k&

d| A _ E _ C b | q
1jm|m ADM ROUTE PACKAGING ATC CODE
2 |CIPROFLOXACIN ABC FILM-CTD TABS CPRREVEST2S0MG 10 JOdMAD2

3 |CEFTRIAXONE FPE VIAL DRY FIMSOLV. 50MGIML 010004

4 |SULFAMETHOXAZOLE DGM SYRUP NAR. 240MG/SML 100ML  J0LECDL
s|wummﬂ:+m|mmmu DGK SUSPENSION SUSP JMOMG/SML 100ML | |
6 |VANCOMYCIN FODINFDRYBOTTLE  VUINFUSION S00MG 10ML

7 METRONIDAZOLE FOC INFUS.VIA/BOT. VLIV 500MG 1000

§ \METROMIDAZOLE HLA R 5¥S SUPR NOS S RECTAL S00MG 30

J

0

n

2]
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Again, we can copy the code (in this case, JOTEC01) and paste it into Excel (Row 5, Column D).

The next active ingredient is a combination of sulfamethoxazole plus trimethoprim. From our
previous search, we know that there is a specific ATC code for this combination.

The DODS fior the sulfonamides are related to the duration of effect, i.e. usually the long-acting
sulfonamides will have lower DDDs than the short-acting.

MILEE Combinations of sullonarmides and trimethopgrim,; incl. dervabives

When establishing DDDs for combination preducts, both components are taken into consideration, see
list of DDDs for combination products, www.whoce.no.

ATC code  MName
JO1EEQ]

DOD U Adm.R  MNote

Click on the link for sulfamethoxazole and trimethoprim, and write down the ATC code JOTEEQ1.

| &

1 | ACTIVE INGREDIENT

2 |CIPROFLOXACIN

3 |CEFTRIAXONE

d |SULFAMFETHOXATOLF

5 .ELlLF'.AHI-.-I'HEIH:  TRIMETHOPRIM
8 |vancomvom

7 .MEIHUHIUMULE

8 |METRONIDAZOLE

B
ADM ROUTE
ARC FILM-CTD TABS
FPE V1AL DRY
DGM SYRLIE
DGK SUSPEMSION
FOD INF DRY BOTTLE
FOC INFUS. VIA/BOT.
HLA R 5¥5 3UPP NO3

- ]
PACKAGING ATC CODE
CPR REVEST 500G 10 JO1MAGD
F.M SOLY. 250MG 2MIL JoLDDos
XAR. J0NGSML 100MI ol ECon
CUCP 280MG/SML 100ML  JOLEEDD
WL INFUSION S006MG 10ML | |
WL SO0 G 1O
SUP RECTAL 500MG 30

Here, we paste that code into the Excel spreadsheet (Row 6, Column D). The next active ingredient
is vancomycin prepared for intravenous infusion.
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Found 3 entries containing "vancomycin.

ALTAADS
MinsGE v
BOIAMDE

Lt pageest” JONE- 1216

In this case, the ATC/DDD search engine finds three entries containing “vancomycin” under three
different therapeutic groups: “A” for alimentary tract, “J” for anti-infectives for systemic use and “S”
for sensory organs. This particular active ingredient is administered orally for specific intestinal
infections, where local action is sought; parenterally for systemic infections; and topically for eye
infections. In the present example, the product found in the Excel file is prepared for the parenteral
route, so the correct ATC code that you should have written down is JOTXAQ1. Here, we copy that
code and paste it into the Excel file (Row 6, Column D).

4 A . 8 | € Lo |
1 ACTIVE INGREDIENT ADM ROUITE PACKAGING ATC CODE

2 |CIFROFLO]ALIN ARC FILME-LTD 1ABS PR REVES | JS0WG 1D NrangL

3 |CEFTRIAMONC FPS VIAL DRY F.IM SOLY, 250G 2L M1DDo4

4 |SULFAMETHOXAZOLE DGM SYRUP XAR. 240MG/SML 100ML  JOIECOL

5 |SULFAMETHOX + TRIMETHOPRIM DG SUSPENSION SUSP 200MG/SML 100ML  J01EEOL

& [vANCOMYCIN FODINFORYBOTTLE V.INFUSIOM 500MG 10ML  JOLXAD]

7 |mMeTRONIDAZOLE FOCINFUS.VIAJBOT.  V.IV 500MG 100ML

& _MFI'HMIDAMF HLA R 5vS SLIPP MOS SUPYVAG SOOMSE 30

Now, it is time for the last two products. If you have an Internet connection, try these yourself and
write down the results you would put into an Excel spreadsheet,

The next screen shows the results.

F| A B c 0]
i _:AL'.TI'\I'F INGREDMENT AR ROUITE PFACKAGING ATC CODF
F Il'.IDIH.'IFI DXACIM ARC FILM-CTD TARS CPR REVEST 250040 10 I MAn?
3 | CEFTRIAXOMNE FPE VIAL DRY F.IM SOLY. 250MG 2ML JO10 00
i IFI.JI FAMETHOXATOLE OGM SYRLIP WER. 24005 AL 100081 I ECO
§ |SULFAMETHOX + TRIMETHOPRIM DGE SUSPENSION SUSP JA0MG,/SML 100ML  JH1EEDL
& VANCOMYCIN FQD INF DRY BOTTLE W.INFUSION S00MG 10ML 10130401
7 |METROMNIDAZOLE FOIC INFUS. VIA/BOT, W S00MG 100ML J1XD1
& METRONIDAZOLE HLA R 5¥5 SUPP MOS SUP V&G S00MG 30 GOlAFD1
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This screenshot shows what you should have written down for the last two ATC codes; the next
screen shows where these codes were obtained from.

ATE/ OO Index Faund 17 antries containing "'matronidazala’,

ADIECH
HLRALD
T [

A search for metronidazole finds 17 entries. We know that the first product in the Excel spreadsheet
contains metronidazole for intravenous infusion, and that we should therefore look for a JO1 group
ATC code. The only code with JO1 for metronidazole alone is JO1XD01, so that is the correct code.

The second productinthe spreadsheet contains metronidazole presented as vaginal suppositories;
hence, we should look for a G group ATC code (where the G is for genito-urinary system). The only
G code in the list is GOTAFO01, so that is the correct code.

Assigning the correct ATC code to each product is the basis for avoiding mistakes in the
consumption calculation. Therefore, we recommend that the person in charge of finding the ATC
codes for the different products on any consumption list takes the time to follow the entire process
carefully and double checks the assigned codes.
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2.3.4 Antimicrobials included in the monitoring on antimicrobial
consumption

As described in Section 2.3.3, antimicrobials can be classified into different therapeutic groups
within the ATC system. The proposed common WHO AMC surveillance methodology is intended
for use by countries in different regions for continuous monitoring, so all participants need to use
the same criteria to include products.

In the proposed WHO AMC surveillance methodology:

only systemic antimicrobials are monitored — this means that, for example, no S, D or G groups
are included in monitoring, even if active antibacterial ingredients can be found in those and other
categories; and

monitoring is undertaken for both antibacterial medicines and other antimicrobials, such as
antivirals, anti-tuberculosis (anti-TB) products and antimalarials.

WHO AMC surveillance methodology splits the antimicrobials to be monitored into two groups — a
core set and an optional list of antimicrobials.

The core set of antimicrobials that all countries should include in their surveillance program the
following antimicrobials:

ANTIDACTEITAIS ...ttt et sttt Jo1
Antibiotics for alimentary tracCt .............ccoeoveeieirieieeeeeeeeeeeseeeeeee e AO07AA
Nitroimidazole derivatives for protozoal diS€ases ................ccceveeveeeeeeeeeeesieieereann. POTAB

WHO surveillance program also includes an optional list of antimicrobials that countries may
include in their surveillance program according to local needs and resources:

ANBIFUNGAIS ...ttt ettt be e J02
ANTIMYCOTICS ...ttt et et e et e et e e s taeaaeesaseessaeeaseesnsaenseeeseennseenes DO71BA
ANTIVITAIS ...ttt ettt e bt ee e et ea e e beeae e e JO5
Antimycobacterials for treatment Of tUDEICUIOSIS ................c.ccoceeveeeeieieieeeeeeeeeiena, JO4A
ANTIMAIAITAIS ...ttt POTB

E Reading 2.3
Now read page 4 of the document WHO methodology for a global programme on surveillance

of antimicrobial consumption (7). It explains in more detail which antimicrobials are included in
monitoring (reference: 2.3.4Reading-01).
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2.3.5 Key messages for Section 2.3
The main messages from this section are that:

+ the WHO methodology for AMC monitoring focuses on antimicrobials for systemic use -
topical antimicrobials are excluded;

+  WHO has defined a core set of antimicrobials that all countries should include in their
surveillance programmes;

+ According to the methodology, all active ingredients classified under JO1, AO7AA and PO1AB
subgroups should be included in the basic surveillance;

+  Countries can also collect data on more than the core set — optional set of antimicrobials,
depending on the country’s needs and use of antimicrobials.

Now take Quiz 2.2 to test your understanding (you will find the solutions at the end of the module).

V-
vY=] Quiz2.2

In this quiz, you need to complete the table below by:

« finding the missing ATC codes for each of the five products listed in the table; and

- inserting “Core” or “Optional”, as appropriate, where these designations are missing (if you
cannot find the antimicrobial in either the “core” or the “optional” list, you should report it as
“Not collected”).

NO. STATEMENT TRUE OR FALSE? STATEMENT
1 Ampicillin + sulbactam / parenteral JO1CAS51
Optional
JO1CAO1 Not collected
2 Neomycin / cream AOTABO8 Core
JO1GB05 Optional
3 Ciprofloxacin / eye drops JOTMAOQ2 Core
Optional
S02AA15
4 Erythromycin / film-coated tabs D10AF02
Optional
SO0TAA17 Not collected
5 Ciprofloxacin + phenazopyridine/ tablets G04BX06 Core
JOTRATO0 Optional
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2.4 Measuring AMC - DDD values

Section 2.3 described the internationally accepted ATC classification system for active ingredients,
and explained which antimicrobials will be included for the WHO AMC monitoring. This section
focuses on the DDD concept, which is generally accepted as being the best technical way to
measure the consumption of medicines. It explains how to manage different consumption data
and transform them into DDDs, DDD per 1000 inhabitants, and DDD per 1000 inhabitants per day
(referred to as DID).

2.4.1 The need for DDD values

Try the following exercise, then watch Lecture 2.3 to see whether your answer was correct.

© b
Exercise 2.2

You receive the following information from five different countries (A, B, C, D and E). Which country
is the top consumer of antimicrobials?

COUNTRY PRODUCT NO. OF PACKAGES

A 98

Amoxiciling 52

500 mi capsule

— 4

Amaxieillin
capsules, USP

250 mg

R ariy
100 copsules
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COUNTRY

PRODUCT

NO. OF PACKAGES

D

te e
[Ee———

L s e
L e e e ]
Aras pmeweame sare ey

e b e g ] 1B
b ik -

15 mL

700

2ml single-dose  Sulphate injeciion
Gentamicin

80 mg / 2 mL 48 myin. a Gentarricn)
For L. ar LM usa

132

58



MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

@ Lecture 2.3.

Measuring consumption

DDD rationale

This video explains the correct answer to Exercise 2.2. Have your answer to that exercise at hand
when you watch the video, so that you can check it as you watch.

COUNTRY PRODUCT NO. OF PACKAGES

A ] 98

S e
e e g

BerraraEs
ey
Ty

Heme
A

D 700

E 132

Sy g b
GarnBamicin

Erg Im = e
For L 0. o LA

The question that you were asked to answer was:

“You receive the following information from five different countries (A, B, C, D and E).
Which country is the top consumer of antimicrobials?”
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As depicted here, the table showed the number of packages consumed by each country. There
were five different products: four contained amoxicillin and one contained gentamicin.

COUNTRY

PRODUCT

NO. OF PACKAGES

ORDER BY NO. OF PACKAGES

A

ey gl
imw il hew

98

3

Fiaey

]

22

700

Do B s e

| ol L —

e

132

One possible solution would be to order the countries according to the number of packages
consumed. Using this method, Country D (with 700 packages) could be considered the highest

consumer, and Country C (with only 2 packages), the lowest.
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COUNTRY PRODUCT NO. OF PACKAGES | ORDER BY NO. OF PACKAGES

A _ 98 3

But this is not the correct solution to the question of which country is the top consumer. Here, we
will explain why that is.

First, it is clear that the packages consumed in each country are different. Second, the active
ingredient differs, because four countries consumed amoxicillin and one country consumed
gentamicin. Let’s have a closer look at the packages.

Countries A and B both consumed amoxicillin. However, Country A consumed Amoxicilina Z,
where each package contains 10 capsules of 500 mg of amoxicillin, while Country B consumed
Amoxicillin capsules, where each package contains 100 capsules of 250 mg.
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Different packages contain different quantities of active ingredient. The number of packages is
not a good unit of measure.

F
Amoxicilina 5Z
500 mg capsule
Amoxdcilin (iihidrate) 7*-.,,‘
I ~
\J0capsides |
™ ~
T“'ﬂ. ':‘-\
Sy o
‘h"*-. ""-«-.H Amoxicillin
N \"‘-. capsules, USP
i‘h ﬂ
b
"‘*-,_h 250 mg
"n,.. 3
~a 3 P ke
100 capsules
_ - A

Country C consumed amoxicillin in packages containing 500 capsules of 500 mg of amoxicillin.

Clearly, the amount of amoxicillin contained in each package is different. Therefore, it is not

possible to simply count the “number of packages” to answer the question of which country was
the highest consumer.

amoxi drop

[amasacdln

For pptprinary oral
TApEnEion

Far s i doga snd e E-Uipens-mn

Eguirvalers 10 0 73 amaxigallin

When Conauused sach il
il corters B Frag Sedulollie
aa tha tribypdiate
50 mg of amoxicillin in each mlL
15 mL content: 15 mL contents
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Country D is a different case. The package is different, because, according to the information
printed on the box, in small letters, Amoxi-Drop is a suspension formulated as follows: each
millilitre contains 50 mg of amoxicillin, and the bottle contains 15 millilitres.

Given this information, can we calculate the total amount of amoxicillin contained in each package?

amoxi drop
(amaxcillin

suspansion Suspension

For veterinary oral |

For use in dogs and cats I
Equivabemt to 0.T8 smoxicilin
When constituted. each mb

will contasn S0 mpg amoxicllin
as the trifvydrate

15 mL

icillin / 1 mL

The answer is: Yes, it is possible to calculate the total amount of amoxicillin. However, in this case
we will not do that!

As sometimes happens, in this list, there is something wrong — Amoxi-Drop is for veterinary use!
Hence, we should not consider this product because we are interested in human consumption of
antimicrobials. However, if this product is used by humans (e.g. if a similar ingredient or formulation
is not available as a human product), then it should be included.

Each time you receive a list of consumed medicines, you should check what is in the list rather
than assuming that it is correct and that all the entries are relevant.

For parenteral use gentamicin

N 2 mL
2ml sirgie-dose  Sulphain injecion
40 mg/mlL
Gentamicin = 80 mg in 2 mlL
Blmg /2 miL a0 sgieed s Gartamic

For LV. or LM use
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COUNTRY | PRODUCT TOTAL AMOXICILLIN CONTENT / PACKAGE

NO. OF PACKAGES

A Amoxicilina
500 mg / capsule
10 capsules

500 mg x 10 caps= 5000 mg 98

B Amoxicillin capsules 250 mg x 100 caps =25 000 mg 22
250 mg / capsule

100 capsules

© Amoxicillin
500 mg / capsule
500 capsules

500 mg x 500 caps =250 000 mg 2

5 Gentamicin 132
40 mg/ mL

2mL

40mg/mLx2mL=80mg

To summarize, at the end we have a list of four countries (not five, because we removed the
veterinary product) that have different products containing different amounts of amoxicillin or
gentamicin, as shown here. We can then calculate the exact amount of active ingredient in each
package. The third column in the table shows the result of multiplying the number of tablets,
capsules or millilitres by the strength of each tablet.

We can see, for example, that each package consumed in Country A has 5000 mg of amoxicillin,
whereas each package consumed in Country C has 250 000 mg of amoxicillin.

COUNTRY | PRODUCT TOTAL AMOXICILLIN CONTENT / PACKAGE | NO. OF PACKAGES | TOTAL AMOXICILLIN
CONSUMED (MG)

A Amoxicilina 500 mg x 10 caps= 5000 mg 98 5000 x 98 =490 000
500 mg / capsule
10 capsules

B Amoxicillin capsules | 250 mg x 100 caps = 25 000 mg 22 25000 x 22 =550000
250 mg / capsule
100 capsules

Cc Amoxicillin 500 mg x 500 caps =250 000 mg 2 250 000 x 2 =500 000
500 mg / capsule
500 capsules

E Gentamicin 40 mg/mLx2mL=80mg 132 80x 132 =10 560
40 mg/ mL
2mL

Next, because each country has consumed a different number of packages, we need to add
another column to our table, to calculate the total amoxicillin consumed. The final column shows
the result of multiplying the amount of amoxicillin in each package by the number of packages.

Country A (with 98 packages) appears to have consumed 490 000 mg of amoxicillin and Country
C 500 000 mg (with only 2 packages). This is because the number of capsules differs hugely from
one package to another (the packages in Country A contain only 10 capsules, whereas those in
Country C contain 500 capsules).
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COUNTRY | PRODUCT TOTAL AMOXICILLIN CONTENT / PACKAGE | NO. OF PACKAGES | TOTAL AMOXICILLIN
CONSUMED (MG)
A Amoxicilina 500 mg x 10 caps= 5000 mg 98 5000 x 98 =490 000
500 mg / capsule
10 capsules
B Amoxicillin capsules | 250 mg x 100 caps = 25 000 mg 22 25000 x 22 = 550 000

250 mg / capsule
100 capsules

Cc Amoxicillin 500 mg x 500 caps =250 000 mg 2 250 000x 2 =500 000
500 mg / capsule
500 capsules

E Gentamicin 40 mg/ mLx2mL=80mg 132 80x132=10560
40 mg/ mL
2mL

Looking at the table, we now have all the information we need to order the four countries by the
total amount of antimicrobial consumed.

The table suggests that Country B (with 550 000 mg) is the top consumer, followed by Country C
(with 500 000 mg), Country A (with 490 000 mg) and Country E (with 10 560 mg).

Thus, to the question: Which country is the top consumer of antimicrobials? with this analysis of
the given data we would answer: Country B!

But...
do these countries have:
+ equivalent consumption time?

«  similar population?

But... wait a moment! Perhaps we still have some unsolved questions.

For example, do we know if these numbers of packages were consumed over the same time frame
for each country? (For example, 1 year?)

It would be helpful to have this information, so that we could review the results for a specific time
window.

Also, do the four countries have the same number of inhabitants? Could we standardize the
consumption by 1000 inhabitants or by 1 million inhabitants?

This answer is, Yes! We can take these things into account, to have a more accurate way to
compare countries.

And also...
Is 1 mg of amoxicillin

equal to 1 mg of gentamicin?
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There is another issue to consider here.

Three countries reported consumption of amoxicillin whereas the fourth country reported the
consumption of gentamicin.

Is one milligram of amoxicillin the same as one milligram of gentamicin?
The answer is, Absolutely not! These two antimicrobials are used in completely different dosages.

Our situation is like comparing apples and pears. It is not possible to do this unless we use a
different method; for example, counting “pieces of fruit” rather than “apples” or “pears”.

In the case of medicines, to compare the consumption of different active ingredients, we need to
consider the recommended daily dose of each one. This is where the defined daily dose (or DDD)
is needed. The DDD provides a way to overcome this important limitation when measuring the
consumption of medicines.

The answer to the proposed exercise is that more information is needed to compare the
consumption of antimicrobials in those five countries.

In summary, the right answer to the question proposed in this exercise is that we need more
information before we can compare the consumption of amoxicillin in these countries.

Many researchers have faced these problems during their analyses of the consumed medicines.
And this is why the DDD concept was developed. Section 2.4.2 describes the DDD in detail.

E\rn\ Reading 2.4
To complete this section onthe need for DDDs, please read the preface of the 2003 WHO publication

Introduction to drug utilization research (7). The preface will give you some background to the
origin of the DDD (reference: 2.4.1Reading-01).

2.4.2 DDD metrics

The most commonly used measurement statistic for analysing the consumption of medicines is
the DDD value. Thus, we need to understand what a DDD is and, for a given medicine, to be able to
differentiate the DDD value from the number of consumed DDD.

Watch Lecture 2.4, which defines the DDD and explains how it can be used as a consumption
metric in monitoring AMC. As for previous lectures, you will need to make use of the ATC/DDD
index (5) as you work through the exercises in this lecture.
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@ Lecture 2.4.

Measuring consumption

DDD definition and metrics

— ===

P —
Himg Amaxicillin
Bl capsules, USP
O g
d e
A4 Rox only
500 capsules
[p—— \g.,_‘_‘___ _j
a1 g capme
R e

= 4

5,

To avoid differences and mistakes in studies that measure or monitor the consumption of
medicines, it was decided to establish a standard dose for each active ingredient.

In the previous section, we saw that there are many differences in the size of packages, and in the
strength of the tablets, vials or suspensions contained in those packages. We could see that the
number of packages is not a useful, uniform and repeatable measure
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The ideal situation would be to identify a standard value for each medicine; for example, a
recommended dosage for each medicine. In reality, this is not easy to do. Here, we will use the
example of amoxicillin to see that the amount of this antimicrobial prescribed to a given patient
depends largely on the infection site.
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This excerpt from the British National Formulary, giving the recommendations for amoxicillin,
clearly shows that the daily dosages and the treatment duration differ, depending on whether the
patient presents with Lyme disease, a dental abwscess or a urinary tract infection.

However, we could reach an agreement about the main indication of use of any medicine.

The DDD is the assumed average maintenance dose per day for a medicine used for its
main indication in adults.

The basis of the DDD concept is that the DDD represents the assumed average maintenance dose
per day for a medicine used for its main indication in adults.

This definition has several key elements:

1. The DDD is “defined” or assumed. It is a technical unit (fixed unit of measurement) and does not
necessarily correspond to the recommended or prescribed daily dose (PDD).

It is based on the main indication for that medicine.
It is measured as the total dosage in 24 hours.

4. It takes into account the maintenance dosage, rather than the initial dosage. The initial dosage
is normally not considered, because in some medicines the initial dosage can be higher or lower
than the maintenance dosage. If the initial dosage is the basis for the DDD, this is mentioned in the
ATC/DDD guidelines.

5. Itis based on the dosage recommended in adults.
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The WHO CC for Drug Statistics Methodology in Oslo (Norway) is responsible for assigning the
value of the DDD for any medicine included in the ATC classification system.

The value of the DDD for any active ingredient is set (and is then revised, if necessary) at the
request of users, following a standard process that is clearly described on the website of the Oslo
CC.
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Continuing with the example of amoxicillin, if we look this up in the ATC/DDD index, we can see
that the value of the DDD for amoxicillin is 1.5 g for the oral route and 3 g for the parenteral route.

However, there are things to consider about the DDD:

+ As we mentioned, it is only a measuring unit of use; it does not necessarily reflect the
recommended or average prescribed dose.

«  Because the unit is “daily dosage”, the DDD does not take into account the total duration of
treatment (i.e. the number of days).

+  For antimicrobials, DDDs are based on use in infections of moderate severity.

+  The DDD depends on the administration route; for example, the parenteral and oral formulation
of the same substance may have different DDDs if the recommended dose differs.
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Using the standard DDD value for the route of administration, it is possible to make certain
calculations. For example, it is possible to estimate the number of DDD contained in the package
shown in this slide — a product containing 10 tablets of 1000 mg of amoxicillin each.
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Given that 1.5 grams is equivalent to 1500 mg, the DDD value for amoxicillin is 1500 mg.
When using a DDD value, it is important to take into account the units.

To avoid mistakes, always convert values so that you are working with a single unit (in this case, mg).

Number of DDD per package \
DDDvalue=15¢g -
1.5 = 1500 mg \H-""" ko
\&

Each tablet contains 1,000 mg
Each tablet = 0.67 DDD of amoxicillin
Each package contains 10 tablets

The number of DDD of amoxicillin per package is 6.7
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To calculate how many DDD of amoxicillin each package of “Amoxicillin AL 1000” contains, we
proceed as follows:

The value of the DDD for amoxicillin is 1500 mg.
Each tablet contains 1000 mg; therefore, one tablet contains 0.67 DDD.

Each package contains 10 tablets; therefore, the number of DDD of amoxicillin per package
is 6.7.

Number of DDD per package
ad
DDDvalue =15¢ o A
1.5 g = 1500 mg ‘__*:_‘“'

Each capsule contains 500 mg
Each capsule = 0.3 DDD of amaoxicillin
Each package contains 10 capsules

The number of DDD of amoxicillin per package is 3

Let’s try to do this with another package: Amoxicilina SZ. How many DDD of amoxicillin does this
package contain?

The value of the DDD for oral amoxicillin is the same: 1500 mg.

Each capsule contains 500 mg; therefore, one tablet contains 0.3 DDD (that is, 500 mg divided
by 1500 mg = 0.3).

Each package contains 10 capsules; therefore, the number of DDD of amoxicillin per package

is 3.
Number of DDD per package
DDDvalue =15¢g  Co—
1.5g = 1500 mg e
-]
Each capsule contains 500 mg ey 8
N A

Each capsule = 0.3 DDD of amaoxicillin
Each package contains 500 capsules

The number of DDD of amoxicillin per package is 150
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Here is another example before you have a go at calculating the DDD yourself.
This amoxicillin comes packaged as 500 capsules containing 500 mg of amoxicillin each:
As in the previous calculation, the value of the DDD for oral amoxicillin is 1500 mg.
As in the previous calculation, each capsule contains 500 mg, so each tablet contains 0.3 DDD.

For Ranbaxy, each package contains 500 capsules; therefore, the number of DDD of amoxicillin
per package is 150 (that is, 500 capsules x 0.3 DDD each = 150).

Number of DDD per package

* 6.7

B 4 > 3
S —— |
——e —+ 150

Now, we can clearly see the differences in the number of DDD of amoxicillin contained in each
package: they range from 3 to 150. In some cases, the difference is minor (for example, between
Amoxicillin AL 1000 at 6.7 and Amoxicilina Sandoz at 3), but in other cases it is major (for example,
between Ranbaxy at 150 and the other packages - this major difference is due to Ranbaxy having

500 pills in just one box).

No. of DDD per No. of treatment days
package
6.7 & 6.7
3 " 3
150 > 150
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Finally, if we have assumed that the DDD is the average daily dose, when we use the DDD value as
a metric for consumption, we can assume that it is equivalent to the number of “treatment days”.

If one package contains 3 DDD, this means that one package contains amoxicillin to treat one
patient for 3 days, or to treat three patients for a single day.

Of course, when making these assumptions it is important to remember what the DDD value
means. It is a technical unit that is obtained after taking into account the average maintenance
daily dosage, not the actual dose prescribed to a given patient.

However, using the DDD values allows us to share a common methodology for calculating the
amount of medicines consumed in different places over a particular time.

2.4.3 Theoretical aspects of DDD

Later in this section, you will have the chance to try calculating the number of DDD and learn how
to take into account two additional elements: the time frame and the population. But first, let’s
consider some aspects of the DDD definition. The text of this section, up to Reading 2.5, has been
adapted from the website of the WHO CC for Drug Statistics Methodology in Oslo (4).

Definition and assignment of DDD
The WHO CC defines the DDD as follows:

“The DDD is the assumed average maintenance dose per day for a drug used for its main
indication in adults.”

" ou

The words “average maintenance dose”, “main indication” and “adults” in that definition help us
to understand why the value of some DDD can be different from the usually prescribed dose.
As mentioned previously, the DDD is a unit of measurement; it does not necessarily reflect the
recommended or prescribed daily dose (PDD).

Thus, drug consumption data presented in a DDD gives only a rough estimate of consumption, not
an exact picture of actual use. However, the DDD does provide a fixed unit of measurement that is
independent of price and dosage form (e.g. tablet strength), allowing researchers to assess trends
in drug consumption and to compare population groups.

A DDD is only assigned for drugs that already have an ATC code, but the reverse is not true;
thus, some medicines with an ATC code do not have a defined DDD. For example, DDDs are not
established for topical products (e.g. dermatologicals), sera, vaccines, antineoplastic agents,
allergen extracts, general and local anaesthetics, and contrast media.

The basic principle is to assign only one DDD per route of administration within an ATC code. DDDs
for plain substances are normally based on monotherapy.
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A DDD is assigned based on the following aspects:
The average adult dose used for the main indication, as reflected by the ATC code.

When the recommended dose refers to body weight, an adult is considered to be a person of
70 kg.

Even special pharmaceutical forms mainly intended for children (e.g. mixtures and
suppositories) are assigned the DDD used for adults — some exceptions are made for some
products only used by children (e.g. growth hormones and fluoride tablets).

«  The maintenance dose (long-term therapeutic dose) is usually preferred when establishing
the DDD. The initial dose may differ, but this is not reflected in the DDD.

A DDD is usually established according to the declared content (strength) of the product.
Where a substance has various salts, these are usually given the same DDD. Exceptions are
describedinthe guidelines for the different ATC groups; for example, the DDDs for antimalarials
are expressed as the base.

Prodrugs, which have not been given a separate ATC code, are normally not given a separate
DDD.

« The DDD is often identical for various dosage forms of the same drug. Different DDDs
may be established when the bioavailability is substantially different for various routes of
administration (e.g. oral and parenteral administration of morphine), or if the dosage forms
are used for different indications.

DDDs for combination products

In the case of combination products, DDDs are based on the main principle of counting the
combination as one daily dose, regardless of the number of active ingredients included in the
combination.

If atreatment schedule for a patientincludes, for example, two separate single-ingredient products,
then the consumption will be measured by counting the DDDs of each single-ingredient product
separately.

However, if atreatment schedule includes a combination product containing two active ingredients,
then the calculated consumption measured in DDDs will normally be lower, because the DDD for
the combination will be counted.

Examples of calculating a DDD for a combination product

«  Product A contains a fixed combination of 800 mg of sulfamethoxazole and 160 mg of
trimethoprim. The DDD of this combination product is assigned 2 unit doses (UD) = 1 tablet.
The dosing schedule of 1 tablet of product A daily will be calculated as 1 DDD (even though it
will be equivalent to 1.5 DDD of the active single-ingredient products).

Product B contains a fixed combination of 875 mg of amoxicillin and 125 mg of clavulanic
acid. The DDD value of this combination is 1 g (using the DDD assigned for this combination
given by the oral route; that is, DDD =1 g).

The Oslo WHO CC website lists the DDDs of all combined products, including antimicrobials
https://www.whocc.no/ddd/list_of_ddds_combined_products/. (8).

The WHO methodology for AMC surveillance recommends that atleast the core set of antimicrobial
classes are monitored by all national surveillance programes. The Oslo WHO CC list of DDDs for
combinations that belong belonging to the core antimicrobials is shown in Table 2.1.

IMPORTANT: For your work, you will need to use the file on ATC/DDD index for combinations with
antimicrobials, which was created by WHO. In this file, WHO has assigned codes for each of the
combination with antimicrobials defined by the Oslo WHO CC by adding an underscore and a
number (e.g. JOTCA20_1. JO1CA20_2). These codes are not assigned by the Oslo WHO CC. This
WHO file on ATC/DDD index for combinations is not included in the training material. To obtain this
file, please write to GLASS AMC Team in WHO: glass-amc@who.int.
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Table 2.1. List of DDDs of combined products within the core classes of antimicrobials

ATC CODE DOSAGE FORM ACTIVE INGREDIENTS PER UNIT DOSE (UD) DDD COMBINATION
JOTAA20 tab tetracycline 115.4 mg/ chlortetracycline 115.4 mg/ 2 UD (=2 tab)
demeclocycline 69.2 mg
JO1CA20 tab pivampicillin 0.25 g/ pivmecillinam 0.2 g 3 UD (=3 tab)
JO1CA20 tab pivampicillin 0.125 g/ pivmecillinam 0.1 g 6 UD (=6 tab)
JOTCE30 powder for inj Combination of benzylpenicillin/procain-benzylpenicillin/ 3.6 g expressed as
benzathine benzylpenicillin benzylpenicillin
JO1CR50 tab ampicillin 0.25 g/ cloxacillin 0.25 g 4 UD (=4 tab)
JO1CR50 powder for inj ampicillin 0.66 g/ oxacillin 0.33 g 2UD (=2 9)
JO1CR50 caps ampicillin 0.125g/ oxacillin 0.125 g 8 UD (=8 caps)
JO1CR50 tab ampicillin 0.25 g/ flucloxacillin 0.25 g 4 UD (=4 tab)
JO1CR50 powder for inj ampicillin 250 mg/ cloxacillin 250 mg 2 UD (=2 grams of powder
for injection)
JO1CR50 powder for inj ampicillin 500 mg/ cloxacillin 500 mg 2 UD (=2 grams of powder
for injection)
JO1CR50 tab ampicillin 125 mg/ cloxacillin 125 mg 8 UD (=8 tab)
JOTEC20 tab sulfacarbamide 0.167 g/ sulfadiazine 0.167 g/ 4 UD (=4 tab)
sulfadimidine 0.167 g
JO1EEO1 inf conc sulfamethoxazole 80 mg/ trimethoprim 16 mg 20 UD (=20 mL)
JOTEEO1 mixt sulfamethoxazole 0.2 g/ trimethoprim 40 mg 8 UD (=40 mL)
JOTEEO1 tab sulfamethoxazole 0.4 g/ trimethoprim 80 mg 4 UD (=4 tab)
JO1EEQ02 mixt sulfadiazine 0.205 g/ trimethoprim 45 mg 4UD (=20 mL)
JO1EE02 tab sulfadiazine 0.41 g/ trimethoprim 90 mg 2 UD (=2 tab)
JOTEEO03 tab sulfametrole 0.8 g/ trimethoprim 0.16 g 2 UD (=2 tab)
JO1EEO3 powder for inj sulfametrole 0.8 g/ trimethoprim 0.16 g per vial 2 UD (defined as 2 vials)
JO1EE06 tab sulfadiazin 0.25 g/ tetroxoprim 0.1 g 2 UD (=2 tab)
JO1EEQ7 tab sulfamerazin 0.12 g/ trimethoprim 80 mg 4 UD (=4 tab)
JOTRA04 tab spiramycin 1.5 MU/ metronidazole 250 mg 3 UD (=3 tab)
JOTRAO4 tab spiramycin 0.75 MU/ metronidazole 125 mg 6 UD (=6 tab)
JOTRAO5 tab levofloxacin 250 mg/ ornidazole 500 mg 2 UD (=2 tab)
JOTRAOQ7 tab azithromycin 1000 mg (1 tab)/ fluconazole 150 mg (1 tab)/ | 4 UD (=4 tab)
secnidazole 1000 mg (2 tab) (combination package)
JOTRAOQ9 tab ofloxacin 200 mg/ ornidazole 500 mg 2 UD (=2 tab)
JOTRA10 tab ciprofloxacin 500 mg/ metronidazole 200 mg 2 UD (=2 tab)
JOTRA11 tab ciprofloxacin 500 mg/ tinidazole 600 mg 2 UD (=2 tab)
JOTRAT1 tab ciprofloxacin 250 mg/ tinidazole 300 mg 4 UD (=4 tab)
JOTRA12 tab ciprofloxacin 500 mg/ ornidazole 500 mg 2 UD (=2 tab)
JOTRA13 tab norfloxacin 400 mg/ tinidazole 600 mg 2 UD (=2 tab)
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In some cases, the strength of a product is expressed in “international units” (IU) or “millions
of international units” (MU). Table 2.2 includes a conversion factor list. Please keep it for future
consultation:

Table 2.2. Conversion factors for active ingredients given by different routes of

administration
ATC5 ACTIVE INGREDIENT ADMINISTRATION ROUTE | FROM TO FACTOR
JO1CEO1 benzylpenicillin P MU g 0.6
JO1CEO02 phenoxymethylpenicillin (0] MU g 0.625
JO1FA02 spiramycin (0] MU g 0.3125
JO1CE08 benzathine benzylpenicillin P MU g 0.6
JO1CEQ9 procaine benzylpenicillin P MU g 1
MU: million international units; O: oral; P: parenteral.
Example
The DDD value for procaine benzylpenicillin (JOTCEQ9) is 0.6 g.
ATC CODE NAME DDD u ADM.R | NOTE
JO1CEQ9 procaine benzylpenicillin 0.6 g P
Product A contains 2 mL of procaine benzylpenicillin per bottle (strength: 800 000 units/mL).
This means that one bottle of Product A contains 1 600 000 units, or 1.6 MU (million international
units).
To convert the amount to grams, apply the conversion factor: 1.6 MUx1=1.6¢g
1 DDD of procaine benzylpenicillin = 0.6 g; therefore, 1.6 g of procaine benzylpenicillin =2.66 DDD.
In some cases, the DDD value changes according to the formulation. A particular case is
erythromycin, where there is a specific DDD for one salt — erythromycin ethylsuccinate.
Table 2.3 lists some relevant examples.
Table 2.3. Examples of DDD values that differ according to the formulation
ATC CODE NAME DDD UNIT OF DDD ADMINISTRATION ROUTE
JO1CRO2 amoxicillin and enzyme inhibitor 1.5 g 0
3 g P
JOTFAO1 erythromycin ethylsuccinate 2 g 0
erythromycin 1 g Y
1 g P
JOTMAO02 ciprofloxacin 1 g 0
0.8 g P
JO1GBO1 tobramycin 0.112 g Inhalation powder
0.3 g Inhalation solution
0.24 g P
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ATC CODE NAME DDD UNIT OF DDD ADMINISTRATION ROUTE
PO1ABO1 metronidazole 2 g 0
PO1ABO1 metronidazole 2 g R
JO1XDO01 metronidazole 1.5 g P

Now take Quiz 2.3 to test your understanding of this section. You will find the solutions at the end
of this module.

V-
V=] Quiz 23

Are the following statements about the concept and uses of DDD true or false?

NO. STATEMENT TRUE OR FALSE?
1 The DDD value of any medicine is the average number of doses per day for that medicine.
2 When you present consumption figures as number of DDD, this means the number of treatment

days if each patient had consumed a dose equal to the value of the DDD for that medicine.

3 Even special pharmaceutical forms mainly intended for children (e.g. mixtures and suppositories)
are assigned the DDD used for adults.

m Reading 2.5

Sometimes, you will not find a defined DDD for a specific product marketed in your country. In such

cases, a product may still be of interest from the point of view of antimicrobial resistance (e.g.
because it contains an irrational fixed-dose combination that includes an antimicrobial of special
interest). Therefore, you need to know how to report its consumption. Read the Oslo WHO CC
website about the basis for assigning a DDD.

Basis for assigning a DDD (reference: 2.4.3Reading-02)
2.4.4 Using DDDs

As described in previous sections, a DDD value provides a measure of extent of use. However, for
comparative purposes, these data are usually adjusted for population size or population group,
depending on the medicines of interest and the level of data disaggregation that is possible.

For most antimicrobials, the DDDs/1000 inhabitants/day (DID) will be calculated for the total
population, including all age and gender groups.

It may also be possible to stratify the national estimates by age group, gender and sectors
(community and hospital, public and private). Where there is stratification, it is important to
carefully consider the appropriate estimate for the denominator; for example, DDDs/1000 children
aged under 5 years/day, or DDDs/1000 women/day.

mrn;\ Reading 2.6

First, read pages 38-39 of the 2003 WHO publication Introduction to drug utilization research
(reference: 2.4.4Reading-01).

Now move on to Exercise 2.3, to try calculating DDDs adjusted for population size or population
group.
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4 trere
Exercise 2.3

Step 1. Imagine that colleagues from two different countries have sent you data detailing the

consumption of three antimicrobials in their country, expressed as number of DDD.

ANTIMICROBIAL

COUNTRY A (NO. OF DDD)

COUNTRY B (NO. OF DDD)

Amoxicillin 4380000 648 000
Ciprofloxacin 5840000 1080000
Azithromycin 2920000 540000

Based on the data in the table, please answer the following questions:
«  Which country has consumed more ciprofloxacin — Country A or Country B?
«  Which country has consumed less azithromycin — Country A or Country B?

Once you have answered, even if you are not confident of your answer, carry on to Step 2 of the
exercise.

Step 2. Now, imagine that you have also been able to call the colleagues from both countries and
ask them for additional information. Things you would ask your colleagues for are the reference
population, and the measurement time window. From this, imagine that you have been able to
expand on the table in Step 1, as follows:

ANTIMICROBIAL COUNTRY A COUNTRY B
2000 000 INHABITANTS 1200 000 INHABITANTS
1 YEAR (365 DAYS) 3 MONTHS (90 DAYS)
NO. OF DDD NO. OF DDD

Amoxicillin 4380000 648 000

Ciprofloxacin 5840000 1080000

Azithromycin 2920000 540000

Armed with this additional information, would you change your answer to the questions in Step 1?

Note that the total population is different in both countries: Country B is smaller than Country A.
Also, the time frame for the consumption is different: In Country A it covers 1 year whereas in
Country B that volume of DDD was consumed in just 90 days.

With this additional information in mind, return to your answers to Step 1 and think about whether
you would like to change your answers to the questions:

+  Which country has consumed more ciprofloxacin — Country A or Country B?
«  Which country has consumed less azithromycin — Country A or Country B?

Once you have decided on your answers, or have decided that you cannot find a satisfactory
answer, move on to Step 3 of this exercise.
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Step 3. Medicines utilization figures should ideally be presented as numbers of DDD per 1000
inhabitants per day. Therefore, let us start with the initial data, to transform raw consumed DDD in
the standard form of DDD/1000 inhabitants/day or DID.

ANTIMICROBIAL COUNTRY A
2000000 INHABITANTS

1 YEAR (365 DAYS)

NO. OF DDD NO. OF DDD/INHABITANTS/YEAR | NO. OF DDD/1000 INHABITANTS/DAY
Amoxicillin 4380000 2.19 6
Ciprofloxacin 5840000 292 8
Azithromycin 2920000 1.46 4

The table shows the different calculations step by step. We have the number of DDD (e.g. 4 380
000 DDD for amoxicillin). However, the total population of the country is 2 000 000 inhabitants;
hence, we should divide the amoxicillin consumption by 2 000 000 for the number of inhabitants,
to obtain the consumption per inhabitant per year, which will be 2.19.

You can repeat these operations with ciprofloxacin and azithromycin, to obtain, respectively, 2.92
and 1.46 DDD/inhabitants/year.

Next, for amoxicillin we can transform this figure to obtain the number of DDD/1000 inhabitants/
year. To do this, we multiply 2.19 by 1000, to obtain 2190.

But this consumption refers to a year (365 days). So, we need to divide the previous numbers by 365
to obtain the daily consumption expressed in the final column: 6, 8 and 4 DDD/1000 inhabitants/
day, for amoxicillin, ciprofloxacin and azithromycin, respectively.

Try following these calculations to obtain the figures for Country B, then move on to Step 4. The
table shows the information regarding the consumption of three antimicrobials in Country A and
Country B, standardized to be fully comparable.

ANTIMICROBIAL

COUNTRY A

2000000 INHABITANTS

1 YEAR (365 DAYS)

COUNTRY B

1200 000 INHABITANTS

3 MONTHS (90 DAYS)

NO. OF DDD NO. OF DDD/1000 NO. OF DDD NO. OF DDD/1000
INHABITANTS/DAY INHABITANTS/DAY
Amoxicillin 4380000 6 648 000 6
Ciprofloxacin 5840000 8 1080000 10
Azithromycin 2920000 4 540000 5
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Taking these steps into account may change the answers you gave in Step 1 and Step 2. The
correct answers are as follows:

Which country has consumed more ciprofloxacin — Country A or Country B?

The answeris Country B,with 10 DDD/1000 inhabitants/day, in contrast to 8 DDD/1000 inhabitants/
day consumed in Country A. So, 10 patients per 1000 inhabitants are exposed to ciprofloxacin in
Country B per day, whereas in Country A, the exposure is 8 patients per 1000 inhabitants per day.

«  Which country has consumed less azithromycin — Country A or Country B?

The answer is Country A, with 4 DDD/1000 inhabitants/day, because the consumption in Country
B is higher, at 5 DDD/1000 inhabitants/day.

Now that you have the essentials to operate with DDD metrics, it is important to take into account
some of the peculiarities and exceptions presented in Section 2.4.3 regarding the measurements
with DDD and the conversion from packages to DDD when the package is not a capsule or a tablet.
You can return to that point if you have some doubts.

Now take Quiz 2.4 to test your understanding of this section. You will find the solutions at the end
of this module.

V-
vY-) Quiz 2.4

Are the following statements about DDDs true or false?

NO. STATEMENT TRUE OR FALSE?
1 For liquid preparations for oral use of a combination product, 1 unit dose (1 UD) means 1 spoon.
2 AMC presented in DDD does not give an exact picture of actual use; it is just an estimate of

consumption.

3 For topical products containing an antimicrobial, it is possible to use the DDD established for oral
preparations with the same active ingredient.

2.4.5 Step-by-step exercise in consumption of antimicrobials

Section 2.3 described the ATC classification system, while Section 2.4 so far has described the
concept of establishing a DDD value for a given active ingredient and explained how to express
AMC data as “number of consumed DDD". Various examples showed how to work with DDD and
transform raw “number of DDD” values into DDD/1000 inhabitants/day (DID), to give a context to
the raw data and to compare values within countries or across time.

Lecture 2.5 gives practical step-by-step examples of how to identify the DDD values
for different products, and work with these DDD to express consumption as DID. This lecture has
worked examples, so you can try to do the exercises with the ATC/DDD index (5). You will need
paper, a pen and a calculator at hand to practice with these calculations. You will have another
opportunity to practice in Module 5.
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In this exercise, we will calculate the consumption of a series of antimicrobials in DID. Our starting
point is this Excel file that we saw in Section 2.3.3.

The spreadsheet shows the number of packs of 10 products containing antimicrobials consumed
during the first trimester of 2017 (that is, 90 days) in a large country (its estimated population data
for 2017 was 198 000 000 inhabitants). When you receive a file containing data on consumption of
medicines, it will be similar to this one.

In this exercise, we will be writing down the information that you would put in the different columns
in order to easily transform the raw number of packages consumed into DID.

First, you have another chance to practise with ATC codes. In Section 2.3.3, you identified the ATC
codes for the first seven rows. Now three additional rows have been added. If you wish, you can
use the ATC/DDD index to find the correct ATC codes for the blank cells.

Once you have finished, move on to the next screen to check the solution.
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This screenshot shows the correct ATC codes for the suggested products. This is the first step in
the process of determining the DDD value and the DID.
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To find the DDD value for each active ingredient, go to the ATC/DDD index or created pdf file. We
will start with “ciprofloxacin” — type this into the “Name” box in the search function.
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Training on GLASS methodology for national surveillance of antimicrobial consumption

Now, we need to select the appropriate entry. In this case, we know that it is the first option in
the list — ciprofloxacin for systemic use formulated as a single component, with the ATC code
JOTMAO2 - so select that option.
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(B LR TR NN F N EEEF EE R E R LR TR

iihn i

E

J AT T TR % O O TR L
SO AT T LR S O S| s
SO LR ORI BT LA TR &
HAMAL biaa vapemabaey

provepe AT ceds  Hama DOO U AsmR Mok
i, 1o T i g o
1wl b bty 8 g B
ATL T I anad
Gurdelars
U o KICEED
Lt apeiptmer 0 A ¥ 2LF 3

Now scroll to the bottom of that screen, where you will see both the ATC code and the DDD value,
defined for oral ciprofloxacin and for parenteral ciprofloxacin. For some active ingredients, the
DDD values for different modes of administration are the same, but in other cases they differ. Here,
for ciprofloxacin, we can see that the values are different. We know that the form referred to in the
Excel spreadsheet is tablets, so the correct choice here is oral ciprofloxacin, and the correct DDD
isthus 1g.
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1 -mlﬂﬂim Al RCHITE Pl BRAGING ATCCOM Ni PACES Divwalar Wi, DDO OO/ 100 I DHD
2 | CEROFLORAL N AR FRLA-CTD TAES CPH REVEST 1508MG 10 JOLMAan: E58F 3000 MG

K} lﬂm Fiil WAL DAY Foib SOV, 23008 SWTL FOLDOOA

& SULFANETROXATLF [add LIl R DAl i 100y ML I

3 SULFAMETHON & TRIMETHOPRIM  [GE SUSPEMSION SAULP JArcy e 1000 BOLEEDL 1S
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Now, write down the figure that you would include in the Excel spreadsheet. Given that we will be
dealing with different products with different DDD values, it is best to use a single unit for the DDD
values, and we will choose milligrams. So, the value to write down, that you would include in the
Excel spreadsheet, is “1000 MG” (i.e. 1 g = 1000 mg).
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MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

Now we can proceed to the next product: ceftriaxone.
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Find this product in the ATC/DDD index. You will see that the DDD value is 2 g (i.e. 2000 mg).
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The next product is sulfamethoxazole.
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Training on GLASS methodology for national surveillance of antimicrobial consumption

You can see from the Excel spreadsheet that we need the DDD value of the preparation containing
oral sulfamethoxazole alone, with the ATC code JO1EC01. The DDD is 2 g (i.e. 2000 mg).
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The next product also contains sulfamethoxazole, but in this case, itis combined with trimethoprim
in the same tablet. This is an important example, because consumption of this product is high in
many countries.

The product is a fixed combination. As explained in Section 2.4.3, this means that we need to know
the specific content of each of the active ingredients (sulfamethoxazole and trimethoprim). We
will now see how to find that information. Start by searching for sulfamethoxazole in the ATC/DDD
index, and clicking on the product with the ATC code JOTEEOQ1.

The DODS fior the sulfonamides are related to the duration of effect, i.e. usually the long-acting
sulfonamides will have lower DDDs than the short-acting.

MILEE Combinations of sullonarmides and trimethopgrim,; incl. dervabives

When establishing DDDs for combination products, both components are taken into consideration, see
list af DDDs for combination products, www.whoot.no.,

ATC code  MName DDD U Adm.R MNote
JO1EEQ]

If you scroll down to the bottom of the page for “JOTEEQ1 sulfamethoxazole and trimethoprim”, you
will see that no DDD is given.
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MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

01 ANTIBACTERLIALS FOR SYSTEMIC USE
This group comprises anbbactenals for sysbemic use, except anbimycobacterials, which are dassified
in J04_ The antibactanals are dacehed according to thair mode of achion and chamestry.

Combinations of two or more systemic anbbactenals from different third levels are dassified in JO1R,

except combmnations of sulfonamides and trinnetml which are dassified at a sepatate 4th Ie'.'ell
]'DIE.

Combnabons of antibactenals and tuberculostatics are dassfied in J044M,

Combinations of antibactenals with other drugs, induding local anesthetics or vitamins, are dassified
at separate 5th levels in the respective anbbactenal group by using the 50-seres. Common cold
preparations containing minemal amounts of antibadienals are dassified in RO5X.

Inhaled antenfectives are cassified here based on the fa0 that preparations for inhialanon can not
be aeparated from preparabions for injecon.

MILE SULFOMAMIDES AND TRIMETHOPRIM

This growp comprises systemic sufonamide and timethoprim preparations. Combinations of
suffonamide and trimethoprim are dassified in JO1EE. Preparations containing two or more
sulfonamides are dassified within the different 4th levels, using the Sth level code 20.

I such combinations, the halF-ife of the most long-acting sulfonamide determanes the dassihcation.
Sulfenamedes i combinations with other antbactenals (el tnmethoprim) are dassified in 101R.
Dapsone is dassified in 104 - Antimycobactenials. See also AD7A - Intestinal anbinfectives,

Preparabions, whech m addibon contain a urine aadifier, such as witamin C, caloum- or ammonium
chioride, are dassified at the plain Sth levels.

The DDDs for the sulfonamides are related to the durstion of effect, i.e. usually the long-acting
sulfonamides will have lower DDDs than the short-acting.

The ATC/DDD index has particular specifications for DDD values for products that combine two
or more active ingredients in a single product. Thus, if you scroll up in the page for “JOTEEQ1
sulfamethoxazole and trimethoprim”, you will see that combinations of sulfonamide and
trimethoprim are classified under JO1E, whereas sulfonamides in combinations with other
antibacterials (excluding trimethoprim) are classified under JO1R.

87



Training on GLASS methodology for national surveillance of antimicrobial consumption
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To find the DDD for this product, go to the side bar of the ATC/DDD index site and click on “DDD”,
then on “List of DDDs combined products”, as shown in this screenshot.

The list gives the DDD values for a range of combinations. Now, scroll down within the list to find
the JOTEE codes.

WICRS0  Veonlln-5 Powder for  ammalin 250 mg/ 200 |=2
" cloxanlin 250 mg arams of
powdar for
iraction]
JOICRS0  Viccln-5 Powder for  ampicilin 500 mg/ 20D [=2
nj claxaclin 500 mg orams of
powder for
injaction)
J01CRSO  Weoolln-5 Labs ampicillin 125 mg/ B LD (=8 tab)
clowacilin 125 mg
JOIECZ0  Trisulfamid Tab sulfacarbamide 0.167 g/ 4 uD (=4 tab)

sulfadiazing 0.167 af
sulfadiemeding 0.187 g

MIEENT  Ruactrem, Fusapm, Il cone aulfamethax arole B0 mg/ 20Un (=20
Trwmarafnm-4 A EnmANRARAT 16 M il
JOIEED]  Bactrm, Cusaprim, L i sulfamethoxazals 0.2 9/ BUD (= 40 ml)
Trimetaprim-sulla trimathaprim 40 mg
JO1EEDL  Bactrin, Eusaprim Tab sulfamethoxarole 0.4 g/ 4 U0 (=4 tab)
Triemetoprim-siilfa tnmethaoprin B0 g
IDIEEDZ  Tngloba, Trmin Sulta Mt sulfackazne 0,205 g/ 4 LDy (=20 ml)
rimethoprim 45 mg
JOIEEODZ Trgloba, Trimin Sulfa Tab sulfadiazing 0.41 @/ 2 UD (=2 tab)
Lo im S8 magy
IDIEEDT  Lidaprim Tah sulfametrale 0.8 g/ 2UD (=2 tab)
enmethoprim 016 g
JOLEEQZ Lidaprim rowder for  sulfametrole 0.8 gf 2 UD (defined
inj trimathoprim 0.16 g par vial as 2 wials)
IDIEEDS Stennor Tab sulfadiazin 0.25 gf 2 b (=2 tab)
tetrexepnm 0.1 g
1D  Berocombin 1ab sulfamerazin 0.12 o/ 4 UD (=4 tab)
trimethoprim 80 mg
JOIRADS Duocbact tab levofloxacin 250 mg/ 21D (=2 tab)

sl demsls PR -
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These are the JOTEE products listed.

MICRS0  Ampiclox

MICRS0  AmMposium

NLCRSD  AMDOXILm

MLCRS0 Co-fuampsol

MLCRID  Vecolln=5

MILCHESY

WA1CRSD  Vecolln-5

WMIFCM  Trsulfamid

MI1EEQ]l Bactnm, ELssapmm,
Irmetopnm Sulfa
Bactnim, Eusapnm,
Triemetoprim-sulfa
Bactrim, Eusapram
Trimmel opean-sulla
Trighobe, Trman Sulfa

MLEEDL
JOLEED]
Jo1EEGZ
JLEERZ  Ingiobe. Tnman Sulls
MIEEDZ  Lidaprim
MIEEGZ Ldapnim
WIEEDG  Stenmor
WIFFN?  Rerdacombn

JOLRADS Duobact

benzathene benzylpenicillin benzylpancilln
Tab ampicilin 025 g/ 4 UD (=4 tah)
choccacillin 0.25 g
Fawder far  ampcillin 0,66 gf ZUD[=2g)
nj cochoilen (.33 0
Laps Jampicillin 0.1 250/ BUD(=-8
oocacilin 0,125 @ caps)
Tab ampicilin 0.25 g/ 4 UD (=4 tab)
fhudoxaclin 0.25 g
Powder for  ampcllin 250 myg)/ 2 UD (=2
] choxacdlen 250 myg prams of
powder for
nperhinn
Powder for  ampicillin S00 mg/ 2 U (=2
ifj doocacllin 500 mg gramas of
powder for
imp@ction]
[#17] ampicillin 125 mg/ 8 UD (=8 tak)
doocacllin 125 myg
Tah sulfacarhamide 0,167 g/ d UD (=d tah)
sulfadearine 0,167 g/
aulfadersdine 0.167 g
Inf conc sulfamethoxazole BO mgy 20 UD (=20
Mioet, sulfamethoxazele 0.2 of & D (= 40 ml}
trimethoprim 40 mg
Tab 14 g A g & Co
Lrimssthopein B0 my
Mioct: sulfadiazins 0,205 gf A UD (=30 mi)
trimethapeim 45 mg
Tab suifadiazine (.41 o/ £ WD (=4 tab)
trimethoprim Y0 mg
Tab suifameatrole 0.8 @/ 2 U0 (=2 tab)
trimethaprim 0.16 g
Puwder for  sulfamwetrobe 0.8 g/ 2 WD (definved
ing Urimsathopom 0.16 g par vial as 2 wialg)
Tab sulfadeazin 0.25 g/ 2 UD (=2 tah)
rebromopnm 0.1 g
Tah sulfamerann 0,12 o A4 LN [=4 tah)
tnmathapom B0 mg
tab levoflaaacin 250 ma) 2UD (=2 tab)

mrmi i DO ———

Now we need to find the combination that we are working with. That combination — a suspension
containing sulfamethoxazole (200 mg) and trimethoprim (40 mg) — appears as the second item in
the JOTEEOQ1 entries. The DDD is given on the left, and the value appears as: 8 UD (= 40 mL)

Thus, the DDD for this product is 8 UD, which is equivalent to 40 mL.
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So, the value that you

should write down, which would be needed to complete that row in the Excel

spreadsheet, is “8 UD (=40 mL)".

The next item in the

list is parenteral vancomycin. As usual, go to the ATC/DDD index website or

created pdf file, search for “vancomycin”, then find the page for ATC code JOTXAO1.
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This is the parenteral form of vancomycin, and it has a DDD value of 2 g. So, the value that you
should have written down is 2000 mg.
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MODULE 2. GLASS methodology for surveillance of antimicrobial consumption

The next product is metronidazole, and the spreadsheet lists two presentations: a parenteral one
(ATC group JO01) and a vaginal one (ATC group G). Metronidazole for gynaecological use is not
included in either the core group or the optional one, according to the WHO methodology, so we
will not report its consumption, and will simply leave the remaining cells for that product blank
for now.

However, we will look for the DDD value assigned to parenteral metronidazole. Follow the usual
steps to find the DDD of this product on the ATC/DDD index website or on the created pdf file.

Hens  APCODD sppicaios ferm  Ondes AT indes WD Cavis Coslmcfiaa login Bz

¢ WHT Cellaboraleg Canfre tar
Drug Stabshes Methadelogy

JAMTINITLC TR £ IR SYETTREC 1UST

J1 ANTIBACTIRALS MO SYSTEMC Lgd
ATC MDD rerifedindagry FFUE TR AN TEAL TERIALS
AT JEIER mainscls dervsbaes
ne

ATC cods  Mams LoD U AdmB  Fow

ANCAIDD e alien, BB retoneiascs 18 g P
Lumndal e s
A e )
e
Uses ol AICLDD
L inaiiis L sesialed. 107 I-1-00

[ # BT TEGETT NE 6 A
T (W
(1Y

You will see that the DDD value for parenteral metronidazole is 1.5 g. So, the correct value that you
should write down, that would be included in the Excel spreadsheet, is 1500 mg.

4 & [ [ = B i i ] 1] i
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I corTmeN o L R e, 0N P Eule o) TREH O WG

4 MnFARETRORAI G i S AR, b . L, R B BRFRE D G

§ CULFANETHON - TRIRETHOSEI  DGE SR AIOR LD HOUG AN, 0, EnEsom EPLIY A | =2 |

& VERCOMS0N FOOINF DY BOTFLE . IPUSHMY S000AE BIL LUETE A5 00 5

7  NETRONIDADDUE PO IMFUSSIATBOT, W1V SO0SAG 1008 AL GT 10 MG

& NETROSIDADE iplAFE]

¥ |PROCARI ATLFTNICELI PR AL F. B SO0 AN ML TR 1D 000

) CLARHROM = 1% DG DRY STRURM DRSS SR PRGSO 0L AIFALS LLH

U ARACIEKILIN 4 AR T Do DRT JTRy TR RO PR OMGNE 0ML,  CRo) EH]
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The next product is procaine benzylpenicillin. With the name and the ATC code, you can easily
find the DDD value.
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In this case, the value is 0.6 g. Thus, the value that you should have written down in 600 mg.
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The next product is oral clarithromycin. Again, find the DDD value from the website.
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The DDD for the oral route is 0.5 g. Thus, the value that you should have written down is 500 mg.
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The final product is a fixed-dose combination of amoxicillin plus sulbactam, a beta-lactamase

in

A

hibitor. The ATC code is JOTCR02. Find the relevant page on the ATC/DDD index website.

JICR Combinations of penicilling; incl, beta<lactamase inhibitors

This group comprises combinations of penlcilling and/or beta-lactamase inhibitors. Combinatkans
containing one penicillin and enzyme inhibitor are classified at different Sth levels according to the
penicillin,

Combinations of two or mare penicilling with or withouwt enzyme inhibitor are classified at a separate 5th
level, J0LCRS0. Sultamiciiling a4 prodrug for sulbactam and ampicillin, is given a separate 5th level code:
JOLCRO4,

The DOD for sultamicillin, a prodrug for sulbactarn and ampicillin, is lower than the correspanding DDD
figr the ordinary combination due to higher bidavailability.

ATC code  Name oo U Adm.R Mote
JO1CROZ ymaaiciilin and beta-lactamase inhibito 1. g9 0 Refars to amaxicilin
T g P Rafars te amaxicillin

DDD value has been defined for this product, with a value of 1.5 g for the oral route and 3 g for

the parenteral route. The product is a syrup, so the route we are interested in is the oral one; thus,
the DDD value is 1.5 g. Thus, the value that you should have written down is 500 mg.
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Now, we have all the DDD values for the antimicrobials included on our consumption list (at this
stage, we can remove the gynaecological formulation of metronidazole).

The next step is to calculate the number of DDD of each active ingredient included in one single
pack.

[T - ]
& [ 7] . . 4 H

1 TR NG LD AR BOEFTE PACRALENG WIT CODE P, R DO wahver o D00y pach Corssseesd D00 0
£ I CaOR A AU Tk O MW ST S L LA B TN et j

B C TRl Pl v, Y P fiy, Hmad T (ol ] Jm 00

A PRI E Dyl G EAR Al P f A J5FT A

5 SAFAGMTRHON « TRRETHOIMESS D5 K DSPINEION AT EAG L LR, TS N LDl

B VAMIOART & FOD | RF DY BOTT R 5T SDOANT LA LY 200

T MR ATC PO P v T [ENLE PR T [ ot ] T bt

B FRLAMNE BE RITUREN KL Py Wil Fo i S0 05 WLV JNAL 1D HILCE ML 0 M

B CLARTROMTT N Doiif OBFY TRURITHOR  SUSF LF0WAG T S L5 il Wt

S0 AARTRGLTIL I = SRR A Doy EY 3P TGP PO R AP SHEALTLT NRA,  HLORE] Fi Nl

Each tablet contains 250 mg
+ 1DDD=1000mg
+  Eachtablet =250 mg/ 1000 mg =0.25 DDD
«  Each package contains 10 tablets
Each package = 0.25 DDD x 10 tablets = 2.5 DDD

To calculate the number of DDD per pack, we will take into account the information that appears
in the Packaging column, as well as the information that was just added to the DDD value column.

Let’s start with the first product: ciprofloxacin.

The Packaging column tells us that each tablet contains 250 mg, and the DDD value column that
1 DDD of ciprofloxacin is 1000 mg. So, a single tablet contains 0.25 DDD. This value is obtained by
dividing the content of each tablet by the DDD value (that is, 250 mg divided by 1000 mg).

Now, we also know that each package contains 10 tablets. So, to know the number of DDD
contained in one package, we multiply the DDD content of each single tablet by 10, for the 10
tablets. The result is that one package contains 2.5 DDD.
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+  Each tablet contains 250 mg

+  1DDD=1000mg

+ Eachtablet =250 mg/ 1000 mg =0.25 DDD
Each package contains 10 tablets
Each package = 0.25 DDD x 10 tablets = 2.5 DDD

Now, we can add this value to the correct cell in the Excel spreadsheet (i.e. in the “Nr DDD x PACK”

column). The operation is quite simple, but it is important to understand its mechanics. We will
now look at another example.

94



MODULE 2. GLASS methodology for surveillance of antimicrobial consumption
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+ Each 2 mL vial contains 250 mg
+ 1DDD=2000mg
Each vial =250 mg /2000 mg = 0.125 DDD
Each package contains 1 vial
+ Each package = 0.125 DDD x 1 vial = 0.125 DDD
The next product is ceftriaxone. In this case, it appears as a 2 mL vial for intramuscular injection.

The Packaging column tells us that each vial contains 250 mg of ceftriaxone, and the DDD value
column that 1 DDD for parenteral ceftriaxone is 2000 mg.

So, each 250 mg vial is equivalent to 0.125 DDD of ceftriaxone — a value obtained by dividing 250
mg by 2000 mg.

This package has only one vial, so each package contains 0.125 DDD. T Thus, the value that you
should have written down is 0.125 DDD.
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+  Each 5 mL of syrup contains 240 mg

+  1DDD=2000mg
Each 5 mL =240 mg /2000 mg =0.12 DDD
Each mL =0.12DDD / 5 mL = 0.024 DDD

+  Each bottle contains 100 mL

«  Each bottle =0.024 DDD x 100 mL = 2.4 DDD

The next product is sulfamethoxazole, and it appears as a syrup. The original Excel spreadsheet
says that each 5 mL of syrup contains 240 mg of antimicrobial. And we can see from the
spreadsheet that 1 DDD of sulfamethoxazole is 2000 mg.

The 240 mg contained in 5 mL represent 0.12 DDD (that is, 240 mg divided by 2000 mg). Hence, a
single millilitre contains 0.024 DDD (that is, 0.12 divided by 5).

Now, because each bottle contains 100 mL, each bottle is equivalent to 2.4 DDD (that is, 0.024
DDD multiplied by 100). Thus, the value that you should have written down is 2.4 DDD.
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« 40mLof200mg+40mg/5mL=8UD=1DDD
«  Each bottle contains 100 mL

100 mL /40 mL =2.5DDD per bottle

The next product is the fixed-dose combination of sulfamethoxazole and trimethoprim. The DDD
value that we found for this product is expressed as unit dose (UD).

For this product, we already know that 40 mL of suspension equates to 8 UD, and 8 UD equates to
1 DDD. So, because each bottle contains 100 mL, each bottle is equivalent to 2.5 DDD (that is, 100
mL divided by 40 mL).
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Now it is time for you to practise. Focus on the four products marked with a question mark (?).

Pause the video, and use paper, pen and calculator to determine the values, then move on to the
next screen to check your results.
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You can check your results with those that appear in column “G”".
If you got them right, well done! If you made a mistake, you can retry your calculations.

The next screen shows the calculations in detail. Once you have mastered them, you can move on
to calculating the final value.
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Vancomycin: 10 mL for infusion containing 500 mg
(because no additional information is given, we would
assume that the total content of vancomycin is 500 mg)

500 mg /2000 mg = 0.25 DDD per bottle

Metronidazole: 100 mL for infusion containing
500 mg (because no additional information is
given, we would assume that the total content of
metronidazole is 500 mg)

+ 500 mg/ 1500 mg =0.33 DDD per bottle

Clarithromycin: 60 mL bottle
+ 5mL contain 125 mg;
60mL/5mL=12
12 x 125 mg = 1500 mg per bottle
+ 1500 mg/ 500 mg (DDD value) = 3.0 DDD per bottle

Amoxicillin+sulbactam: 70 mL bottle

+ 5 mL contain 400 mg amoxicillin (+ 57 mg
sulbactam); only amoxicillin is taken into account
70mL/5mL=14

* 14 x400 mg = 5600 mg per bottle

+ 5600 mg /1000 mg (DDD value) = 5.6 DDD per bottle

This table shows how the values were calculated.
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Now, we will look at procaine benzylpenicillin. This antimicrobial is a special case, because the
strength is expressed in millions of international units (MU). So, we need to know the conversion
factor, which is shown in the conversion factor list.

We can see that the product contains 2 mL of procaine benzylpenicillin, and that each millilitre
contains 0.8 MU; 1 MU equals 1 g, so 0.8 MU equals 0.8 g or 800 mg.

Because the product contains 2 mL, we multiply the 800 mg by 2, to give 1600 mg.

The DDD value column tells us that the DDD is 600 mg, so we divide 1600 mg by 600 mg to arrive

at 2.67 DDD per bottle.
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*  Bawl information: Mo, of packs consumed during %0 days
Referance population: 198 000 000 inhabitants

= Mo.DDD consumed during 90 days:
Mo. packs x Mo. DDD x pack

35%2 x 2.5 =|B980 DDD -

Now we move on to “Consumed DDD". That is, we will calculate the number of DDD consumed
during the period for which we have information. We already know that the number of packs that
appear in the Excel spreadsheet were consumed during one trimester; that is, during 90 days.

This step is easy — we simply multiply the number of packs consumed by the number of DDD per
pack.

Let us do this for the first product, ciprofloxacin. We have 3592 packs with 2.5 DDD per pack, giving
a figure of 8980 DDD consumed.

Pause the video here and try these simple calculations to complete this column by yourself. Once
you have finished, you can continue to the next screenshot to check your results.
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»  Basalinformaton; Mo, of packs consumed during 90 days
Reference population: 158 000 000 inhabitants

= Mo, DDD /1000 inhabitants consumed during 20 days:
Consumed OO0 x (1000 inhabitants/ 198 000 000 inhabitants) = Corsumed DODOM 98 000

= DID = Consurmed DDDM 000 inhabitants | S0days
G980 [ 198 000 = 0.045 DOOMO00 inhabitants  0.045/20 days = 0.0005 IO

This screen shows the number of DDD consumed during these 90 days for the nine products.
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The final step is to take into account the reference population (that is, the population of the area or
the country where these data come from) and the time period.

Our reference population was high: 198 000 000 inhabitants. Looking at the first row, ciprofloxacin,
the 8989 DDD were consumed among 198 000 000 inhabitants. First, to calculate the consumption
per capita, we divide the 8989 DDD by 198 000 000, then multiply this value by 1000 to obtain the
result per 1000 inhabitants, which is 0.045 DDD of ciprofloxacin per 1000 inhabitants.

But... this is the consumption during a 90-day period. And it is difficult to manage the idea of “90

days”, as we are more used to “days”, “months” or “years”.

To unify this, the last step is to adjust the time window to obtain the DDD per 1000 inhabitants per
day (DID). This metric can be roughly interpreted as the number of individuals per 1000 inhabitants
on antimicrobial treatment per day. DID is an easy calculation too. As we have data for about 90
days, to obtain the daily consumption, we can simply divide the DDD per 1000 inhabitants by 90.

The result will be a small number, because the consumption refers only to 90 days and the country
population is high. Nevertheless, this is the mechanics of the process, and the fact that there are
a lot of decimal figures means that you have to be very accurate with the calculations and also the
transcriptions to the spreadsheet that you use to record consumption. For ciprofloxacin, the result
is 0.0005 DID.

Try the remaining calculations yourself, then check your results in the next screenshot.
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Did you get the right answers? If so, very good!

This is the end of the conversion exercise. As you have seen, once you have clearly identified the
exceptions that need to be removed or given special treatment, the task is fairly mechanical.

With the information in this Excel file, you can begin your report. We will discuss this in depth in
Modules 4 and 5.
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JO1C DID: 0.0057 + 0.000005 = 0.005705 DID

Before we complete this module, let us see a small sample of what can be done with these data.
Once you have the consumption expressed in DID, you can add the results to find other information.

For example, the therapeutic subgroup JO1C includes all beta lactam antibiotics of the penicillin
family. So, to know how many DID in this family have been consumed by our population in this
period, we can add all DID belonging to the JO1C subgroups.

Excellent! We are now at the end of this process. The first time you complete one of these
spreadsheets, it may seem like a laborious task. However, as you gain practice, you will find it gets
faster.

It is important to know the mathematical logic behind the calculations, so that you can clearly
understand and master the operations involving DDD and interpret the results.

2.5 Keeping the ATC/DDD index up to date

It is recommended to always use the newest version of the ATC/DDD index. The WHO CC for Drug
Statistics Methodology in Oslo updates the ATC/DDD system continuously to: account either for
new pharmaceutical substances or existing substances that are not yet captured by the system;
and alter the ATC codes or DDD values for substances that have already been captured, when
that is justified. The list of new ATC codes, DDDs and alterations decided at the meetings of the
WHO International Working Group for Drug Statistics Methodology are published on their website.
Because of the continuous revisions, it is essential that everyone reports the version of the ATC/
DDD used to calculate the consumption. This is important when comparisons are to be made over
time and between countries, beacuse such comparisons can only be done if based on the same
ATC/DDD version.

As mentioned, the ATC classification is updated annually and does not cover all substances and
combinations available globally. Thus, some substances or combinations that exist in your country
may be missing from the current ATC classification. If you find that a substance or combination
is missing, please send this information to WHO GLASS AMC team (glass-amc@who.int) or WHO
CC for Drug Statistics Methodology in Oslo, Norway (whocc@fhi.no), so that an ATC code and a
DDD value can be assigned.

To correctly classify the missing substance or combination, the CC needs the information shown
in Table 2.4.
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Table 2.4. Information needed by the WHO Collaborating Centre for Drug Statistics
Methodology, for establishing ATC codes and DDD values

INFORMATION NEEDED FOR ATC INFORMATION NEEDED FOR DDD

Product name + Strength of the product

All active ingredients (including non-antimicrobials) + Dose recommendation according to indication

Formulation (e.g. tablet, syrup, injection) +  Frequency of dosing

Indications + Route of administration

Target population, if mentioned (e.g. paediatric products) + For combination products, specify whether it is a

Mechanisms of action combination pack with different tablets (e.g. kits for
Helicobacter pylori).

Congratulations! You have completed Module 2. In Modules 3 and 4, you will learn about aspects
of the national surveillance system, and will gain practical skills that will help you to gather
information on AMC, for calculation of the consumed DDD.

2.6 Key messages

The ATC classification and the DDD measuring system are the methodological pillars for the
WHO global monitoring of AMC.

In the ATC classification system, the active substances are classified in a hierarchy with five
different levels.

Medicines are classified according to their main therapeutic use or pharmacological class, and
each administration route of a medicine has only one ATC code.

A given active ingredient can have different ATC codes if it is available in two or more strengths or
routes of administration with clearly different therapeutic uses.

WHO methodology uses the number of DDD to measure the consumption of antimicrobials.
To adjust for population size, the consumption is usually presented as DID.

Initially, to identify the different active ingredients in a medicine, the INN is designated by WHO,
and in most cases, the name of the active ingredient and the INN are the same.

A single active ingredient can have different brand names, and a brand name can contain more
than one active ingredient.

Products that contain two or more active ingredients are referred to as “fixed-dose combinations”
or “combination products”.

Combination products are given different ATC codes from plain products containing a single
active ingredient.

The ATC/DDD index has particular specifications for DDD values for combination products.

It is recommended to always use the newest version of the ATC/DDD index.

Because of the continuous revisions, everyone should report the version of the ATC/DDD used
to calculate the consumption.

The WHO global programme on AMC surveillance monitors antimicrobials for systemic use.

Antimicrobials that are administered topically or for other localized use are excluded from the
surveillance programme.

The WHO global programme on AMC surveillance includes a core set of antimicrobial classes

(JO1, POTAB and A07AA) to be monitored in all national surveillance programmes.
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2.7 Exercise solutions and feedback

Answers to Exercise 2.1 (in Section 2.3.2)

NO.

SUBSTANCE

ATC CODE

FEEDBACK

Levofloxacin tablets

JOTMA12

This is a direct ATC. If you got it wrong, please
check that the name you have written in the
search field is spelt correctly.

Enoxacin

JOTMAOQ4

This is a direct search. If you got it wrong or
could not find the code, it may be that you have
written the capital letter “0” instead of the
number “0” in the code.

Phenoxymethylpenicillin tablets

JO1CEO2

This is a direct ATC. If you got it wrong, please
check that the name you have written in the
search field is spelt correctly.

Benzathine phenoxymethylpenicillin tablets

JO1CE10

This is a direct ATC. If you got it wrong, please
check that the name you have written in the
search field is spelt correctly. Also, take care,
because some salts and prodrugs have a
different ATC than the original molecule.

Ampicillin + sulbactam, injection

JOTCRO1

Some combinations have a specific ATC. This

is the case here, where ampicillin with a beta-
lactamase inhibitor is classified under JOTCRO1.
Note that ampicillin combined with an analgesic
would be classified as JOTCA51.

Amoxicillin + esomeprazole + clarithromycin,
tablets

A02BD06

Again, this combination has a specific ATC. As
noted in the lecture, in this case, the expected
effect of amoxicillin is local (in the stomach,
against H. pylori); thus, the combination is
classified under group A (medicines acting on
the alimentary tract and metabolism).

Answers to Quiz 2.1 (in Section 2.3.2)

Here are the answers to the quiz. If you chose the wrong answer, check the feedback for an
explanation, and revisit Section 2.3.2.

NO. STATEMENT ANSWER FEEDBACK FOR WRONG ANSWERS

1 All antimicrobials are classified under the J False Remember that group J is defined as “anti-
therapeutic group. infectives for systemic use”. So, although most

products are classified under the J group, some
of them are included in different therapeutic
groups.

2 Medicinal products containing two or more True To identify the correct ATC code, it is essential
active ingredients are considered combinations to ensure that data collection is homogeneous.
in the ATC system, and have a different ATC A given active ingredient can have different ATC
code to the single components. codes and it is important to accurately identify

the appropriate one.

3 JO1R is the subgroup used to classify False JO1R includes combinations of two or more
combinations of a systemic antibacterial with antibacterials, except for combinations of
other drugs such as local anaesthetics. sulfonamides and trimethoprim, which are

under the code JOTEE.

4 ATC codes are permanent over time. This False ATC codes can change over time, and the list is

allows time comparisons of AMC.

frequently updated to add newly discovered and
marketed products. All changes can be found in
the ATC/DDD index website. Deleted ATC codes
are never used again for new substances.
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Answers to Quiz 2.2 (in Section 2.3.2)

Here are the answers to the quiz, with the answers given in the shaded cells. If you chose the
wrong answer, check the feedback for an explanation, and revisit Section 2.3.2.

PRODUCTS | COMPOSITION / ATC CODE CORE OR FEEDBACK (FOR INCORRECT ANSWERS)
PACKAGING OPTIONAL
(ACCORDING
TO THE WHO
METHODOLOGY
FOR AMC
MONITORING)

1 Ampicillin + JOTCAS51 Core Sulbactam is an inhibitor of beta-lactamase,
sulbactam / and a specific ATC has been defined for this
parenteral combination.

JO1CRO1 Optional
JO1CAO1 Not collected
2 Neomycin / cream AOTABO8 Core The ATC classification takes into account the
; therapeutic uses of a given medicine. Thus,
JO1GBOS Optional the administration route gives information that
DO6AX04 Not collected helps to identify the right ATC code. In this case,
the product is formulated as a cream.

3 Ciprofloxacin / eye JOTMAO02 Core The ATC classification has defined different ATC
drops - codes for the same active ingredient, according

SOTAEO3 Optional to its potential therapeutic use. In this case, “eye
SO02AA1S Not collected drops” suggests an ophthalmological use rather
than an otological or oral use.

4 Erythromycin / film- D10AF02 Core It is important to take into account the
coated tabs - information about the packaging of the

JO1AFO1 Optional antimicrobial, because this will help you to
SO1AAT7 Not collected select the precise ATC for the product.

5 Ciprofloxacin + G04BX06 Core This product includes a combination of the
phenazopyridine/ - antibacterial ciprofloxacin (JO1M) group and the
tablets JOTRATO0 Optional analgesic phenazopyridine (G04BX06). However,

Not defined Not collected the combination of these active ingredients has
no specific ATC defined.

Answers to Quiz 2.3 (in Section 2.4.3)

Here are the answers to the quiz. If you chose the wrong answer, check the feedback for an

explanation, and revisit Section 2.4.3.

NO. STATEMENT ANSWER FEEDBACK FOR WRONG ANSWERS

1 The DDD value of any medicine is the average False Please, pay attention to the precise meaning of
number of doses per day for that medicine. the DDD and how is it defined. You will find this

information in Reading 2.1 and Reading 2.2.

2 When you present consumption figures as True Please, take into account the difference
number of DDD, this means the number of between the DDD value for a given medicine
treatment days if each patient had consumed and the number of DDD consumed for a given
a dose equal to the value of the DDD for that medicine. You can revisit the narrated video
medicine. presented in this section, and specifically the

last slide.

3 Even special pharmaceutical forms mainly True Be careful! Usually there are no separate

intended for children (e.g. mixtures and
suppositories) are assigned the DDD used for
adults.

DDD for children. So, the DDD estimates for
paediatric formulations are more difficult to
interpret.
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Answers to Quiz 2.4 (in Section 2.4.4)

Here are the answers to the quiz. If you chose the wrong answer, check the feedback for an
explanation, and revisit Section 2.4.4.

NO. STATEMENT ANSWER FEEDBACK FOR WRONG ANSWERS

1 For liquid preparations for oral use of a False Please review the definition of “unit dose”, and
combination product, 1 unit dose (1 UD) means the cases in which it is used.

1 spoon.

2 AMC presented in DDD does not give an exact True Consumption data presented as DDD are an
picture of actual use; it is just an estimate of estimate of consumption. This is a useful
consumption. approach for AMC monitoring at a country

scale, but it is important to be aware of the
limitations of this method.

3 For topical products containing an False Revise the definition and general considerations

antimicrobial, it is possible to use the DDD
established for oral preparations with the same
active ingredient

for the use of DDD, as well as the limitations
of this method for conducting consumption
analyses without biases.
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MODULE 3. National surveillance systems for antimicrobial consumption

3.1 Training objectives of Module 3
The objectives of this short module are to:

help you to identify the key elements and steps on how to establish a national team for antimicrobial
consumption (AMC) and a surveillance structure; and share successful experiences from two
countries (Thailand and Sweden) of creating national systems for antimicrobial surveillance.

3.2 Background

In Module 1 we saw the importance of monitoring AMC to identify potential problems that could
contribute to the increase of antimicrobial resistance (AMR). In Module 2 you had the chance to gain
experience in the use of the Anatomical Therapeutic Chemical (ATC) classification and Defined
Daily Dose (DDD) and DDD/1000 inhabitants/day (DID) as standard metrics for consumption of
antimicrobials in the World Health Organization (WHO) methodology.

Here we underline the importance of setting up national AMC surveillance programmes for
improving the use of antimicrobials and informing antimicrobial stewardship. As the surveillance
enables measuring the AMC patterns, it highlights the areas of antibiotic use with room for
improvement, which can then be targeted by stewardship interventions. WHO defines stewardship
as “the careful and responsible management of something entrusted to one’s care” (7). In the case
of antibiotics and other antimicrobials, this means appropriate use to improve human, animal or
plant health outcomes, while minimizing the development and spread of AMR, and ensuring food
safety and security.

The term “antimicrobial stewardship” is encountered in many different and diverse contexts,
ranging from antimicrobial stewardship programmes in hospitals and the community, to veterinary
antimicrobial stewardship. It involves “the optimal selection, dosage, and duration of antimicrobial
treatment that results in the best clinical outcome for the treatment or prevention of infection, with
minimal toxicity to the patient and minimal impact on subsequent resistance” (2). Three goals
have been defined for antimicrobial stewardship:

to work with health care practitioners to help each patient receive the most appropriate
antimicrobial with the correct dose and duration; to prevent antimicrobial overuse, misuse and
abuse in both hospital and outpatient settings; and to minimize the development of AMR.

To reach these goals, multifaceted actions need to be taken at local, country, regional and global
levels. AMC surveillance is an important part of the effort to contain increases in AMR. The
success of the global AMC surveillance programme that WHO coordinates depends on the active
involvement of as many countries as possible.

The pilot phase of the WHO global programme on AMC surveillance took place from 2016 to 2018.
A report describing the early implementation of the programme was published in November 2018
(3). The report presents data on the consumption of systemic antimicrobials from 65 countries
and areas, contributing to our understanding of how antimicrobials are used in these countries.

To ensure the use of a common methodology for the surveillance of AMC, it is recommended that
each country set up a team responsible for establishing and running the national surveillance
programme. This module describes the different levels of the AMC surveillance system, and
explains how to set up a national surveillance system. It also shares some country experiences
that illustrate some of the practicalities of organizing a national system for the surveillance of
AMC.
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3.3 Setting up a national surveillance system

This section discusses the responsibilities of the AMC national team and who should be included
in that team. It also explains the various steps involved in setting up the national surveillance
system.

3.3.1 Responsibilities and composition of the AMC national team

To set up a useful and well-structured national team for the surveillance of AMC, it is important
to know:

the responsibilities of the national team, within the framework of the WHO global antimicrobial
surveillance programme; and the recommendations on the composition of the national team.

Both topics are described in Lecture 3.1.

@ Lecture 3.1.

The AMC national team

Although the antimicrobial resistance is a global threat, much of the ground work needed to
address the problem must be done at local, national and regional levels. Accordingly, the WHO
programme on surveillance of AMC involves activities at three levels: national, regional and global.
For example, the figure shows the communication on AMC data between one national team in
Africa and WHO headquarters in Geneva, and the support of national AMC activities provided by
the WHO Regional Office for Africa.

All Member States are invited to contribute at a global level by participating in the Global
Antimicrobial Resistance and Use Surveillance System (GLASS), which is hosted by WHO.
Participation involves enrolling in the WHO global programme on surveillance of AMC, nominating
a national focal point and setting up an AMC national team — that team is the focus of this lecture.

Data providers ]

Ministry of health

\\ Reporting

consumption data

AMC national to national
authorities and
Collecting and team WHO
validating
consumption
data Publishing a

national report
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At national level, the AMC national team has the important role of establishing and coordinating
the country’s surveillance of AMC. Its tasks include collecting and validating the consumption
data that comes from data providers identified by the team.

Another vital function of the team is to report AMC data. The AMC national team reports the data
at a national level, and makes the results available to relevant stakeholders in the country on a
regular basis (for example, by publishing a national report). The team should also report at a global
level, to WHO, by uploading the data to the GLASS platform.

To ensure that the AMC national team has support from the national authorities, it should be placed
under the authority of the country’s ministry of health. Also, there should be regular communication
between the AMC national team and data providers, to ensure that the information gathered and
reported is accurate and up to date.

National antimicrobial

committee
F 3
AMC national
team
L

National AMR
surveillance

To promote good integration of the surveillance of AMC with other relevant national activities,
the AMC national team should have links with the national bodies overseeing antimicrobials and
antimicrobial resistance (e.g. national antimicrobial committee or equivalent, and the program in
charge of the surveillance of antimicrobial resistance).

It should be taken into account that antimicrobial consumption is only one element of a national
program on antimicrobial use. Activities such as the development of clinical guidelines and
protocols, the availability and affordability of antimicrobial agents, restrictions on use of agents
for particular clinical conditions or to nominated prescribers and other activities related to the
responsible use of antimicrobials are beyond the scope of the main task of the AMC national team.
As these activities are related to the consumption of antimicrobials, it is important that they are
coordinated.
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As mentioned previously, there are three levels of surveillance:

At the national level, the AMC national team implements a national surveillance programme
on AMC and reports national data at global level., with support from the WHO country and
regional offices.

At the regional level, the relevant WHO regional office is responsible for coordinating the
WHO'’s AMC surveillance programme.

« At a global level, WHO is responsible for supporting regional offices and countries for AMC
surveillance. In addition, WHO is responsible for coordinating its own surveillance programme
on AMC - that programme includes collating and reporting AMC data at the global level.

Understanding how the three levels interact regarding the consumption of antimicrobials helps to
highlight the importance of ensuring accurate data collection and analysis at the national level.
Effective and well-structured national teams are vital if WHO is to produce accurate information
on global AMC that is appropriately interpreted. The teams act as a focal point for collaboration
with WHO.

The next lecture in this module describes the steps involved in setting up a national programme
to monitor AMC.
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WHO gathers data from the WHO regions; it also provides advice and policies to the regions and
the countries. Thus, information flows in both directions.

As mentioned at the start of this lecture, WHO global surveillance of AMC is part of the Global
Antimicrobial Resistance and Use Surveillance System (GLASS).

WHO has developed GLASS to help to standardize surveillance of AMR and AMC across the world.
GLASS collects and reports data on AMR and AMC rates, aggregated at the national level. The
GLASS system makes it possible to collect comparable and validated data on AMR and AMC, and
then to analyse those data, and share them with countries and partners. The data can be used
to inform decision-making; drive local, national and regional action; and provide the evidence for
interventions and advocacy. The AMC national team should appoint a national focal point to report
AMC monitoring to GLASS.
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As part of the “One Health” approach, the AMC national team should have links with the
programmes in charge of the surveillance of antimicrobial use and resistance in the animal and
agricultural sectors.
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3.3.2 Steps in setting up the national AMC programme

Watch Lecture 3.2, which describes the steps in setting up a national programme on surveillance
of AMC.

@ Lecture 3.2.

Steps in setting up the national AMC programme
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Lecture 3.1 described the main objectives of the AMC national team, and how that relates to the
regional and global levels.

The lecture also mentioned that the team should be under the ministry of health, and should have
links with other sectors, such as the agricultural and animal sectors.
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Data collection and validation
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STEP 1

Structures and governance

This lecture describes the six steps in setting up a national programme on surveillance of AMC
and discusses the composition of the team.

AMC national
team

Ministry of health | ————

Structures and governance

* Identify the government agency/unit/participantsto lead the
national programme

+ [Establish a national AMC technical working group/team

» Appointa national focal point to liaise with WHO (including

GLASS)
4
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As already mentioned, the first step is to define the structures and governance of the AMC national
team. This starts with identifying the government agency, unit or participants to lead the national
programme within the ministry of health. For coordination purposes, the team needs to be linked
or to report to the national AMR steering committee.

This national AMC technical working group or team needs to be established with clear terms of
reference, covering skills in pharmaceutical supply chain systems and data management. The
ministry of health also needs to appoint a national focal point for AMC surveillance to liaise with
WHO (including GLASS).

The composition of the AMC national team is important, partly to ensure its continuity over time,
and partly to ensure the accuracy of its main activity, which is AMC surveillance:

+  Given that the team will deal with antimicrobials, at least some members should have
a healthcare background in pharmaceuticals (for example, a pharmacist or a clinical
pharmacologist).

Knowledge of data management will also be useful, because the team will aggregate
information from different sources.

At least one member should have knowledge of other areas; for example, a microbiologist
(with knowledge of antimicrobial resistance in the country), and a clinician or a physician with
experience in clinical practice.

+ Also essential are members with knowledge of the national procurement and supply systems,
and regulation of medicines.

The AMC national team operates both as a collaborative group and also through working groups.
For example, in some settings it may be appropriate to establish a technical working group to
coordinate the data collection. If there are multiple data providers, including from the private
sector, it may be necessary to establish contracts, to facilitate the release of data.

Finally, in this step, someone from the AMC national team should be nominated as the WHO focal
point for AMC surveillance in that country. This person will be responsible for the uploading of
AMC data into GLASS, communicating with WHO and ensuring that information received from
WHO is shared with the team.

AMC national
team

Definition of objectives and methodology:

v

# * Establish and run the national surveillance programme
*  Reportto WHO

*  Publisha country report
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The second step entails defining the objectives of the country’s surveillance programme for AMC
and ensuring that the team is familiar with the WHO methodology on AMC monitoring, including
the ATC/DDD index.

As summarized in Lecture 3.1, the main responsibility of the AMC national team is to establish
and run the national surveillance programme on AMC. The next steps in the process cover the
activities that this entails, particularly data collection, validation and analysis.

The national team should report to WHO through GLASS. Also, it should ensure that national AMC
data are made broadly available on a regular basis; for example, by publishing a country report and
making it publicly available.

To meet these objectives, it is important to identify available data resources, and ensure that
sufficient human and financial resources are allocated to the national AMC surveillance
programme.

AMC national
team

Data sources

* |dentify possible data sources for monitoring
AMC - select the most suitable

« Meet data providers— explain purpose of
programme and how data will be used

+ With data providers, agree on data submission
process and legal considerations

In running the national AMC surveillance programme, it is recommended that countries follow the
WHO methodology, which is described in Module 2 of this training. Using a common methodology
means that AMC results can more easily be compared across countries and over time and can be
used to build global and regional consumption maps.

One of the bases of the surveillance is identifying possible data sources for monitoring AMC, and
selecting the most suitable data sources, given the objectives and resources available. Use of
these data is described in Module 4.

It can be difficult to obtain certain consumption data that originate from different places; for
example, sometimes obtaining data requires the collaboration of different ministries. Hence,
where necessary, this step includes meeting with the data providers to explain the purpose of
the surveillance programme and how the requested data will be used. It may also be helpful to
organize a methodology workshop for the data providers.

The final part of this third step is to work with the data providers to agree on the process for data
submission, and on any legal considerations related to data ownership, sharing and dissemination.
It is important to coordinate data collection from the different providers, ensure that deadlines are
met and support data providers (for example, through a help desk).
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AMC national
team

* Set up tools for data collection, initiate
collection

*  Work with data providers to validate data

The fourth step is data collection and validation, which starts with collecting the requested data
from the data providers (Step 3). In this step, the AMC national team will first set up tools for data
collection (starting with simple tools), and initiate data collection.

Once data have been collected, it is important to validate the data, to ensure that the results of
data analysis are reliable. Validation is a two-step process. The first step is to check that the data
are complete (for example, that all the information is provided in the correct format, and that there
are not a lot of missing data). The second step is to check that the data make sense (for example,
are the values for a specific product within the expected range?).

Validation is a key role of the team, because using data that are inaccurate or incomplete, or
making errors in data entry (for example, misplacing a decimal point) could change consumption
figures. Thus, information that is not validated could produce misleading or imprecise messages
for the country, and at regional or global level.
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AMC national
team

Data analysis and reporting

 Develop a data analysis plan
* (Clean and analyse data
* Report and publish results

*  Submit national data to WHO

Step 5 is data analysis and reporting.

The first activity is to develop a data analysis plan that outlines the results to be generated,
according to the objectives of the plan and the target audience. The next task is to clean and
analyse the AMC data, as set out in the data analysis plan. The results of the analyses are then
reported and published, and used to inform national strategies to optimize antimicrobial use and
combat antimicrobial resistance.

Not all countries will have the capacity for full data analysis and reporting. In such cases,
information on drug utilization research may be useful. The text at the end of this Lecture 3.2 has
links to various publications on this topic.

The last activity in Step 5 is to submit national data to WHO; this is done through the GLASS
platform on an annual basis. Reporting accurate national data at a global level helps to identify
perhaps less frequent country or local specific consumption profiles and tendencies that may
nevertheless be important. These data are the basis for regional and global campaigns, and
policies that, in turn, contribute to improved local consumption.
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AMC national
team

Sustainability and long-term plans

* DevelopIT tools for data collection

* How do we ensure sustainability of the
programme?

*  How can you collaborate with other relevant
programmes?

The sixth and final step is sustainability and long-term plans. A first task in this step is to develop
IT tools for data collection; for example, setting up electronic support systems to facilitate data
extraction. Automating data collection as much as possible reduces manual work; this decreases
the risk of data errors and promotes sustainability.

Another task for the AMC national team is to think about how representative the data are, and how
data quality and coverage could be improved. Initially, it may not be possible to obtain complete
coverage; in such cases, the team can start small, validate the data quality and then scale up over
time.

Ensuring the sustainability of the AMC surveillance programme requires, for example, funding,
capacity-building and governance structures.

Finally, it is important to explore possible collaborations between the AMC national team and
other relevant surveillance programmes, such as those for antimicrobial resistance and for AMC
in other sectors, such as agriculture and animal health.
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Information on drug utilization research

As mentioned in Lecture 3.2, some countries will not have the capacity for full data analysis and
reporting. In such cases, information on drug utilization research may be useful; for example, the
2003 publication /ntroduction to drug utilization research (4) (which we looked at in Module 2)
and information from the Advisory Group on Integrated Surveillance of Antimicrobial Resistance
(ASIGAR) (5). Other materials from WHO that may be of interest are the ATC/DDD toolkit (6) and the
publication Methods to analyse medicine utilization and expenditure to support pharmaceutical
policy implementation (7).

3.4 Successful experiences

The initial sections of this module outlined the theoretical basis for establishing a national team
for monitoring AMC at country level, within the framework of the national plan to reduce AMR. This
section provides two examples of national surveillance systems — one from Thailand, the other
from Sweden - that illustrate the practicalities of establishing the AMC national team and setting
up the surveillance infrastructure.

3.4.1 Country 1 - Thailand

Thailand developed a national strategic plan on AMR; one of the pillars of the plan was monitoring
of AMC. Reading 3.1 describes the situation that prompted the action, the challenges found, and
the lessons learned.

E: - Reading 3.1

Tangcharoensathien et al. (2017) Antimicrobial resistance: from global agenda to national
strategic plan, Thailand. (8) (reference: 3.4.1Reading-01).

Read this article about Thailand’s experience of setting up a national strategic plan — this will take
about 15 minutes. We recommend that you read the full article, but if you are short of time, the
parts that are most important are:

the abstract (provided in Box 3.1);
the sections titled “Relevant changes” and “Conclusion”; and

+  Boxes 1 and 2 inthe article.
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Box 3.1
Antimicrobial resistance: from global agenda to national
strategic plan, Thailand

Abstract

Problem: In Thailand, antimicrobial resistance has formed a small component of national
drug policies and strategies on emerging infectious diseases. However, poor coordination
and a lack of national goals and monitoring and evaluation platforms have reduced the
effectiveness of the corresponding national actions.

Approach: On the basis of local evidence and with the strong participation of relevant
stakeholders, the first national strategic plan on antimicrobial resistance has been
developed in Thailand.

Local setting: Before the development of the plan, ineffective coordination meant that
antimicrobial resistance profiles produced at sentinel hospitals were not used effectively
for clinical decision-making. There was no integrated system for the surveillance of
antimicrobial resistance, no system for monitoring consumption of antimicrobial drugs by
humans, livestock and pets and little public awareness of antimicrobial resistance.

Relevant changes: In August 2016, the Thai government endorsed a national strategic
plan on antimicrobial resistance that comprised six strategic actions and five targets. A
national steering committee guides the plan’s implementation and a module to assess
the prevalence of household antimicrobial use and antimicrobial resistance awareness
has been embedded into the biennial national health survey. A national system for the
surveillance of antimicrobial consumption has also been initiated.

Lessons learnt: Strong political commitment, national ownership and adequate
multisectoral institutional capacities will be essential for the effective implementation of
the national plan. A robust monitoring and evaluation platform now contributes to evidence-
based interventions. An integrated system for the surveillance of antimicrobial resistance
still needs to be established.

Once you have read about Thailand’s experience in more detail, please take Quiz 3.1 to test your
understanding (you will find the solutions at the end of the module).

Vv-
vY=] Quiz 3.1

Are the following statements about the article in Reading 3.1 true or false?

NO. STATEMENT TRUE OR FALSE?

1 In Thailand, antimicrobial use in pets is being monitored because people often use antimicrobials
created for human consumption to treat their pets.

2 The development of the strategic plan in Thailand was only possible because the country followed
the WHO recommendations.

3 The examination of key data sets on antimicrobial sales in Thailand indicated that it might be
feasible to apply similar approaches to those used in Europe.
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3.4.2 Country 2 - Sweden

Sweden has long had a national strategic programme against AMR. Reading 3.2 is an article that
describes the many lessons learned during the 20 years that the programme has been running,
providing a unique view based on long-term expertise.

E: : Reading 3.2

Molstad et al. (2017). Lessons learnt during 20 years of the Swedish strategic programme against
antibiotic resistance. (9) (reference: 3.4.2Reading-01).

Read this article about Sweden’s experience with its national strategic programme against AMR
- this will take about 15 minutes. We recommend that you read the full article, but if you are short
of time, the parts that are most important are:

+ the abstract (provided in Box 3.2);

”ou

« the sections titled “Next steps”, “Lessons learnt” and “Relevant changes”; and

Boxes 1, 2 and 6 of the article.

Box 3.2
Lessons learnt during 20 years of the Swedish strategic programme
against antimicrobial resistance

Abstract

Increasing use of antimicrobials and rising levels of bacterial resistance to antimicrobials
are a challenge to global health and development. Successful initiatives for containing
the problem need to be communicated and disseminated. In Sweden, a rapid spread of
resistant pneumococci in the southern part of the country triggered the formation of the
Swedish strategic programme against antimicrobial resistance, also known as Strama,
in 1995. The creation of the programme was an important starting point for long-term
coordinated efforts to tackle antimicrobial resistance in the country.

This paper describes the main strategies of the programme: committed work at the
local and national levels; monitoring of antimicrobial use for informed decision-making;
a national target for antimicrobial prescriptions; surveillance of antimicrobial resistance
for local, national and global action; tracking resistance trends; infection control to limit
spread of resistance; and communication to raise awareness for action and behavioural
change. A key element for achieving long-term changes has been the bottom-up approach,
including working closely with prescribers at the local level. The work described here and
the lessons learnt could inform countries implementing their own national action plans
against antimicrobial resistance.
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Once you have read about Sweden’s experience in more detail, please take Quiz 3.2 to test your
understanding (you will find the solutions at the end of the module).

V-
v=] Quiz 3.2

Are the following statements about the article in Reading 3.2 true or false?

NO. STATEMENT TRUE OR FALSE?

1 Statistics on prescriptions and sales of antimicrobials from all pharmacies in Sweden are made
available monthly.

2 Because the Swedish strategic programme is well developed and has long experience (20 years),
it is no longer necessary to engage new stakeholders and include the issue of antimicrobial
resistance at all educative levels.

3 AMC in Sweden can be considered low, compared with other countries. In 2016, the number of DID
was 12.5.

3.5 Key messages

Reaching the goals for antimicrobial stewardship requires multifaceted actions to be conducted
at local, national, regional and global levels.

AMC surveillance is an important part of the effort to contain increases in AMR.

Member States participating in GLASS should enrol in the WHO global programme on surveillance
of AMC, nominate a national focal point and set up an AMC national team, to take charge of the
surveillance of AMC.

As part of the “One Health” approach, the AMC national team should have links with the
programmes in charge of the surveillance of antimicrobial use and resistance in the animal and
agricultural sectors.

There are six steps to setting up an AMC national team, from structures and governance (Step 1)
to sustainability and long-term plans (Step 6).

Congratulations! You have finished Module 3. Now you can proceed to Module 4, which describes
different data sources for analysing AMC.
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3.6 Exercise solutions and feedback

Answers to Quiz 3.1 (in Section 3.4.1)

Here are the answers to the quiz (the correct answer is given in bold in each case). If you chose the
wrong answer, check the feedback for an explanation, and revisit Section 3.4.1.

NO. STATEMENT ANSWER FEEDBACK FOR WRONG ANSWERS

1 In Thailand, antimicrobial use in pets is True Correct.
being monitored because people often use . . ; )
antimicrobials created for human consumption False Please revisit the “Relevant changes” section of
to treat their pets. the paper.

2 The development of the strategic plan in True Please revisit the “Lessons learnt” sections of
Thailand was only possible because the the paper. Although it is recommended to follow
country followed the WHO recommendations. the WHO recommendations, other factors may

be more important in a particular country.

False Correct. Other factors can be essential to
the development of the strategic plan, such
as strong political commitment or increased
institutional capacities.

3 The examination of key data sets on True Correct. It is important to examine the available
antimicrobial sales in Thailand indicated that it consumption data sets in order to know what
might be feasible to apply similar approaches can be done with these data, and the accuracy
to those used in Europe. and weaknesses of the information.

False Please revisit the “Relevant changes” section of

the paper.

Answers to Quiz 3.2 (in Section 3.4.2)

Here are the answers to the quiz (the correct answer is given in bold in each case). If you chose the
wrong answer, check the feedback for an explanation, and revisit Section 3.4.2.

NO. STATEMENT ANSWER FEEDBACK FOR WRONG ANSWERS
1 Statistics on prescriptions and sales of True Correct. Although this provides high-quality
antimicrobials from all pharmacies in Sweden estimates, it is not possible in all countries.
are made available monthly. False Please revisit the paper (try searching for
“monthly” in the text, to find the relevant
section).
2 Because the Swedish strategic programme is True Please revisit Box 6 in the paper.
well developed and has long experience (20 - - -
years), it is no longer necessary to engage False Correct. Deque the long experience in the
new stakeholders and include the issue of programme, it is always necessary to engage
antimicrobial resistance at all educative levels. new stakeholders and include the AMR
concepts at all levels in order to avoid a rebound
effect.
3 AMC in Sweden can be considered low, True Correct.
compared with other countries. In 2016, the — - I
False Please revisit the paper (try searching for “1.25

number of DID was 12.5.

in the text, to find the relevant section).
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MODULE 4. Data sources for the surveillance of antimicrobial consumption

4.1 Training objectives of Module 4
The objectives of this module are to ensure that you:

are aware of the different sources of antimicrobial consumption (AMC) data;
+  know the strengths and limitations of each data source; and

« can identify the different AMC data sources available in your country.

4.2 Background

Previous modules explained the importance of monitoring AMC as part of the objectives of
the Global Action Plan on Antimicrobial Resistance (GAP-AMR) (Module 1), how to measure
consumption (Module 2) and the importance of establishing an AMC national team (Module 3).
The present module describes potential sources of AMC data at country level. This module:

«  reviews different sources of AMC data, their description and coverage;
describes the different health sectors to be monitored and their characteristics;
discusses appropriate data sources for AMC estimates; and

provides an example, with commentary, of how to select data sources for AMC purposes.

4.3 Sources of AMC data

This section discusses potential sources of data, the strengths and weaknesses of those different
sources, and how to put the data into context.

4.3.1 Data sources for consumption and use

" ou

Lecture 4.1 describes how certain words — for example, “use”, “prescription” and “consumption” -
are used within the framework of surveillance of the use of medicines. It also describes different
information sources for AMC data.
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@ Lecture 4.1.

Data sources for monitoring antimicrobial use and consumption

In previous sections of this course, we have commented on the need to combat antimicrobial
resistance, and design measures to stop the present tendency towards increasing resistance. One
of those measures is having accurate and up-to-date information on antimicrobial consumption.

What does “consumption” mean
in relation to antimicrobials?

&

Module 1 discussed the difference between the terms use and consumption when talking about
antimicrobials. That module defined those terms (using the definitions from the WHO methodology
document), so you already know that the two words are not synonymous.

As a quick reminder, antimicrobial consumption data refer to estimates derived from aggregated
data sources; for example, from import, wholesalers or health insurance companies. These data
sources generally provide no information on the patients who are receiving the medicines, or
why they are receiving them; also, they give no information on how the antimicrobials are being
used. Thus, consumption data provide a proxy estimate of antimicrobial use, in terms of which
antimicrobials are used and in what quantities.

On the other hand, antimicrobial use data refer to estimates derived from patient-level data, such
as data on the prescribing, dispensing or use of antimicrobials.

In this training course, we are interested in the surveillance of antimicrobial consumption rather
than antimicrobial use. Before describing the different data sources, let’s think about what it
means to take a medicine and how we could actually measure that.
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This picture shows the value chain of pharmaceuticals and health products; that is, the different
links and roles involved in the use of medicines.

This complex value chain ensures that patients receive the medicine they need. It has several
major components: research into the medicine, regulatory marketing approval and selection of
medicines, procurement and distribution to the dispensing point, prescribing and dispensing to
the end users, optimal use of the medicines by patients and, finally, post-market surveillance.

Information on the use of a given medicine can be obtained from four levels of the value chain.
These levels are procurement and supply, distribution, prescribing and dispensing. However,
the information obtained from each of these levels differs because different data sources have
different strengths and limitations. Now, we will look at some examples.
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- “Stored”
antimicrobials, in
drawers or
- _ medicine chests

The closer the data source is to the end user, the more accurate is the estimate but the more
laborious it may be to achieve complete national coverage.

Ideally, we would be interested in monitoring all patients who have actually taken an antimicrobial.
But, obviously,in practice, thisis difficult orimpossible,because it would require ateam of observers
to monitor all potential patients, to confirm that they have actually ingested an antimicrobial. This
has been done - for example, where medicines have been administered by nurses to a small
group of patients — but it is only feasible on a small scale. Instead, antimicrobial use data refers
to estimates that are derived from patient-level data. These data can sometimes be broken down
based on patient demographic characteristics (such as gender and age) or the indication for which
the medicine is being used. Depending on the source of the information, it may also be possible
to determine the patients’ symptoms, the physician diagnoses and the medications ordered.
Such information can be used to assess clinical practice against agreed protocols and treatment
guidelines. At the end of this section, there is information about one WHO tool for assessing the
use of antimicrobials in hospitals with point prevalence surveys (7).

When talking about the use of medicines at the patient level, there are some other factors to take
into account. First, not all the tablets that are prescribed and dispensed are actually taken by
patients. For example, if a package includes more tablets than are needed to complete a treatment,
people usually keep the remaining pills in a drawer or medicine cabinet at home.

On the other hand, the patient or another member of the household may then take the tablets
remaining in a package that was sold weeks or even months before.

It is difficult for data sources to reflect this situation. Clearly, monitoring medicine cabinets to look
for antimicrobials can only be done in small studies - it is not realistic at a large scale.
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Consumption data are from official
channels (e.g. from manufacturers and

distributors up to health care providers)

As mentioned previously, this training focuses on the collection of consumption data rather
than use data. Consumption data provide information on the quantity and types of consumed
antimicrobials, without any patient-level details. Consumption data are the data that are used in
the WHO methodology for national surveillance of AMC (2). Remember that the term “consumption
data” refers to estimates derived from aggregated data sources, such as importers, wholesalers
or health insurance companies. According to WHO methodology, data are collected from official
channels only, so no data explicitly capturing antimicrobials circulating on the informal market
are to be obtained. To monitor the consumption of antimicrobials at a country or regional level,
the realistic approach (although not the most accurate) is to gather information from different
sources about bulk acquisition of medicines — for example, import agencies, manufacturers and
distributors, health ministries, medicines agencies and procurement entities. In doing this, it is
important to avoid an overlap between data sources, which would result in double counting.

Some of these sources only include data taken from the public health sector, whereas others
include data from both the public and the private sector.
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Accuracy and level of detail versus resource requirements.

Estimates of national AMC from aggregated data sources at the
start of the value chain are less accurate than those at the end
of the value chain .

These aggregated centralized data at the start of the value chain are often collected for
administrative purposes, which makes them more accessible and less laborious, and helpful for
routine surveillance in the early stages of the collection process. However, the issue of excess stock
is also more significant in data sources nearer to the start of the value chain of pharmaceuticals
(that is, further away from the end user; for example, import, production and central procurement
records) compared with data from sources closer to the end of the value chain, such as prescribing
and dispensing records. In terms of data coverage, these aggregated national data sources at the
start of the value chain represent, by definition, the consumption by the whole population more
accurately than the more scattered health care providers’ records. On the other hand, because
of the stock issue and other imprecisions, using these data sources increases the bias when
estimating antimicrobial consumption, and provides no patient-level detail. However, collecting
information from data sources closer to the end user often requires more resources.

It is up to the country to work out a compromise between accuracy and level of detail versus
resource requirements. Despite these issues, aggregated data are considered a good proxy
for antimicrobial use, and they enable countries with limited resources to use pre-existing data
sources to build sustainable programmes for AMC surveillance.

When reporting data on antimicrobial consumption, it is essential to specify the data sources
used, and comment on the completeness of the data.
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4.3.2 Data sources: strengths and weaknesses

As explained in Lecture 4.1, the aggregated data on AMC from different sources provide a proxy
estimate of the use of antimicrobials (i.e. an approximation of the actual use of these medicines).
Another aspect of this type of data is coverage, which refers to the proportion of all antimicrobials
used that is estimated to be covered by the data sources. For example, data sources may cover
only the public sector, or may have wider coverage, encompassing both the public and private
sector.

Before selecting data sources for AMC monitoring, it is important to understand the strengths,
limitations and biases of the data sources chosen. Lecture 4.2 describes different data sources,
and discusses the strengths and weaknesses of each source.

@ Lecture 4.2.

Data sources: strengths and limitations

1. Community, household survey data

Strengths:
« data reflect actual use

Limitations:
* can be time consuming and difficult
« recall bias

Community or household survey data can provide data at the patient level that closely reflect
actual use. However, carrying out such surveys is time consuming and difficult, especially in rural
and remote areas. Another limitation of survey data is recall bias (that is, participants may not
remember events accurately or may forget to mention events), and this should be taken into
account when analysing data from community or household surveys.
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Data sources: strengths and limitations

2. Prescribed antimicrobials

Strengths:

- contains significant patient information
* may include diagnosis and co-prescriptions

Limitations:
« patients not obtaining and taking antimicrobials
« antimicrobials being available without prescription

Antimicrobials are medicines that require a prescription, and that prescription contains a lot of
significant information. For example, a prescription should include the name of the antimicrobial,
and the dosage and duration of treatment. These data should also be included in the patient’s
clinical chart. Some health professionals maintain databases that also include the diagnosis and
any co-prescribed medicines. Thus, it seems that prescriptions could be valuable in monitoring
actual antimicrobial use. However, there are two main limitations to the use of prescriptions as an
information source.

Oneissueisthat patients canreceive a prescription, but they do not necessarily go to the pharmacy,
obtain the medicine and take it as prescribed. Another issue is that, in some settings, it is easy to
purchase antimicrobials without a prescription. Thus, although “prescription” is another proxy for
antimicrobial use, and analysis of prescription data can be useful, the limitations of this approach
should be taken into account.

Gathering information on prescriptions requires a health care system that is prepared to collect
and retrieve this information.

Another way to gather patient-level consumption data is through health insurance data.
Such sources often include complete and detailed patient-level information, but it may not
contain information from the private sector; sometimes, the information provided only covers
reimbursement of antimicrobials. In addition, the data may not be representative of the whole
population, because in many settings only selected populations are covered by health insurance.
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Data sources: strengths and limitations

3. Dispensed antimicrobials

Strength:
+ data reflect actual use

Limitations:
* may need to pay for data
* may have legal restraints
* information may differ among countries
 does not include concomitant treatments

Dispensingrecordsin pharmacies are another source of information on antimicrobial consumption.
Sales from pharmacies and drug stores provide information that is closer to the actual use of
antimicrobials by patients, but collecting such data can be difficult, labour intensive and time
consuming if the only records available are manual ones (not all countries have electronic
databases).

Some well-known and reliable initiatives, such as the company IQVIA (formerly Quintiles and
IMS Health), provide sales data in many countries, but this information source also has some
limitations. Market research companies of this type are private entities, so the information often
needs to be purchased, and it may come with legal restraints on use and sharing of the data.

Another limitation of dispensing records is that the information collected is not the same in all
countries. For example, if Country A does not include hospitals in the consumption data, the data
provided are useful for time comparisons within Country A, but may not be suitable for comparison
with other countries. Also, in some countries, dispensing records may not be available from the
public sector.

Finally, a dispensing record does not take into account concomitant treatments.
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Data sources: strengths and limitations

4. Donations

Strength:
« significant proportion of antimicrobials

Limitation:
* may be difficultto differentiate populations

In some countries, donations may account for a significant proportion of antimicrobials dispensed
for specific clinical programmes such as malaria, tuberculosis and HIV/AIDS (including antibiotics

for opportunistic infections).
Again, there are limitations on this data source; for example, it may be difficult to differentiate
between the local population and special populations (such as migrants or refugees).

Data sources: strengths and limitations

5. Wholesalers

Strengths:
« data on purchase and supply

* may be disaggregated

Limitations:
» other importers
« difficulty of obtaining from private sector
+ possible duplication and overastimation
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Wholesalers are a good source of consumption data. In most countries, wholesalers are the main
legal entity able to import medicines for distribution, and to provide data on purchase and supply.
In some cases, the data may be disaggregated by region, sector or type of facility.

Distribution and supply data are likely to be closer to actual consumption than purchase data.
However, as with other sources, there are limitations. For example, in some countries, wholesalers
are not the only institutions that can import medicines; other importers can include medical, dental
and veterinary practitioners, pharmacists and health care institutions.

It may be difficult to obtain data from the private sector. Also, in some countries, a large number
of wholesalers supply smaller wholesalers, increasing the risk of duplication and overestimation
of data.

Data sources: strengths and limitations

6. Procurement

Strengths:
« data on purchases, disaggregated

Limitations:
* may not reflect total public consumption
* may include stock not supplied

Another important data source is public sector procurement. The public sector is likely to have
reasonable documentation of purchases, with the data probably disaggregated and broken down
according to facility types (for example, hospital and community) or geographical location.

However, this only provides data for public sector acquisitions, so it may not reflect total public
sector consumption, if other procurement is undertaken directly by hospitals and health facilities.
Therefore, the AMC national team should map and analyse the particular characteristics of the
country’s value chain of pharmaceuticals.

Additionally, it is possible that data include stock that was procured but never supplied to health
facilities.
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Data sources: strengths and limitations

7. Domestic manufacturers

‘"*h’ﬂ}j‘" .:--'-..-_.I.. -
Vg A,

Strengths:
« easy to identify producers

Limitations:
* private companies may be unwilling to provide data
» reflects production not consumption
« may include antimicrobials for export

The production of antimicrobials by domestic manufacturers is another data source. It should be
easy to identify local licensed producers, and there is likely to be a good register of the product
volumes for local use and for export.

Nevertheless, private companies may be unwilling to provide data and, once again, volumes reflect
production rather than consumption patterns. Also, some of the domestic manufacturing may be
directed for export. If so, these quantities need to be documented in order to obtain more accurate
consumption figures.

Data sources: strengths and limitations

&. Import data

Strengths.
« centralized records
- realistic data on consumption

Limitations:
= incomplate documentation
= parallel trade stock movements
= match import cycles not consumption
* Misses re-export
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Import permits are another source of data. Governments issue such permits for the importation
of medicines purchased from international manufacturers. Usually, records of import permits
are centralized, and they are often standardized for customs declaration forms, which include
information such as product type (branded or generic), volume, port of origin, country of
manufacture, batch number and expiry date. Over-the-counter products are also included in these
registries, providing more realistic data on the actual consumption of antimicrobials.

Again, this source has some limitations. For example, documentation may be incomplete, it may
include parallel trade stock movements (that is, companies buy drugs from countries where the
prices are low and resell them in countries where the prices are high), and volumes may match
import cycles rather than consumption patterns. Also, import reports do not capture the re-export
of medicines.

Another potential source of information on importation is records from the main nongovernmental
organizations (NGOs). For example, NGOs may distribute medicines for specific programmes
(such as tuberculosis), or manage donations of medicines. Although the records from NGOs
provide only partial information on importation, they can still be useful.

Now that you have finished the lecture, please read the text in Boxes 4.1 and 4.2.

Procurement and supply at country level

Box 4.1 explains what procurement and supply of antimicrobial agents at the country level involves,
and summarizes potential sources of information on AMC. The text is from pages 14-15 of the
WHO methodology for a global programme on surveillance of antimicrobial consumption (2).

Box 4.1
Procurement and supply at country level
Procurement and supply of antimicrobial agents at the country level may be complex.

In its simplest and ‘idealised’ form, for a country without domestic manufacturing capacity,
antimicrobials are imported (licensed imports with customs records), are supplied and
distributed by licensed wholesalers and distributors to:

Public and private hospitals
Community health facilities and community pharmacies.

Then, are provided to patients based on prescriptions written by appropriately registered
health care professionals. In some countries, these medicines will be reimbursed by health
insurance programs, with or without the imposition of patient co-payments.

The reality in many countries is quite different. Antimicrobials may be sourced from both
international and domestic producers.

Imports may be subject to re-export to other countries
Domestic producers may export part of their production.
Orders may be placed with wholesalers or directly with manufacturers.

+ Imported products may be used in the veterinary and agriculture sectors as well as for
human use.
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+  Healthcare professionals and patients may be able to import products directly.
«  Antimicrobials may be purchased over-the-counter as well as with prescription.
Borders may be ‘porous’ with illegal imports and exports.

Patients may buy products in neighbouring countries where products are cheaper.

POTENTIAL SOURCES OF INFORMATION ON ANTIMICROBIAL CONSUMPTION

There are a number of potential sources of information on consumption of antimicrobials:
import data (using data from customs records and declaration forms)
production records of domestic manufacturers (exclude any exports of products)

wholesaler/distributor data — this could be data on procurement by wholesalers or
records of sales by the wholesalers to healthcare facilities and pharmacies

«  public sector procurement records — these exist where there is both centralised and
decentralised purchasing of medicines for the public sector

donations - this may relate to particular programs such as HIV, TB, malaria or for
special populations such as migrants and refugees

records from community and hospital pharmacies and licensed drug stores
+ data from health insurance programs
«  prescribing records of doctors and dispensing records of pharmacists

information on antimicrobial use from patients themselves.

Summary of different data sources

Box 4.2 provides a table that summarizes different data sources for consumption estimates, and
outlines the general strengths and limitations of the data obtained from the different levels of the
value chain. The table is Annex 2 of the 2018 publication WHO report on surveillance of antibiotic
consumption Early implementation 2016-2018 (3).
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Box 4.2
Summary of different data sources
Common data sources containing aggregated information on antimicrobial consumption
and their respective strengths and limitations
Data source Strengths Limitations

Import data - Import permits issued by Government - Documentation may be incomplete
- Centralized records - May include parallel trade stock movements
- Standardised reporting for customs - Not account for smuggled goods or illegal entry of products
declaration forms including product type - Volumes match import cycles not consumption patterns
(generic, branded), volume, port of origin, o
country of manufacture, batch number, expiry |- Are admlmstratlve records and not formatted for research and
date) analysis
- Includes OTC medicines
Domestic - Local licensed producers should be easily - Private companies may be unwilling to provide data
manufacturers identified - Volumes reflect production not consumption patterns

- Can separate product volumes for local use
and for export

- Can request data in format suitable for
analysis

Public sector

- Likely to have reasonable documentation of

- Only provides data for public sector

procurement purchases - May not reflect total public sector consumption if other procurement
- Disaggregation of distribution data to is undertaken by hospitals, health facilities
facility types (community and hospital) and - May include stock procured but never supplied
geographical location is possible
- May be single (or limited number) of
procurement agencies
Wholesalers - Only legal entity able to import medicines for | - Some countries medical, dental, veterinary practitioners and
distribution pharmacists can also import medicines
- Can provide purchase and supply data - May be difficult to get data from private sector
- Supply data may be disaggregated - Large number of wholesalers in some settings
(community/hospital; by regions, facility type) | - pmay supply other smaller wholesalers not ‘end-users’
- Data collection easier where limited numbers | _\yholesalers may provide agriculture and veterinary sectors as well as
of wholesalers e (T (S
- Distribution/supply data likely to be closer to
actual consumption than purchase data
Donations/Programs -May be significant proportion of antimicrobials | - May be difficult to differentiate donations for local population and
dispensed for specific clinical programs or special populations (migrants, refugees)
specific populations
Community and - Sales from pharmacies or drug stores is - Large number of facilities makes data collection resource intensive

hospital pharmacies,
drug stores

Dispensing data

closer to the actual use of antimicrobials by
the patients

- Can separate community and hospital sectors

- Potentially can separate to public and private
sectors

- May include some OTC medicines

- May be difficult to collect data where only manual records exist
- May be difficult to get information from private sector
- Does not take account of compliance with therapy

Health insurance data

- Patient-level consumption data

- May be disaggregated by patient demographic
characteristics

- Geographic data may be available

- Disaggregation to community and hospital
sectors possible

- Often limited number of data providers
- Data more accessible if public sector agencies

- May be difficult to get information from private sector
- Only reimbursed antimicrobials reported

- Selected populations covered by health insurance; may not be
representative of whole population

- Administrative records may not include all the variables of interest

Prescribing records of
(health professionals
or databases)

- May have patient characteristics, diagnosis,
dose, duration, co-prescribed medicines

- Prescribed medicines may not be dispensed

- Samples of prescribers may not be representative and therefore not
reflect national data

Community, household
survey data

- Patient-level data will be available
- Most closely reflects actual consumption
- Repeat surveys can provide longitudinal data

- Time-consuming and labour intensive to collect the data
- Issues of representativeness of the data collected

Commercial data
sources

(e.g. IQVIA - previously
IMS Health)

- Standardised data collection

- Capacity to combine data from multiple
sources including manufacturer records,
hospital and pharmacy data

- Data must be purchased
- May be limited data collection in some countries

- May not be able to examine data at regional, local, facility or prescriber
level

- Use of EphMRA/PBIRG classification rather than ATC codes so may
be limited information at the pharmacological or chemical subgroup
level
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Now take Quiz 4.1 to test your understanding of this section. You will find the solutions at the end
of this module.

< —
v=| Quiz 4.1

Are the following statements about data sources for monitoring AMC true or false?

NO. STATEMENT TRUE OR FALSE?
1 Imported products may also be used in the veterinary and agricultural sectors.
2 Prescriptions are a highly reliable source for monitoring AMC because antimicrobials cannot be
purchased without prescription.
3 Customs records are a good tool for knowing the importation of antimicrobials.
4 Medical records from health insurance companies are useful tools for estimating AMC in the

private sector.

4.3.3 Putting data into context

To understand the meaning of any consumption data, it is essential to take into account the
context of those data. Lecture 4.3 describes this idea.

@ Lecture 4.3.

Putting data into context

Collecting consumption data is important, but it is also important to have some additional
information that puts these data into context.

Clproflosacin consumption 2017 (No. DD}
L L]

|- Lula a}

Country A Country B Country C
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This figure represents the 2017 consumption of ciprofloxacin in three different countries,
expressed in Defined Daily Doses (DDD). You can easily see that Country B consumed the highest
number of DDD of ciprofloxacin, and that Country C consumed the lowest.

If we look at just the absolute volume, this finding is true. But for the analysis of antimicrobial
consumption data, we are interested in the population exposed to antimicrobials. So, we need to
take into account the population of the three countries.

Country A has 5 million inhabitants, Country B has 20 million inhabitants and Country C has 3
million inhabitants. The next slide shows the graph when the population is taken into account.
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This figure represents the 2017 consumption of ciprofloxacin in three different countries,
expressed in Defined Daily Doses (DDD). You can easily see that Country B consumed the highest
number of DDD of ciprofloxacin, and that Country C consumed the lowest.

If we look at just the absolute volume, this finding is true. But for the analysis of antimicrobial
consumption data, we are interested in the population exposed to antimicrobials. So, we need to
take into account the population of the three countries.

Country A has 5 million inhabitants, Country B has 20 million inhabitants and Country C has 3
million inhabitants. The next slide shows the graph when the population is taken into account.
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Another point to be considered is how representative and valid the data from different sources
are. In the case of antimicrobials, some sources may be able to provide high-quality data but only
for a limited population. This is the case for health insurance data, especially those from private
companies; such data will probably include a lot of detailed information, such as age, diagnosis
and concomitant treatments, but they cover only a selected population.

Other data sources may cover the entire population (for example, import and manufacturing data),
but the information will be of lower quality.

Thus, before choosing data sources, it is important to consider how representative they are at the
country level, and what sectors they cover.

Despite their limitations, data sources with small coverage should not automatically be discarded.
They can be of interest if you are studying the particular population or sector that the source
covers.

The next section provides a couple of exercises that give you the opportunity to think about
available data sources of antimicrobial consumption, and about the strengths and weaknesses
of each source.
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43.

4 Exercises

When researchers use any set of data, it is important to know what the data set includes and
what it excludes, and its potential biases. You can then take this information into account when
analysing the data.

Now complete Exercises 4.1 and 4.2. You will find the solutions at the end of this module.

b
Exercise 4.1

Based on what you have learned in Sections 4.3.1-4.3.3, fill the six blank cells in the table below
with the items labelled A-F in the box that follows the table. Each of the items in the list labelled
A-F fits in only one empty cell.

NO. DATA SOURCE STRENGTHS LIMITATIONS
1 Domestic Can separate product volumes for local use
manufacturers and for export

2 Prescriber records Samples of prescribers may not be
representative and therefore may not reflect
national data
Cumbersome data collection if no (electronic)
system is in place to capture the information

3 Standardized data collection Data must be purchased

4 Disaggregation of distribution data to facility Only provides data for public sector

types and geographical location is possible
5 Wholesalers Supply data may be disaggregated
6 May be a significant proportion of May be difficult to differentiate those

antimicrobials dispensed for specific clinical
programmes

medicines used for the local population and
special populations

Information to be inserted:

A

mmo oW

Donations
Commercial data sources (e.g. IQVIA)
Volumes reflect production not consumption patterns

May have patient characteristics, diagnosis, duration and co-prescribed medicines

Public sector procurement
May be few or many wholesalers

In some countries, health facilities and practitioners may be allowed to import medicines r
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b
Exercise 4.2

This exercise is designed to help you to think about possible sources of AMC data in your country,
and about the characteristics and scope of those sources. Try filling out the table below using
information for your country. The first row of the table has been filled in as an example, based on:

the source being hospital pharmacies in the public sector, providing consumption data on a
yearly basis;

+  the data being prepared by the medicines unit of the ministry of health; and

« the communication channel being an agreement between the medicines unit and the AMC
national team.

This is just a first approach to data sources — you will have the opportunity to fill in the gaps and
revise the table later on in this module.

DATA SOURCE INCLUDED | FREQUENCY OF | STRENGTHS LIMITATIONS AND | DATA COMMUNICATION
NAME SECTORS UPDATES WEAKNESSES OWNER CHANNEL
Hospital Public Yearly Data on hospital- | Only public sector. | Medicines
pharmacies use medicines Not all hospitals unit,

have pharmacy

units

4.4 Health care sectors to be monitored

Now that we have discussed data sources and their characteristics, the next step is to identify the
health care sectors that can be monitored. This section provides definitions of the terms used for
the various health care sectors, and explains how those sectors differ in the medicines that are
prescribed.

4.4.1 Definitions of health care sectors

In monitoring AMC, different types of health care sector need to be taken into account. These
sectors include community hospital, public and private. The text in Box 4.3 gives definitions of the
various health care sectors to be monitored.

Definitions

Read the text in Box 4.3, which provides definitions of the various health care sectors. The text is
taken from GLASS methodology for surveillance of national antimicrobial consumption (2).
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Box 4.3
Definitions

Different types of healthcare sectors may be considered in monitoring of antimicrobial
consumption including:

1.  Community and hospital sectors.
2. Public and private sectors.

In many countries that are starting data collection, it will not be possible to disaggregate
data by sector and only total consumption data will be able to be reported.

The community sector

The community sector corresponds to primary care and may also include out-patient
hospital care; it is sometimes referred to as ambulatory care. Primary care corresponds
to care provided by general practitioners, family doctors, nurses, physician assistants,
pharmacists or clinical officers.

Residential care (e.g. nursing homes, day care centres) is also typically considered to
belong to the community sector.

As an example, in many countries, antimicrobials reported in the community sector are
usually prescribed by general practitioners and dispensed or supplied to the patients in
pharmacies or licensed drug stores.

The hospital sector

The hospital sector corresponds to care provided to in-patients (admitted patients) in
healthcare facilities. These can include general and district hospitals as well as secondary
and tertiary care hospitals and other specialist health clinics.

As an example, in many countries, antimicrobials reported in the hospital sector are usually
prescribed by hospital doctors and administered to the patients directly by the healthcare
professionals in those facilities.

Public and private sectors

Countries may also be able to collect data separately for public and private sectors. This can
provide important information about differences between prescribing practices between
the two sectors.

151



Training on GLASS methodology for national surveillance of antimicrobial consumption

4.4.2 Sectors differ in the medicines prescribed

Each of the different health care sectors has specific characteristics, and takes care of patients
with different diseases and severity. Thus, the medicines prescribed in each health care sector also
differ. This means that when you are considering AMC, the health care sector that the data cover
will affect the findings, even when looking at information from a single country and a particular
period, as illustrated by these examples.

Infections treated in hospitals and primary care centres are not the same. This is because the
causal agents are different, and the possibility of finding more resistant microbes is higherin some
hospital wards. For example, the proportions of narrow-spectrum antimicrobials are expected to
be higher in primary care than in hospitals. Conversely, because of the expected higher prevalence
of resistant microbes — such as methicillin-resistant Staphylococcus aureus (MRSA) - in hospital
settings, the higher use of broad-spectrum antimicrobials in hospitals might be justified.

In some hospitals, the antimicrobials that can be prescribed are limited to those included in
hospital formularies. Among these antimicrobials, there are last-resort active ingredients (e.g.
most “reserve” active ingredients, such as aztreonam).

The antimicrobials consumed in public health care centres (both hospitals and ambulatory) are
sometimes limited by a reference list of products (e.g. the reimbursement list of the national
formulary). On the other hand, in private practice, practitioners and specialists can prescribe any
antimicrobial approved in the country, and patients usually pay for these medicines themselves.
For example, carbapenems may not be available in public hospitals or may not be reimbursable
by health insurance companies. Also, in some countries, public sector hospitals may only use
medicines from the national essential medicines list that is available in the hospital formularies.

These and other factors can explain differences in consumption profiles found in a single
country. Knowing in advance the characteristics of each data source, including its limitations and
weaknesses, will help to avoid misinterpretations and mistakes.

Now, revisit Exercise 4.2 and see whether you can add any additional sources or fill in any additional
cells in the table. Then take Quiz 4.2. Solutions to the quiz are given at the end of this module.

V-
v=] Quiz 4.2

Opposite are two figures from complementary studies on AMC in Europe. Fig. A shows outpatient
use of penicillins (Anatomical Therapeutic Chemical [ATC] subgroup JO1C) and Fig. B shows
the use of penicillins for hospital care; both studies refer to 2002 data. Look at the two figures,
focusing on the consumption figures for Norway (NO) and Denmark (DK), then decide whether the
statements about the comparison between the figures are true or false.
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Fig. A. Outpatient use of penicillins (JoiC) in 26 European countries in 2002 in
descending order of narrow-spectrum penicillins
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Are the following statements about the comparison between Fig. A and Fig. B true or false?

NO. STATEMENT TRUE OR FALSE?

1 Between 30% and 40% of the penicillins consumed in hospitals in Denmark and Norway were
narrow spectrum (JO1CE).

2 In Norway, 40% of the penicillins consumed in hospitals were beta-lactamase resistant penicillins
(JOTCF), whereas outpatient consumption of JO1CF penicillins was about 10%.

3 In Denmark, the proportion of broad-spectrum penicillins (JO1CA) consumed in hospital care and in
ambulatory care is similar.

4.5 Practical experience of selecting data sources for AMC

In this section we will examine one country-specific experience that illustrates some of the
practicalities of selecting data sources for AMC.

This example is based on a study published by WHO, describing the implementation of five pilot
projects for community-based surveillance of antibacterial medicine (ABM) use and antimicrobial
resistance (AMR) in five resource-constrained settings (6). The report was published in 2009, but
the AMC analysis from different data sources is still valid and useful.

Here, we will go step by step through the experience of Vellore, atown in India. The report describes
surveillance of both AMR and AMC; however, this training is focused on AMC, so this section
considers only the parts of the report that deal with AMC.

4.5.1 Background and methods

Start with Reading 4.1, then take Quiz 4.3 (the solutions to the quiz are given at the end of this
module).

E"-] Reading 4.1

First, read the background and the methods sections of the text (Sections 3.1 and 3.2) about
Vellore, to understand the location where the surveillance was conducted, and the description of
the AMC data sources (6) (reference: 4.5.1Reading-01).

V-
¥=) Quiz 43

Are the following statements about the data collection methodology described in the report true
or false?

NO. STATEMENT TRUE OR FALSE?
1 In the study, purchase data could be obtained from all pharmacies and hospitals.
2 In the private sector pharmacies, data were extracted from purchase bills or from dispensing
records.
3 The available source of data used in each facility varied throughout the study.
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4.5.2 Findings

This section focuses on the findings of the study of Vellore, focusing particularly on two figures
taken from the findings section of the report. There is no quiz for this section, just a reading.

Eﬁ Reading 4.2

This reading is part of the Findings sections of the text (Section 3.3) about Vellore (6):
(reference: 4.5.2Reading-01).

We will focus on the following figures:

«  Fig. A (taken from Fig. 3.4, on page 36 of the report) represents the annual use of antimicrobials
by facility type, measured as percentage of prescription containing a specific antimicrobial;
and

«  Fig. B (taken from Fig. 3.8, on page 39 of the report) represents the annual use of antimicrobials
by facility type, measured as the number of DDD of specific antimicrobials per 100 patients.

Fig. A. Annual use of ABMs by facility type Fig. B. Annual sales/purchase of ABMs by
measured as percentage of prescriptions facility expressed as number of DDDs of
containing a specific ABM specific ABM prescribed per 100 patients

during phases 1a and 1b (2003-2005)
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As the authors suggest in the report, in Fig. A, we can focus on extended-spectrum penicillins
(ESP) and private pharmacies (fuchsia-coloured bar). Where the consumption data for Phase 1a
are measured as a percentage of prescriptions containing an antimicrobial, it can be seen that
the percentage was comparable (at ~10%) in urban facilities (on the left of the figure) and rural
facilities (on the right). However, in Fig. B, where the consumption data for Phase 1a (on the left of
the figure) are measured as number of DDD per 100 patients receiving antimicrobials, you can see
a clear difference between urban and rural use of this antimicrobial.

Looking again at Fig. B, in Phase 1a, the highest annual sales or purchases of antimicrobial in urban
pharmacies was ESP (at 22 DDD/100 patients), while in rural hospitals the highest consumption
was of cotrimoxazole (at 25 DDD/100 patients). However, 18 months later, in Phase 1b (on the right
of the figure), annual sales or purchases of ESP in urban pharmacies had reduced by half (to <10
DDD/100 patients), whereas the consumption of cotrimoxazole and tetracyclines in rural hospitals
had clearly increased.

The authors suggest being cautious when interpreting these data, because “the sources used
varied in type and potential accuracy”. As mentioned above, it is important to be careful with
potential biases of the data used in any AMC analysis, in order to avoid misinterpreting an increase
or a decrease in AMC.

4.5.3 Lessons learned

This section focuses on the lessons learned from the study of Vellore. Reading published studies
about AMC is the best way to prepare for your own practice. Other researchers and groups working
with medicines consumption can provide interesting and new examples of data collection, data
analyses and interventions that they have designed, to improve how medicines are prescribed and
used, based on their results. The case study conducted in India includes some final reflections
that may be relevant for your data analyses; these are presented in Reading 4.3.

Eﬁ Reading 4.3

For the final part of this section, read the lessons learned about antibiotic use, in Section 3.4.2
of the report (6) (reference: 4.5.3Reading-01).

The author's interesting self-criticism, summarized in Box 4.4, provides some useful conclusions.

Box 4.4.
Conclusions from the findings on ABM use

[

“There was also no way of differentiating from purchase records which stock was used for in-
patient care and which for out-patient care.”

“There is also sometimes reluctance on the part of private pharmacists to share such
information.”

“.. medicines purchased in a particular period (especially if as short as a month) may not be
dispensed or sold in the same period.”

“Bulk purchase/sales data also present particular challenges in the choice of a suitable
denominator.” [When calculating DDD per 100 patients]
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In these cases, population size for the entire catchment areais 100 000. Note that this is less of an issue
for national monitoring of AMC, but should be considered for regional or facility-based monitoring.

4.6 Key messages
The relevance of a given consumption data set depends on how it is measured and expressed.
DDDs are an internationally accepted reference measure.

For comparison purposes, the metric DDDs/1000 inhabitants/day (DID) is used to adjust the data for
population size or population group. It is important to know the context of the data to be used (i.e.
reference population and period).

Usually, different data sources will be necessary in order to gain a complete picture of AMC.

When using and combining different data sources, it is important to identify potential overlaps and
repetitions.

In time comparisons, it is important to use the same data sources throughout the analysed period, to
avoid biases.

The relevance of a given consumption data set depends on how it is measured and expressed.

Congratulations on finishing Module 4. You are now ready to move on to Module 5, which provides more
detail on calculating AMC.

4.7 Exercise solutions and feedback

Answers to Quiz 4.1 (in Section 4.3.2)

Here are the answers to the quiz. If you chose the wrong answer, check the feedback for an explanation,
and revisit Section 4.3.2.

STATEMENT TRUE OR FALSE? FEEDBACK IN CASE OF WRONG ANSWER

Imported products may also be used inthe | True Part of the production or importation may be consumed in

veterinary and agricultural sectors. other sectors, in addition to human use — these alternative
uses should be quantified and taken into account.

Prescriptions are a highly reliable source False Although many countries require a prescription to dispense

for monitoring AMC because antimicrobials antimicrobials, illegal over-the-counter purchase of

cannot be purchased without prescription. antimicrobials happens frequently. So, prescriptions have
some limitations as an information source.

Customs records are a good tool for True Customs records are a good tool for knowing the

knowing the importation of antimicrobials. importation of antimicrobials and other medicines, although
this information source has some biases. Also, this
information can sometimes be difficult to obtain, because
customs are not under the responsibility of the health
ministry.

Medical records from health insurance True Medical records or prescription records from private

companies are useful tools for estimating health insurance companies can be useful consumption

AMC in the private sector. information tools, but it is not always easy to access such
records. In addition, it is hard to analyse medical records, so
prescription records may be more useful.
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Answers to Exercise 4.1 (in Section 4.3.4)

Here is the completed table for the exercise. If you put any of the text into the wrong cells, please revisit
the text of Box 4.2, where you will find the complete table that lists the different potential data sources,
and gives their strengths and limitations.

DATA SOURCE

STRENGTHS

LIMITATIONS

Domestic manufacturers

Can separate product volumes for
local use and for export

Volumes reflect production not consumption
patterns

Prescriber records

May have patient characteristics,
diagnosis, duration, co-prescribed
medicines

Samples of prescribers may not be representative
and therefore may not reflect national data

Cumbersome data collection if no (electronic)
system is in place to capture the information

Commercial data sources (e.g.
IQVIA)

Standardized data collection

Data must be purchased

Public sector procurement

Disaggregation of distribution data
to facility types and geographical
location is possible

Only provides data for public sector

Wholesalers Supply data may be disaggregated May be few or many wholesalers.
In some countries, health facilities and
practitioners may be allowed to import medicines
Donations May be a significant proportion May be difficult to differentiate those medicines

of antimicrobials dispensed for
specific clinical programmes

used for the local population and special
populations

Answers to Quiz 4.2 (in Section 4.4.2)

STATEMENT TRUE OR FALSE FEEDBACK IN CASE OF WRONG ANSWER
Between 30% and 40% of the True Look at the column for Denmark and Norway in
penicillins consumed in hospitals in Figure B. The lower portion of the column refers to
Denmark and Norway were narrow narrow-spectrum penicillins, and represents 40%.
spectrum (JO1CE).

In Norway, 40% of the penicillins True Check that you have selected the correct column in
consumed in hospitals were beta- both graphs.

lactamase resistant penicillins

(JOTCF), whereas outpatient

consumption of JO1CF penicillins

was about 10%.

In Denmark, the proportion of False If you looked at the same column in both graphs

broad-spectrum penicillins (JO1CA)
consumed in hospital care and in
ambulatory care is similar.

(Denmark, DK), you will find that broad-spectrum
penicillins represent about 40% of the hospital-
consumed penicillins and about 30% of the
outpatient consumption.
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Answers to Quiz 4.3 (in Section 4.5.1)

STATEMENT TRUE OR FALSE FEEDBACK FOR WRONG ANSWERS
In the study, purchase data could True Wrong. In this study, bulk sales and purchase data could not be
be obtained from all pharmacies collected from private general practitioners and private hospitals.
and hospitals. Available information included all pharmacies and some public
hospitals.
False Correct. Available information in this study included all
pharmacies, but only some public hospitals.
In the private sector pharmacies, True Correct. This source of information is different to that available for
data were extracted from purchase hospitals and public clinics.
bills or from dispensing records. False Wrong. You will find the right answer in the methods section of the
text in Reading 4.1.
The available source of data used True Wrong. Have another look at the methods section. In this study,
in each facility varied throughout there were different data sources according to the different
the study. facilities, but the researchers used the same source of data in each
facility throughout the study. This consistency made temporal
comparisons possible in the different phases of the study.
False Correct. Although there were different data sources according

to the facility type, the researchers used the same source of data
in both study phases. This allowed comparisons between both
phases.
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MODULE 5. Variables for the GLASS methodology for surveillance of antimicrobial consumption

5.1 Training objectives of Module 5
The objectives of this module are to ensure that you:

know the different variables that are used to calculate antimicrobial consumption (AMC) and
to put AMC information into context;

« understand the various elements of data collection from WHO methodology for AMC
surveillance;

are aware of the importance of the denominator and AMC data contextual information; and
can calculate the Defined Daily Dose (DDD) and DDD/1000 inhabitants/day (DID).

5.2 Background
Welcome to Module 5 of this training course. At this point, you have already had the opportunity to:

update your knowledge of antimicrobials and antimicrobial resistance (AMR), and the link
between the use of antimicrobials and the antimicrobial resistance (Module 1);

understand the principles of the WHO methodology for AMC surveillance, including the use of
ATC/DDD Index (Module 2);

+ learntherole of the AMC national team and how to set up a national AMC surveillance system
(Module 3); and

« understand the different AMC data sources (Module 4).

Now, it is time to put all this information together and look in depth at variables for data collection.
This module provides a template for collecting national AMC data, analysing that data at country
level, and submitting AMC information to WHO for consolidation at regional and global level.

The first step is to become familiar with the information that needs to be collected, and to
understand why this information is necessary for generating quantitative estimates of AMC. Later
sections of this module give practical step-by-step examples to illustrate how to calculate the DDD
and DID from the variables collected at the product level.

5.3 AMC data collection

The main objective of this section is for you to become familiar with the required information
on AMC data, and on the denominator data and contextual information that are essential for
understanding how antimicrobials have been consumed in your country.

We will start with a general overview of data collection. Read the text in Box 5.1, which covers
elements of data collection, and is taken from the document GLASS methodology for a global
programme on surveillance of antimicrobial consumption (7). Then take Quiz 5.1 to test your
understanding.
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Box 5.1
Data collection

Collection of data on antimicrobial consumption, population and questionnaires is the
responsibility of the country and its AMC national team for the surveillance programme.

At country level, protocols, forms and related documents provided by WHO might be
translated into national language. If necessary, extra documents such as training materials
may be produced by countries to facilitate the national data collection. The national data
providers may need some training on which data to collect and how to report them to the
AMC national team.

The data collection process at national level can be split into different tasks according the
following points:

1. Every year, the national team sends a call for data to the data providers.

2. The data providers deliver the requested information to the national team in the agreed
format.

3. The national team checks and validates the data delivered by the data provider. If there are
issues with the data or clarifications are needed, the national team will contact the data
providers.

4. When the data are validated, the national team prepares the data for submission to WHO.

Data collection for antimicrobial consumption

Antimicrobial consumption (AMC) is defined as quantities of antimicrobials used in a
specific setting (total, community, hospital) during a specific period of time (e.g. days,
months, and year).

For global reporting, national estimates of consumption are reported for the calendar
year (January to December). The ATC/DDD methodology is used to standardize the data
collection and reporting of antimicrobial consumption.

Elements of data collection

There are three elements to the data collection, namely antimicrobial consumption data,
denominator data and descriptive or contextual information that is relevant for interpreting
the consumption estimates calculated.

V-
v=] Quiz 5.1

Are the following statements about data collection true or false? (The solutions to the quiz are at
the end of the module.)

NO. STATEMENT

TRUE OR FALSE?

1

As hospitals use very specific last-resort or restrictive antimicrobials, hospital settings are
excluded from the AMC calculations.

2 The denominator data (population) is optional and of secondary importance. What is really
important is antimicrobial consumption data (numerator).
3 Contextual information includes information on data sources, antimicrobials included in the

surveillance and specific exclusions of health sector facilities.
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5.4 Principles for AMC data collection

5.4.1 Collecting data at product level

The WHO methodology (7) requires AMC data to be collected at product level for both proprietary
and generic products. The calculation of the AMC consumption is done at substance level.

AMC consumption at substance level (e.g. the total amount of oral amoxicillin consumed) is
calculated by adding or aggregating the consumption of all products containing that substance
(in this case, amoxicillin). This is product-level data, and it takes into account product-level
information such as the administration route, package size and strength.

Read Box 5.2, which provides text on AMC data from page 17 of the document GLASS methodology
for surveillance of national antimicrobial consumption (7).

Box 5.2
Antimicrobial consumption data

Product level data

The first step requires identification of all the products for the antimicrobial agents
registered (i.e., with marketing authorization) in the country — a valid national exhaustive
register of products. In some cases, this will not already exist and this list of products will
need to be developed. For each antimicrobial substance, this means a list of all products
by formulation, strength and pack size. For commonly used products with multiple
manufacturers this could mean 50 or more product lines for a single INN like amoxicillin
or ceftriaxone. The register file will need to be updated each year as new products receive
marketing authorization.

Package level data

Consumption is expressed as the total numbers of packages for each product in the
register of antimicrobial products that are consumed during the defined period of time.
Mostly these will be annual (yearly) data. However, data may be available for different time
periods such as quarterly.

Substance level data

Consumption at substance level can be summarized as aggregated DDDs. As noted earlier,
the numbers of DDDs is calculated as follows:

Number of DDDs = Total grams used / DDD value in grams

Where the total grams of the medicine used is determined by adding the amounts of active
ingredients across the various formulations (different strengths of tablets or capsules,
syrup formulations) and pack sizes. The DDD value is assigned by the WHO Collaborating
Centre (http://www.whocc.no/atc_ddd_index/).
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5.4.2 Putting data collection into practice
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A first step in the WHO methodology is that the AMC natlonal team should prepare the list of all

antimicrobial-containing products in the country that have marketing authorization, and select
those products to be included in the monitoring.

This register of products is the basis for AMC monitoring. The register should contain enough
information to be able to identify the product, the substance and the content of substances in
the package. Once prepared, the register should be updated each year, before starting the annual
analysis. The data collected on the antimicrobials will allow you to identify each package, classify
it according to the ATC system and calculate the number of DDDs per package.

Module 2 discussed the antimicrobials to be included in the monitoring and outlined those that
are mandatory and those that are optional. In summary, the antimicrobials for which data are to
be collected are as follows:

Mandatory collection of systemic antibiotics (JO1, AO7AA, PO1AB):

- J01 - Antibacterials for systemic use (e.g. tetracyclines, beta-lactams, sulfonamides,
quinolones, aminoglycosides and amphenicols);

- AOQ7AA - Intestinal antibiotics: vancomycin and colistin for oral therapy (inj./iv form in J01);
and

- PO1AB - Nitroimidazole derivates for amoebiasis, trichomoniasis and giardiasis: oral
metronidazole.

— Optional collection of antimycotics and antifungals for systemic use (DO1BA, J02),
antimycobacterials for TB (J04), antimalarials (P01B), and antivirals for systemic use (J05).
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Section 5.7 gives a detailed description of each variable that needs to be collected according
to the WHO methodology for AMC monitoring. For now, it is sufficient to understand that the
following information will be required for each product:

An official code (product ID) to identify the package, which must be unique for each package.
Many countries do not have this code; in such cases, countries could create such a code in the
first year of the data collection process, and then use that code every year (to make it easier
to review the collected data).

+  The package label; that is, a free text variable containing the brand name, package size,
strength and formulation. This will be complemented by the name of the ingredients and the
level 5 ATC code.

«  Specific information on the package size.

Specific information on the strength of each item (e.g. tablets and vials). This information,
together with the package size, is needed to calculate the number of DDD per package.

5.5 Calculating DDD values at substance level

In Module 2 (Section 2.4.5) you went through a step-by-step exercise for calculating DDD at
product level. You also saw how to easily transform DDD into DID, by adding a denominator of
reference population and time.

The GLASS methodology for a global programme on surveillance of AMC is based on these
calculations. Lecture 5.1 takes you step by step through the process of calculating total DDD for
a particular substance As mentioned in Section 5.4.1, AMC consumption at substance level (e.g.
the total amount of a substance) is calculated by adding or aggregating the consumption of all
products containing that substance.

This lecture has worked examples, so you will need pen, paper and calculator, and the online
ATC/DDD index that you have used previously (2).
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This lecture shows a common situation in AMC monitoring; that is, receiving a list of packages
of the antimicrobials consumed. Such lists are the basis for calculating consumption by active
ingredient, and also the total consumption of the antimicrobials being monitored.

In the example shown here, the researcher has received the 2017 list of the consumed packages
for eight products containing levofloxacin, which is a “Watch” antimicrobial (you may remember
that we discussed the Access, Watch and Reserve — AWaRe — categorization in Module 1).

The question for this exercise is: How many DDD of levofloxacin were consumed in the country in
20177

The first step is to identify the meaning of each variable in the list.

a B

PRODUCT_iD 200ZAAESEA Forflin — 250 contains:
LAREL forflin 250 m——T 4
PACK SITF 10

- - > 10 tablets per package
ROUTE OF ADRIN oral

a%8 sl _____...-—}wﬂh 250 mg of levofloxacin per tablet.

CONSUMLD PACKAGLS 355 --_._-_-_-
> 3

486 packages were consumed

Blw @ - o ow s e
S

Here, you can see the description of each cell for the first product, Forflin-250.

The number appearing in the ‘PRODUCT_ID’ row is the country’s specific identifier for that product.
The spreadsheet also tells you that there are 10 tablets per package, that each tablet contains 250
mg of levofloxacin, and that 3486 packages were consumed.

With the information given, you can calculate the number of DDD contained in the 3486 consumed
packages. If you remember how to do this based on previous modules, pause the lecture and have
a go before moving on to the next screen.
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The first step is to find the DDD value of levofloxacin.
You can do this through the ATC/DDD index, which you used in Module 2.

Search the ATC/DDD index for levofloxacin. You will find that the DDD value for oral administration
of levofloxacin is 0.5 g, which is 500 mg.

& ]
1 PRODUCT 1D <AL NS EL
I LABEL Fouilin - F50
1 PACK SIF 1o
4 FOMA Film Coatid LAk
L ROUTE OF ADMIN ol
& STRENGTH 230 G
T BASIC INGREDNENT OTY. levofloxscin 250 MG ab
& COMSLAIT PACEAGFS L84
¥
10

Forflin-250 (levefloxadn)

05g =50 mg= 1000

1 tablet{250 mg) = 0.5 DD

-

10 tabletsperpack = 10 = 0.5 DDD = 500D fpack

=5

3486 packs consumed = 5 = 3486 = 17 430 DDOD consumed

With the DDD at hand, the calculation is easy. The proposed product (Forflin) contains 10 tablets,
and each tablet contains 250 mg of levofloxacin. So, each 250 mg tablet contains half a DDD
(because 250 mg is half of 500 mg).

Thus, if one tablet contains 0.5 DDD, one pack of 10 tablets contains 10 x 0.5 DDD; that is, 5 DDD.

Thus, the 3486 packs consumed during the period in question represents 5 DDD x 3486 packs,
which gives a total of 17 430 DDD of levofloxacin consumed.
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Farflin-250 (levoflosadn)
05g=500mg= 100D

1 mblet= 250 mg
10 tablets per pack = 2500 mg

-

3486 padks consumed = X300 mg = 3486 = § 715 000 mg

=

B 715 000mg / 500 mg = 17 430 DDD consumed

Another way to calculate this result is to calculate the number of grams of levofloxacin per pack,
then transform this result into DDD.

Each tablet contains 250 mg of levofloxacin, and there are 10 tablets per pack, giving 2500 mg
per pack. So, we can calculate the number of milligrams in the 3486 packs consumed during the
period in question, and divide that by 500 (because 500 mg is 1 DDD). This gives the same result;
that is, 17 430 DDD consumed.

Both ways yield the same result, so you can choose which one to use.
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Now we can include the value for that product in the table that we are building, adding it to Row 9
(the DDD row).

Now, pause the lecture and try calculating the number of DDD consumed for the next three
products: Forflin-500, Gen-Levo 250 and Gen-Levo 500.

Once you have your results, please carry on to the next screen, where you can check your results.
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Look at the answers in the table. If you calculated the values correctly, congratulations, you can
fast forward to Screenshot 11.

If any of your results do not match with the results presented in this table, then go through
Screenshots 8-10, which explain the solutions step by step.
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Forflin-500 (levofloxacin)

| 05g=500mg=1D0DD | -—

v
1 tablet (500 mg) = 10DD —)
W
10 tablets per pack = 10 DDD / pack —

W
5978 packs consumed = 10 x 5978 = 59 780 DDD consurmed

This is the calculation for Forflin-500. In this case, each tablet contains 1 DDD of levofloxacin
(500 mg).
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Gen-Levo 250 (levofloxacin)
0.5g=500mg=100D | —
v
1 tablet (250 mg) = 0.5 DDD =l
v
10 tablets per pack = 5 DDD / pack -

W

2642 packs consumed = 5 x 2642 = 13 210 DDD consumed

The calculation for Gen-Levo 250 is similar to the first example for levofloxacin.
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5 T R e
30
Gen=-Levo 500 (levofloxacin)
|u_5g-5mmg-1nnn ] -
W
1 tablet (500 mg) = 10DD —
W
10 tablets per pack = 10 DDD / pack —

A4

4326 packs consumed = 10 x 4326 = 43 260 DDD consumed
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The calculation for Gen-Levo 500 is similar to that for Forflin-500.

The main objective of this exercise is to give you confidence in carrying out these important
calculations.

| al A . £ [ 5 = E |

| PR A IALALAL AR A L LRAA PR TR L]
T LBy Faddlln Pl Fadln, L0 Eepry Lavww U Vol Gaw Rarwc WD Tl Lo Lewo IV 150 el L
I RACK A ] 0 L] b 1 L1
& nom Bl prutns Tab Febrmy Etuat st 1. Pl eates 1. P Et s ReRe- e AT A ey
i AT OF Ak wrad sl oal aeal i v
L LB L a o a T A w1 L1
T AR MGRIDM T OTY, ke ion s 150 WG SLEY  eenTionsce SO0 MG Les o ion o [0 WL TED. Mot oo 30 MWTED TimepTica som SO0 MG 300 WL s
B C AN PATRAGI L s W ey e ] LR ]
* 1rame ™ 1 ok | 1
L]

1]

]

Now, you can go to the next product, which is Gen-Levo IV. This product is a single-use container
for intravenous perfusion.

Hose  ATC/ DD spplicabion fofme  Deded ATC Inides W

Found S5 entries containing ‘levofloxacin’.
BT T et Betshsbagry AOZBDI0 lansoprazole, amos sl bevoflon aor

I e L e O P
s o
rt ML
PRl cinias icncrse s i
ATCS DD Tndkex and
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r“ ’JHIII"IPI TIWES FOR STYSTEMM USE
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WL O PN ol AR TIRAL TT LA 5
p 0 T TP P T

ATC i Narma DDD U AdmA PSS
JonmaLz as g o

Because this is an intravenous product, starting by checking the DDD value for parenteral
levofloxacin. You will see that it is the same as for oral levofloxacin; that is, 0.5 g, which is 500 mg.
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Gen-Levo IV 100 mL (levofloxacing
0.5 g = 500 mg = 100D =
W

1 x 100 mL container (500 mg) = 1 DDD =
W

1 container per pack = 1 DDD / pack
)

568 packs consumed = 1 x 568 = 548 DDD consumed

Each container holds 100 mL, with 500 mg of levofloxacin, which is the DDD for this antimicrobial.
Thus, one container holds 1 DDD, and there is one container per pack, so the 568 packs consumed
represent 568 DDD consumed.
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By now, you should be confident with your calculations. Try calculating the DDD result for the three
remaining products in the table (Lamiwin IV 100 mL, Levocin eye drops and Levomac 750).
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This table shows the results. If you calculated the values correctly, congratulations, you can fast
forward to Screenshot 19.

If any of your results do not match those shown in the table, then check Screenshots 16-18, which
take you through the solutions step by step.
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Lamiwin IV 100 mL (levofloxacin)

0.5 = 500mg = 1 DDD 1=
W

| p————
Am T

A = i e

EE ]

[ e

e LML St R

1 ¥ 100 mL container (5 mg/mL = 500 mg/100 mL) = 1 DDD —
W

5 containers per pack = 5 DDOD / pack

173 packs consumed = 5x 173 =

—

W

BAS consumed DDD

The case of Lamiwin IV 100 mL is similar to that of Gen-Levo IV 100 mL in column F (Screenshot 13).

Here, the product strength is given as “5 mg of levofloxacin / mL”; however, the single-use container
has a volume of 100 mL, so the whole 100 mL container has 500 mg of levofloxacin, which equates
to 5 mg of levofloxacin per mL.

175



Training on GLASS methodology for national surveillance of antimicrobial consumption

I ot 1 - 1 s s e R e e e ]
] = " s " i B = i

I e — . e 1 m— T s g s s g s g (ST
ey m— = = - e L] - ) =

T— e e T - - - Jpe—— e
mm i FE e
[P — - . am = i -

- - - - - - —

A Astiri il mn e in monioing

Thet WD il & a8 o iy oy o e et b irites, ik T el
PR e e e

AT L R § PR T B AT T TR B LS IR W M P R A TR
et b o e

P ELT T P [ 1]
el by by plemrmiy irmi e
e FHLAS { x

i i T s HP of T
L L L T T o N T e RS ES TIPS EEJS

res . W2

A L i

Errewrgy WA

g o L
g L1

Levocin eye drops are a special case because they are not for systemic use; instead, they are for
topical use, with the ATC code SOTAX19.

According to the ATC/DDD webpage, no DDD value has been defined for ocular use of levofloxacin.
Also, according to the GLASS methodology, antimicrobials of the ATC “S” group are not included
in the monitoring.
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Levornac 750 (levofloxacin)
|05g=500mg=1DDD | -
N
1tablet (750 mg) =1.5000  —
v
12 tablets per pack = 18 DDD / pack —

W
1250 packs consumed = 18 x 1250 = 22 500 DOD consumed

The final example is similar to the other oral products we have already calculated. In this case,
each tablet includes 750 mg of levofloxacin; thus, each tablet contains 1.5 DDD of levofloxacin.
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We have now calculated the number of DDD in the consumed packages for the different products.
The next step is to sum all of the levofloxacin-containing products in order to estimate the number
of consumed DDD of levofloxacin.

Can you work out the answer?
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Total consumed DDD:
17 430

59 780

13 210

43 260

5468

B65

4+ 22500

157 &13 DDD of levofloxacin

If you got this right, well done. The studied country consumed a total of 164 218 DDD of levofloxacin
during 2017.

At the end of the process outlined in Lecture 5.1, you have all the products measured in the same
unit (DDD). This means that you can add the consumption of different antimicrobials of the same
therapeutic or chemical group (e.g. all fluoroquinolones). Also, you can add the consumption of
the different therapeutic subgroups, to find the total consumption of antimicrobials.

These results are useful for knowing the proportion of the different antimicrobials consumed, and
also for making temporal comparisons.

Although the consumption expressed in DDD is useful in itself, the data can be even more useful
if they are refined using the denominator and the contextual information. We will look at this in
Section 5.6.

5.6 Denominator data and contextual information

In this section we will look at the requirements for the denominator and the contextual information,
which are needed to help to understand the meaning of the calculated amount of DDDs consumed.

In Module 4, we saw that data sources may differ in terms of the population (i.e. denominator) and
the health sector covered (e.g. hospital or community sector, and public or private health care).

Readthetextin Box 5.3, whichis from GLASS methodology for surveillance of national antimicrobial
consumption (1), to understand what is meant by the terms “denominator data” and “contextual
information”.
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Box 5.3
Denominator data and contextual information

Denominator data

The total numbers of DDDs derived as consumption estimates should be adjusted for the
population to which the data apply.

For national estimates of consumption, the appropriate population will be the total national
population (all age and gender groups combined). WHO may not use the same population
used in national reporting systems for all Member States so, use the UN World Population
Prospects database to estimate the denominator. However, this population denominator
may differ from the population estimates provided by the national authorities. For example,
some countries have a large migrant population that may not be counted into the World
Population Prospects, butisincluded in the population estimates by the national authorities.

Reporting metrics

The standard reporting metric for national estimates is DDDs/1000inhabitants/day (DID).
Other metrics can be also used, such as DDD/inhabitant/day or DDD/100 beds/day (for
hospitals).

The data collection template requires entry of numbers of packages for each product
included in the register. These packages may be added to give a total number of packages
consumed. This will provide a crude estimate of the number of courses of treatment with
antimicrobials used per year and is based on the assumption that one package = one course
of treatment. This measure needs to be interpreted carefully. In some settings, a package of
oral medicine will represent a course of treatment. In other settings, patients may buy small
numbers of tablets or capsules or dispensing is from large containers of the medicine, in
which case a package will have very little meaning. A package is not likely to be a good
guide to a course of treatment with an injectable antimicrobial.

Contextual information relating to data collection

It is important to report the sources of data used, the sectors being reported, the
antimicrobial agents included in the surveillance and to identify if there are any sectors or
facility types that have been excluded from the calculations, e.g. public vs private sector,
hospitals vs. primary care.

This may be supplemented by questionnaires or other surveys.
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5.7 Variables in the WHO GLASS methodology for surveillance

Read the text of Box 5.4 of national antimicrobial consumption, then watch Lecture 5.2, which
discusses the complete list of variables that need to be collected according to the GLASS
methodology for AMC monitoring. For each variable, the lecture explains the meaning and its
usefulness in monitoring AMC.

The following information is a summary taken from the document GLASS methodology for
surveillance of national antimicrobial consumption (7). It provides an overview of variables in
relation to the:

antimicrobial medicines register,
consumption packages,
population estimates and population-adjusted estimates, and

+  contextual information.

Box 5.4
Variables

Variables for the register on antimicrobials

Some countries will already have an electronic database of all antimicrobial products that
have marketing authorization (= registered products). Where such a database exists, the
relevant data can be copied into the cells of the spreadsheet.

Where there is no existing list of products, this will need to be created.

This is a significant task in Year 1. For subsequent years, the data register file can be edited
and new products added. The descriptions for products could be maintained (with zero
consumption) and this will provide a ‘historical’ file of products and consumption over the
years.

Theinitial product-level variablesincludedin the register are shownin Table 5.1. Adescription
of the variables, data type, variable type, information and data rules and response options are
provided in Annex 3 of the GLASS methodology document. Some additional variables were
added later, such as the year of authorization/registration and end date of authorization/
registration. This information allows you to know if the product is still on the market.
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Table 5.1: Product level data variables for the antimicrobial register

Variable name Content
COUNTRY Based on IS0 3166 alpha-3 country codes
PRODUCT 1D Unique identifier of the medicinal product package (MPP)
LABEL Medicinal product package label
PACKSIZE Size of the package
PACKSIZE UNIT Pack size unit of measurement

Is it a paediatric medicine product

PAEDIATRICS PRODUCT *
FORM"

Pharmaceutic al formulation type

ROUTE ADMIN Route of admanistration

STRENGTH Quantity of the main ingredient of each item

STRENGTH UNIT Unét measurement of strength

INBASQ Basic ingredient quantity

INBASQ UNIT Unit measurement of the basic ingredsent quanty

ATCS WHO ATC code at substance level (ATCS level)

GALT * Galt of the active substance (hexamine. erythromycin only)
COMBINATION The WHO CC has defined DDD for combined products
PRODUCT NAME * Medicinal product name

INGREDIENTS * Ingredient name: ¢.g. amoxicillin and enzyme inhibitor.

PRODUCT_ORIGIN *

The product can be import, donation or locally produced

MANUFACTURING COUNTRY

The country of the manutacturer of the product.

MARKET AUTHORIZATION HOLDER *

The name of marketing authoriz ation hokder

GENERIC*

Is the product a generic?

CONV FACTOR (macro)

Transtorm strength expressedin U into G,

WHO DDD (macro)

The DDD detined by the WHO CC tor the ATC code

WHO DDD UNIT (macro)

Unit measurement of the WHO DDD (MG. G. IU. MU, UD)

DPP imacro)

DDD Per Package

Source: WHO antimicrobial medicines collection protocol year 2016
*optional variables for dataset; macro = calculated automatically by Excel macro

Variables for consumption estimates (packages and DDDs)

The numbers of packages of each product imported/sold/dispensed are recorded. The numbers of packages
can be aggregated by the desired level of ATC code and reported as total number of packages. The number of
packages of each product is also multiplied by the number of DDDs per package to calculate the total numbers
of DDDs for each product. The numbers of DDD are aggregated by at the desired ATC code level to give total
number of DDDs.

Consumption data may also be reported by sector — total consumption data disaggregated to hospital and
community (ambulatory care) data, or to public and private sector. The consumption variables included in the
spreadsheet are shown in Table 5.2. A full description of the variables, data type, variable type, information and
data rules and response options are provided in Annex 3.
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Table 5.2 : Consumption data variables

Consumption by packages

TOTAL PACKAGES Total number of packages consurmed during the year

COMMUNITY PACKAGES Total number of packages consumed In communty during the year
HOSPITAL PACKAGES Total number of packages consumed in hospital sector during the year

Source: GLASS methodology for surveillance of national antimicrobial consumption

DDD = Defined Daily Doses

Variables for population estimates

In terms of national AMC surveillance, national statistics for population denominators may be used. For
WHO and GLASS reports, WHO will use its standardized population denominators.

Variables for population-adjusted estimates

The total numbers of packages and DDDs are divided by population estimates and the estimates adjusted
to express consumption as numbers of packages/inhabitants/year (P1Y) or numbers of DDDs/1000
inhabitants/day (DID).

Contextual information

Additional information obtained by questionnaire or survey may help with interpretation of the consumption
estimates.

@ Lecture 5.2.

Data to be collected

* The description of the products from the national register of
antimicrobial products according to the defined variables
(Table 5.1 in Box 5.4)

* The number of packages consumed
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The datatobe collectedinclude variables used inregistering the products containing antimicrobials
and variables used to show the number of packages consumed.

The collected information will form the basis for calculating AMC by aggregating data from the
product level to the therapeutic group level.

The register

The register includes mandatory and optional fields
*  Mandatory variables
= Allow identification of package
— Allow calculation of DDD / package
— Identify ATC code and route of administration
+ QOptional variables
- Additional information (e.g. generics, marketing
authorization holder and country of origin)

We will start with the register of antimicrobials. This register includes mandatory variables that
allow the identification of the package and calculation of the number of DDD per package (as we
saw in Section 5.5), and that identify the ATC code and route of administration.

In addition, a few optional variables provide information that is not necessary for calculating
consumed DDD, but may be useful in terms of understanding the pharmaceutical market. This
includes information on things such as generics, the holder of the marketing authorization and the
country of origin of the antimicrobials.

Pl L LY LA EY

COUNTRY

* B0 three-letter code
= g @ France: FR&
= g Burkina Fato: BFA

YEAR

+ Year of the period under survelllance

The first mandatory variable is the description of the country. The country is described using a
three-letter country code that is based on the ISO3166 codes that are listed on the International
Organization for Standardization (ISO) site (there is a reference for this list in the transcript) (3).

To be able to compare the results with those obtained in other countries, you also need to know
the yearunder surveillance.
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AR DA TORY VARILR TS

Product_ID

=  Medicinal Package Product Code
= Unigue identifier of the package
- Official code (authorization number)
= Other number (e.g. 1, 2, 3, 4)

*  Must be unigue
* Links package with consumption data

* |mportant for validation

One important variable is the product ID, which is the unique identifier of the package, and
comprises an official code plus another number.

This product ID is unique, links the package listed in the register with consumption data, and is
important for validation.

Because the product code is unique, it must not change over time. Hence, when a particular
medicinal product is no longer available on the market or is no longer registered, this code should
not be attributed to another product.

Where a medicinal product does not have a code, then the country should provide or create one
(ensuring that it is unique).

FlahGafoir yahiaiii

Label

* Label of the package
* Free text

* Must include complete information
— Good example: Augmentin 500 mg x 10 tabl.
— Bad example: Augmentin

The /abelis a free text variable, which should fully describe the characteristics of the product, such
as the name, package size, strength and pharmaceutical formulation.

The information needs to be as complete as possible, to allow for validation of the product through
cross-checking of that information by an external reviewer.

The screenshot shows a good example of a label (Augmentin 500 mg, 10 tablets), and a bad
example, which just gives the name of the product (Augmentin).
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LA il TR R kB P

PackSize + PackSize _Unit

= PackSize
No. of items in the package
For tablets, wials etc.- e.g. 10 vials 1 geach = 10
For syrups, mlL of the final product (+INBASQ): e.g. 100mi
TsmgSSmi: 100
= PackSize_Linit
« Unit of measurement for the package site
+ For tablets, wials #fc : no, of pieces (pet)
For syrups: mil

The pack size includes information on the number of items (for example, tablets, pills or vials)
contained in one package. This information is essential for calculating the number of DDD
contained in each package.

In terms of wnits, for most pharmaceutical forms, the pack size must be reported as the number
of pieces. For instance, if a package contains 10 vials, the package size would be 10 (that is, the
number of vials in the package, and not the volume of reconstituted product).

For products that are administered as liquid form (for example, in a syrup), the pack size unit
should be reported as millilitres of final reconstituted product. For instance, if a package contains
100 mL of syrup, with the product at 75 mg / 5 mL, the unit is 100 (that is, the number of millilitres
of the product).
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MANDATOEY WARARLES

Strength + Strength_Unit

= Strength — quantity of main ingredient (e.g. per tablet or per
dose); for example
o 10 tablets 1g =1
o 100mL75mg/S5mL=75

* Strength_Unit = unit of measurement (e.g. g, mg, IU, MU, UD)

The information about the package size combined with information about the strength together
form the basis for calculating the quantity of active ingredient in the package. The strength refers
to the quantity of the main ingredient in one unit; for example, per tablet or per dose in the case of a
syrup. Thus, if a package contains 10 tablets, each of which contains 1 g, the strength is recorded
as “1”. Similarly, if a package contains 100 mL of syrup, in which a dose is 5 mL and contains 75
mg, the strength is 75.

n ou

, “milligrams”,
", “unit doses”, “pieces” or “millilitres”.

The measurement units can be expressed in different ways; for example, “grams

“international units”, “millions of international units

Unitdoses are usedinthe case of combination products. For some substances used in combination
with others, the WHO Collaborating Centre in Oslo has defined rules, such as taking into account
only the antimicrobial substance and not the combined substance - that is the case, for example,
for amoxicillin plus clavulanic acid.

For products that contain multiple antimicrobial substances, the WHO Collaborating Centre has
defined a DDD for the combined products. Where this is the case, the strength should be reported
in the same units as the DDD for the corresponding combined product.
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MANDATORY VARIABLES

INBASQ + INBASQ_UNIT

* Ingredient base quantity
— Only for syrups
— Denominator part of the strenght
* E.g.: 100 ml 75mg/Sml : 5

* INBASQ_UNIT
— Unit of measurement : always ml

* |n all other cases (including perfusion fluids or
ampules), the INBASQ should be set to 1.

INBASQ stands for ingredient base quantity. The variables INBASQ and INBASQ_UNIT are used
only for syrups and solutions. They describe the quantity of the ingredient base and its units.

These variables are used for describing concentration of fluids (e.g. 200 mg / 10 mL). In syrups
and solutions, INBASQ describes the denominator part of the strength. In all other cases (including
perfusion fluids or ampules), the INBASQ cell should be set to 1 or left empty.

PACKCONTENT +
PACKCONTENT_UNIT

*  Quantity of active substance per package =
For tablets, vials, etc,
=  PACKSITE multipli=d by STRENGTH
10x1=10g
— For syrups
* PACKSIZE multiplied by STRENGTH divided by INBASC
(100x75)/5=1250mg=1.25¢

The quantity of active substance per package is described with two variables: packcontent and
packcontent_unit.

Both variables can be calculated automatically, by multiplying the package size by the strength,
and dividing by the INBASQ value.
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MANDATORY VARIABLES

ROUTE_ADMIN

* Route of administration
= Unigque choice
* O: Cral
* P : Parenteral
* R Rectal
* |P : Inhalation powder
= 13 ; Inhalation solution

The route of administration is a code that describes how the product is administered - oral,
parenteral, rectal, inhalation powder or inhalation solution.

This information is used to attribute the ATC code and the DDD value.

MANDATORY VARIABLES

ATCS

« ATC substance code (level )
- ATC code of the package

-~ Takes into account the active
substances and roule of administration

— I there is no ATC code, report this to WHO,
to pass the information to the WHO CC in
Oslo, who may then assign a code

Module 2 described the ATC classification system and explained how to find the right ATC code for
a given product. This variable is also mandatory - it is needed so that the content of all products
with the same active ingredient can be added together.
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MANDATORY VARIABLES

COMBINATION

« Combination code

= WHO CC Oslo has a specific list for some
combinations (e.g. bactrim and HIV products)
In this case insert combinaton code

Combination products are a special case. Module 2 described the rules for assigning an ATC code
and a DDD value for combinations, and explained that the website for the WHO CC in Oslo lists
combined products (4) https://www.whocc.no/ddd/definition_and_general_considera/#ddds?2

For all combination products where the DDD assigned deviates from the general principles, a list of
DDDs are available on the WHO CC in Oslo: https://www.whocc.no/ddd/list_of_ddds_combi-ned_
products/

The WHO methodology for AMC surveillance recommends that at least the core set of antimicrobial
classes are monitored by all national surveillance programes. The list of DDDs for combinations
that belong to the core antimicrobial classes that are subject to mandatory surveillance is shown
in Table 2.1. (Module 2 - 2.4.3).

IMPORTANT: For your work, you will need to use the file on ATC/DDD index for combinations with
antimicrobials, which was created by WHO. In this file, WHO has assigned codes for each of the
combination with antimicrobials defined by the Oslo WHO CC by adding an underscore and a
number (e.g. JOICA20_1. JO1CA20_2). These codes are not assigned by the Oslo WHO CC. This
WHO file on ATC/DDD index for combinations with antimicrobials is not included in this training
material. To obtain the file, please write to GLASS AMC team in WHO Geneva: glass-amc@who.int.
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MANDATORY VARIABLES

SALT

- Associated salt used only for

— erythromycin: only ethylsuccinate
= methenamine: hippurate or mandelate

-~ For these two substances, provide value for associated salt

- For all other substances, do not provide any salt

The variable saltis used only for the salts associated with erythromycin (where there is only one
salt, ethylsuccinate) and methenamine (where there are two salts, hippurate and mandelate). For
these two substances, WHO has defined a DDD value for the associated salt, which is different
from the DDD value for the substance alone.

For all other substances, no salt is specified.

MANDATORT WaRARES

CONV_FACTOR

« Conversion factor from IU to g

* For some products (peni V and G), strength is
expressed in IU but DDD in g

Wuckel P [T ] [T
Wictea o L G BLEI5
MIFADT O WU G oo
icom P 1] G [T
micIem P BALI G 1
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The conversion factor is a variable that transforms strength expressed in international units (IU)
into strength expressed in grams.

This variable is automatically completed in the WHO template for estimating antimicrobial
consumption.

If there is no need to convert from international units to grams, this factor must be set to 1.
The table shows the list of current conversion factors.

If strength is expressed in international units and DDD in grams, and there is no applicable
conversion factor, then no DDD per medical product will be calculated, and no consumption for
this product will be reported.

Marmaroey WAMERES

WHO_DDD + WHO_DDD_UNIT

* The DDD defined by the WHO CC in Oslo for
the corresponding combination code, if
relevant

— The unit of measurement of the DDD (g, mg, IU or
uD)

Other important variables are the DDD value and its unit. As explained in Module 2, the DDD value
is defined by the WHO Collaborating Centre in Oslo, with corresponding codes if the antimicrobial
is part of a combination.

DDD values are given in grams, milligrams, international units (IU) or unit doses (UD).
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OPTIONAL YARIABLES

FORM

* Free text
* The form of the package
— lablet, film or dispersible tablet, solution for infusion. ..

« Lisetul for validation

Now we will look at the optional variables for the register of antimicrobial products. The first of
these is a free text variable that contains information on the form of the package; that is, whether
it is a tablet, a film or dispersible tablet, a solution for infusion and so on. Information on the form
of the antimicrobial is useful for validation purposes.

PTG Wk FREL T

PAEDIATRIC_PRODUCT

L

If this is a paediatric package

YES or NO

This is important, because, children <8 years
almost only use paediatric forms

Thus paediatric form is a good proxy for
estimating consumption in young children < 8-
10 years

The next optional variable is to know whether a product is designated for paediatric use. This
information is useful because paediatric forms are almost always used in children aged under 8
years; thus, paediatric forms are a good proxy for estimating antimicrobial consumption in young
children (aged under about 8 to 10 years), who have probably received a paediatric formulation.

192



MODULE 5. Variables for the GLASS methodology for surveillance of antimicrobial consumption

DT AL VARIABLES

PRODUCT ORIGIN

* What is the source of the product?

* Coded value: import, donation, locally
produced product

Products with antimicrobials can have different sources and origin. So, the optional variable
Product origin is to know whether the product is imported, locally produced, or a donation. Donated
products often have a different procurement and supply chain arrangements compared to the rest
of the medicines that are procured by the state actors. So, the quantities of donated products may
be documented by non-state entities and in a different manner.

OPTIONAL VARIABLES

PRODUCT_NAME
* Name of the product

- e.g.: Augmentin 1g x 10 tabl: Augmentin

MARKET_AUTH_HOLDER

* Name of the marketing authonsation holder

MANUFACTURING_COUNTRY

« Country of manufacturing

Additional optional variables are the name of the product, the name of the marketing authorization
holder and the country of manufacturing.
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OPFTIORAL VREABLES

YEAR AUTHORIZATION

* Year when the marketing authorization was
granted

YEAR WITHDRAWAL

* Year when the marketing authorization was
withdrawn

The other two related optional variables about the year when the marketing authorization of a drug
was 1) granted and 2) withdrawn allow you to know if the product is still on the market.

OPTIONAL VARIABLES

INGREDIENTS

= List of active substances in the package
+  Useful for validation

GENERICS

* |s the product a generic
+ YESorNO

Finally, the last two optional variables in the register are the active ingredients included in the
package and also whether or not the product is a generic one.
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CONSUMPTION DATA

COUNTRY

» |SO three-letter codeholder
- e.g. France: FRA
— e.g. Burkina Faso: BFA

YEAR

* Year of the period under surveillance

Other inclusions in the register are consumption data and population data. For consumption data,

four different variables are taken into account; the first two of these are the countryand yearunder
surveillance.

COU NTRY CONSUMPTION DATA

Health care level in which data have been collected
= T. Total
« C: Community
= H: Hospital

SECTOR
Health care sector in which data have been collected
« G: Global
* PUB: Public
+ PRV: Private

PACKAGES

The number of packages consumed for the country, year, pro
duct and health care level and sector

The other two variables in consumption data are the /eve/in which data have been collected (that
is, whether they are total, community or hospital), the sector in which data have been collected
(that is, whether they are global, public or private) and information on the packages (that is, the
number of packages consumed for the country, year, product and sector).
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POPULATION DATA

COUNTRY
YEAR
SECTOR
AM_CLASS
POPULATION

-

-

Finally, in terms of population data, the variables in the register are country, year, sector,
antimicrobial class and the reference population for the consumption information.

The population estimate reported needs to correspond to the population to which the consumption
of antimicrobials applies.

5.8 Monitoring variables

This section illustrates the practicalities of the variables and calculations that you will find in the WHO AMC
methodology. Lecture 5.3 gives you the opportunity to practise some of the concepts covered in Module 2 (i.e.
ATC/DDD classification) and earlier in this current module (variables and consumption calculations).

This lecture has worked examples, so you will need a paper, pen and calculator, and the ATC/DDD index that you
have used previously (2,4).

So, get your materials ready and watch Lecture 5.3!
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@ Lecture 5.3.

This lecture gives you some tasks to do that will help you to become more familiar with the different
variables of the WHO methodology for antimicrobial consumption, and the need to prepare an
accurate register of the antimicrobials for the data analysis.
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When you are creating your AMC register, you will need to identify the variables to be collected
from each antimicrobial that has been approved for the market in your country. Lecture 5.2 took
you through the many variables — the ones that we are interested in here are those included in the
present table.

For this task, we will try to complete this table for various products. You can use the ATC/DDD
index online for this, or the summary list of the ATC codes for antimicrobials and their DDD values
that was provided for this exercise.
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16 Tablet

Remoxil 1 g
Tablet
1 g Amoksisilin

[=————————————]

Remoxil® 1 g 16 tablets

* Amoxicillin

Let’s begin with a product containing 16 amoxicillin tablets, each containing 1 gram of amoxicillin.
Pause the lecture and try filling in the table yourself, then move on to the next screen to find the
solution.

Variable Waluee Variable Valise

ProductiD 1 Salt

Label Femoxi 1 g 16 CorwersmnFactor
tablets

PackSire 16 Cormbination Code

PackSizeLUinit PCS PachC antent 1&

Strength 1 FackContentUnit G

StrengthUmit L] (] |

INBASD 00 Uit G

INBASCUNIt (0D Fer Fackage 16

Route L¥]

ATCS M A0E

This slide shows the completed table for the Remoxil product. If you have forgotten what any of
these variables relate to, just go back to Lecture 5.2 in Section 5.7. You will become familiar with
the different variables once you start to use them routinely.

Now, let’s try with another product.
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IHHHFFT

Remoxil
e
e

Remoxil 250 mg 5 mL 80 mL
suspension

= Amcedcillin - Suspension for syrup

In this example, we have the same brand name, Remoxil, but the formulation is a suspension for
syrup. The bottle contains 80 mL, and each 5 mL dose contains 250 mg of amoxicillin.

Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.

Vari able Valus Vari abda Valuw

ProductiD i Salr

Lt E:EI;IESC mg5  ComersonFacion
Suipéndaon

FackSize 80 CombinationCode

PacksipeUinit ML PachiCantent 4

Strength 250 PackContentUnit G

Stre ragethvLinit MG DO 1

LSO 5 DOO Uit G

R4S Linit ML DOO Per Package 4

Rowite 4]

ATCS Jaf Tt
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In this case, the completed table is a little different, because here we can fill in the variables
INBASQ and INBASQ_UNIT.

In Lecture 5.2 we saw that INBASQ (ingredient base quantity) is only used for syrups, and it
represents the denominator of the dose. Here, the bottle contains 80 mL, and each 5 mL contains
250 mg of amoxicillin (250 mg / 5 mL). In all other cases (including perfusion fluids and ampules)
the INBASQ is simply set to 1.

Here, the INBASQ is “5” (i.e. the denominator of the dose), and the INBASQ_UNIT is “mL".
We can use this information to calculate the PACKCONTENT and PACKCONTENT_UNIT, as follows:
«  For syrups, PACKCONTENT = (PACKSIZE multiplied by STRENGTH) divided by INBASQ.

In the present example: (80 mL x 250 mg) / 5mL =4000mg =4 g.

Amoklavin-BID
1000 mg Fam Tt

.
0 Fim bt

Amoklavin-BID 1000 mg 10 Film Tablet

* Amoxycillin clavulanic acid
* 875 mg amoxycillin 125 mg clavulanic acid

In this example, we have a product containing amoxicillin and clavulanic acid to enter into the AMC
database.

Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.
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Vari able Value Varialbsle Walue
ProductiD 3 Salt
Lates Amaldiavin-BID (e 15 il e

1000 mg 10 Film

Tabset
Pacikhine 10 Cosrn i nab onCode
PackSineUinit PCS PackContent B.75
Strength 875 FackContentUnit G
Strengthinit MG i} 1
INBASD DOD Uit G
IMBASCHLnit OO0 Per Fackage B.7s
Foute O
RTCS OACRO2

According to the ATC/DDD classification guidelines, the DDD value for amoxicillin + clavulanic acid
(a beta-lactamase inhibitor) refers to the amoxicillin content and it is 1.5 g for the oral route.

Each tablet of Amoklavin-BID contains 875 mg of amoxicillin and 125 mg of clavulanic acid. Given
that the DDD value is based only on the amoxicillin content, each package of 10 tablets contains
875 mg x 10 tablets, which equates to 8750 mg of amoxicillin.

The DDD value is 1.5 g, which is 1500 mg. Thus, each package contains 8750 mg / 1500 mg, which
is 5.8 DDD.

Now, let’s look at a parenteral antimicrobial.

(il

PenicilinG
Mabmil®
L]
ey .
Penicilline-G.POT 1000 IU 1 FLACON
—— S+ Bengylpenicillin
* Parenteral
« 1 MU
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Here, we need to find the different variables and codes for this parenteral product that contains
penicillin G.

You will see that, in this case, the strength is expressed in millions of international units (MU).
Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.

Wariable Value Variable Value

ProductiD 5 Salt

Label Penicilline-G POT  ConversionFactor Oub
100010 1 Flacon

Packsize 1 CombinationCode

PackSizelinit PCS PackContent iy,

Strength 1 PackContentUnit G

StrengthUnit AU oo 3.6

INBASO OO0 Uinit G

INBASQUni DOD Per Package 0.14

Foute P

ATCS ACED

Here is the result for that particular penicillin G product. In this example, we need to use the
conversion factor variable (discussed in Section 5.7), because the strength units here are millions
of international units (MU), so the MU value needs to be converted into grams or milligrams.

As described in Section 5.7, the conversion factor from MU to grams is 0.6 for the ATC code
JO1CEO1.

Thus:
+ 1 MU (strength) x 0.6 (conversion factor) = 0.6 g (pack content).
+  Because the value of 1 DDD is 3.6 g, the DDD per package is 0.6 / 3.6 = 0.17 DDD.

203




Training on GLASS methodology for national surveillance of antimicrobial consumption

* Vancocin 250 mg 20 capsules

In this example, the product contains 20 capsules, each of which contains 250 mg of vancomycin.

Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.

Variable Walue Wariable Value
ProductiD ] Salt
Lahal vancoon 250mg  Comarsionfacton

M capsules
PaikSime . i CombanationCode
PackSi=Unt S PackCantent 5
Strength =0 FackContentnit G
StrengthlUinit MG Do 2
IMEASC DD Uit &
MEASCLNIT DOD Per Packoge 2.5
Ecase L&)
ATCS AOTARDT

Here is the solution, which takes into account that oral vancomycin is classified under the ATC
code A07AA09.
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Bactrim 400 / 80 mg Tablet
Silfametoksazol + Trimetoprim

30 Tablet

Bactrim

* Sulfamethoxazole + trimethoprim
* Tablets = 400 mg + 80 mg per box x 30

It is important to remember the exceptions and particularities of the ATC classification system.
Revisit Module 2 if you are unsure about this.

Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.
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Variable Value Variable Wad e
ProductlD 9 Salt
Label Bactrim Tablets 400 ConversionFactor

g + 80 mg perbox

X 30
PacksSize 30 ComblnationCode JO1EED]_3
PackSireUnit PCS FackContent 30
Strength 1 PackContentUnit  LID
StrengthUinit un Do 4
INBASC DOD Unit L]
INBASCL it D0 Per Package 7.5
Roule 4]
ATCS MIEEDL

Here is the solution. It is important to remember that the fixed combination of sulfamethoxazole
and trimethoprim has the ATC code JOTEEO1.

Now, each tablet contains 400 mg / 80 mg (that is, 400 mg of sulfamethoxazole and 80 mg of
trimethoprim). The list of DDDs of combined products provides a DDD for an oral combination of
400 mg / 80 mg; that value is 4 unit doses.

If each tablet is 1 unit dose, then four tablets (with 4 unit doses) would equal 1 DDD.
The package contains 30 tablets; thus, the DDD per package is:
30 tablets / 4 UD per DDD = 7.5 DDD per package.

Bactrim forte
Sulfamathoxazolum + Trimethoprirmum

10 Tabhatian

Bactrim Forte
* Sulfamethoxazole + trimethoprim

* Film coated tablets x 800 mg + 160 mg per
box x 10
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Sometimes, the particular combination of sulfamethoxazole and trimethoprim cannot be found on
the ATC/DDD webpage.

Again, try to complete the rows for this product in the table, then move on to the next screen to
find the solution.

Variable Value Variable Value
ProductiD 10 Salt
Ladse=l Bactrim Faorte Film ConwersionFaclon

maated tahlets w BOO
mg =+ 160 mg per

beoe w0 200
PackSize 10 CombinationCode MAEED]_3
PackSireUnit PCS PackConbent 20
Strength 2 PackContentUnit  UD
StrengthUnit LD LoD 4
INBASC) DD Unit uD
INBASCY Uik D00 Per Package 5
Route O
ATCS J01EED

In the present example, the content per tablet is 800 mg of sulfamethoxazole and 160 mg of
trimethoprim. You will find that this combination is not provided in the list of DDDs for combined
products. However, we previously found a DDD value for a product with 400 mg of sulfamethoxazole
and 80 mg of trimethoprim. The 800 mg / 160 mg product is equal to two times 400 mg / 80 mg:

+  800mg/ 160 mg =2 x (400 mg / 80 mg).

Thus, the STRENGTH variable in this case is “2”".

PACK_CONTENT is PACKSIZE multiplied by STRENGTH; that is, 10 x 2, which equals 20.
Finally, the assigned DDD value is 4 unit doses.

So, 20 (PackContent) / 4 UD (DDD value) = 5 DDD per pack.
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Now that you have finished Lecture 5.3, take Quiz 5.2 to test your understanding (the solutions to

the quiz are at the end of the module).

V-
v=] Quizs5.2

Please complete the table below for each of the three specific products containing antimicrobials

listed here:

1. Ery 500 comp. film. 500 mg N10 (active ingredient: erythromycin ethylsuccinate)

2. Vancomycin Vial Dry Inf1g
3. Gentamicin 80 mg x 10 tablets

PRODUCTID
Label Salt
PackSize ConversionFactor

PackSizeUnit

CombinationCode

Strength

PackContent

StrengthUnit

PackContentUnit

INBASQ DDD
INBASQUnit DDDUnit

Route DDD per package
ATC

5.9 Exercise solutions and feedback

Answers to Quiz 5.1 (in Section 5.3)

Here are the answers to the quiz. If you chose the wrong answer, check the feedback for an

explanation, and revisit Section 5.3.

STATEMENT

TRUE OR FALSE FEEDBACK IN CASE OF WRONG ANSWER

As hospitals use very specific last-resort or
restrictive antimicrobials, hospital settings are
excluded from the AMC calculations.

False The WHO protocol defines AMC as quantities of
antimicrobials used in a specific setting (total,
community, hospital) during a specific period of
time (e.g. days, months and years).

The denominator data (population) is optional
and of secondary importance. What is really
important is antimicrobial consumption data

False The WHO methodology uses DID as a common
measurement of AMC. Thus, reference time
(days, months) and population are also

(numerator). necessary.
Contextual information includes information True Revisit the sections of the WHO protocol given
on data sources, antimicrobials included in the in Box 5.1.

surveillance and specific exclusions of health
sector facilities.
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Answers to Quiz 5.2 (in Section 5.8)

Product 1: Ery 500 comp. film. 500 mg N10 (active ingredient:
erythromycin ethylsuccinate)

PRODUCTID 1

Label Ery 500 comp. film. 500 mg N10 Salt Erythromycin ethylsuccinate
PackSize 10 ConversionFactor

PackSizeUnit PCS CombinationCode

Strength 500 PackContent 5

StrengthUnit MG PackContentUnit G

INBASQ DDD 1

INBASQUnit DDDUnit G

Route 0 DDD per package 5

ATC JOTFAO1

Product 2: Vancomycin Vial Dry Inf1 g

PRODUCTID 2

Label Vancomycin Vial Dry Inf 1g Salt

PackSize 1 ConversionFactor

PackSizeUnit PCS CombinationCode

Strength 1 PackContent 1
StrengthUnit G PackContentUnit G
INBASQ DDD 2
INBASQUNnit DDDUnit G
Route P DDD per package 0.5
ATC JOTXAO01

Product 3: Gentamicin 80 mg x 10 tablets

Check whether there has been an error. There is no product that contains oral gentamicin. If this
route of administration has been marketed in your country, please contact WHO for assignment
of a DDD.
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