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1. INTRODUCTION

The Appropriate Care Unit was set up within the NIHDI’s Directorate for Research, Development and Quality under NIHDI’s Admin-
istration Contract for 2016-20182. Article 35 of this contract refers to ‘the setting up of an Appropriate Care Unit, aiming specifically
to promote an integrated approach to the rational use of resources’. The Appropriate Care Unit has been up and running since the
second quarter of 2017.

The tasks of the Unit were set out formally in the ‘2016-2017 Healthcare monitoring Action plan’, published by NIHDI on 18 July 20162.
This plan lists around thirty measures designed to make healthcare provision more efficient, by encouraging appropriate practice and
tackling unnecessary or inappropriate care.

The plan states that one of the tasks of the Appropriate Care Unit is to analyse the ‘appropriateness of care’, in order to identify
unexplained variations in consumption patterns, identified after standardisation. Such variations can potentially point to non-optimal
use of resources.

"Medication use" documents report on the analyses carried out in this framework. Each report focuses on a particular topic.

In this document, we present the figures and graphs relating to analyses® of NSAID use, and give the explanations necessary to under-
stand these.

We have deliberately chosen not to attempt to interpret the figures, preferring to present the results to experts who are in a better
position to do so. This document has nevertheless been made available to the public in order to provide objective, open input to
discussions on this issue.

1 (Institut national d'assurance maladie-invalidité, 2016)
2 (Institut national d'assurance maladie-invalidité, 2016)
3 Readers interested in the methodology used in these quantitative analyses should consult the document entitled ‘Variations in practice — Methodology’.
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2. METHODOLOGY

A. ATC codes (Anatomical Therapeutic Chemical Classification System) selected for this analysis

The ATC codes selected for the analysis are listed below:

Code_atc Atc_FR Code_atc_5 Atc_5_FR Taux Dépenses Cheap existe CodeGroupl
MO01AB01 INDOMETACINE MO1AB DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES oui oui non 4_Autre_AINS
MO01ABO5 DICLOFENAC MO1AB DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES oui oui oui 1 DICLOFENAC
MO1AB15 KETOROLAC MO1AB DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES oui oui non 4 Autre_AINS
MO1AB16 ACECLOFENAC MO1AB DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES oui oui oui 4 Autre_AINS
MO1AB55 DICLOFENAC, ASSOCIATIONS MO1AB DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES oui oui non 1 DICLOFENAC
MO1ACO01 PIROXICAM MO1AC OXICAMS oui oui oui 4 Autre_AINS
MO1AC02 TENOXICAM MO1AC OXICAMS oui oui non 4_Autre_AINS
MO1AC06 MELOXICAM MO1AC OXICAMS oui oui oui 4_Autre_AINS
MO1AEO1 IBUPROFENE MO1AE DERIVES DE L'ACIDE PROPIONIQUE oui oui oui 2_IBUPROFENE
MO1AEO02 NAPROXENE MO1AE DERIVES DE L'ACIDE PROPIONIQUE oui oui oui 4 Autre_AINS
MO1AEO3 KETOPROFENE MO1AE DERIVES DE L'ACIDE PROPIONIQUE oui oui non 4 Autre_AINS
MO1AE52 NAPROXENE ET ESOMEPRAZOLE MO1AE DERIVES DE L'ACIDE PROPIONIQUE oui oui non 4 Autre_AINS
MO1AHO1 CELECOXIB MO1AH COXIBS oui oui oui 3_COXIBS
MO1AHO5 ETORICOXIB MO1AH COXIBS oui oui oui 3_COXIBS
MO01AX01 NABUMETONE MO1AX AUTRES ANTI-INFLAMMATOIRES / ANTIRHUMATISMAUX NON STEROIDIENS  oui oui non 4_Autre_AINS

1

This table shows the ATC codes selected for this analysis, stating whether or not they were included in the analyses of prescriptions and expenditure, and giving, for

each one, a description, dates of creation and deletion, where appropriate, their N group (in the NIHDI nomenclature) and their value.
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B. Source of data and analysis period

The data used in the analyses have been taken from the following databases:

Pharmanet
document

For the utilisation rate (medication use in DDD per 100,000 insured) and amount
of expenses of insured persons (who meet the selection criteria) whose age, sex,
preferential regime and district are known in 2011-2021. The data are collected
per accounting period.

Analysis period 2011-2021

|

[Pharmanet documents: Pharmanet documents are data from public pharmacies communicated by the invoice offices within the framework of the health\
care insurance. These data show the information of the prescriptions issued, namely the identifier of the substance issued, the number of packages, the
date of sale, an encrypted patient code and the prescriber code. These data mainly concern medicines reimbursed under the health insurance scheme
Packaging is converted into DDD (Defined Daily Dose) according to the references of the World Health Organization.

Cheap drugs are identified on the basis of their CNK code (The CNK code is a unique identification number per package, assigned to all drugs and para-
pharmaceuticals (medical devices, food supplements, cosmetics ...) delivered in pharmacies.

Pharmanet also provides the following information on patients: can be retrieved: age, gender, social category and district of residence.

Cross-referencing the prescriber code with NIHDI data allows the prescriber's specialty to be retrieved.

Finally, the comparison of Pharmanet with IQVIA data (which are the sales of wholesalers to public pharmacies) converted into DDD allows to estimate the

\ approximate share of medicines delivered outside insurance. ‘
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C. Specific selection criteria

Several filters may have been applied to the data, so that only one section of the population is considered in the analyses. If so, the
filters used are shown in the table below:

FILTERS APPLIED TO DATA

Sex all
Age all

D. Standardisation

The data are standardised before analysis per year, based on age, sex and preferential regime per district, province and region
(standardization based on population in 2021).

1

Standardisation renders populations comparable in relation to one or several criteria. If a difference is observed between these populations, we can

therefore assume that it is not due to the criteria covered by the standardisation process.
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3. RESULTS

A. National standardised rate of use (2021)

TOTAL

Consumption of medicines per year (DDD)| 124.985.394
Standardised rate of use

per 100 000 insured persons
(consumption of medicines delivered con-
verted into DDD)

1.090.131




Medication — Non-steroidal anti-inflammatory drugs (NSAID)

B. Distribution of ATC codes delivered in terms of volume (DDD)
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See the ATC codes (Anatomical Therapeutic Chemical Classification System) selected for this analysis on page 4 for further
information.

Note : The year 2020 was highlighted by a vertical dashed line, in order to draw the attention on the impact of the COVID-19
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C. Specialisation of prescribers

Specialisation of the prescriber  Total prescribers Concerned prescribers % Prescribers Median of prescribed DDD Q3 of prescribed DDD P90 of prescribed DDD Volume of prescribed DDD % DDD % DDD cheap Expenses % Expenses
General practitioners 19.139 16.163 84% 3.527,00 8.185,32 14.149,00 90.736.329,00 72,61% 81,72% 24.854.363,48  71,19%
General practitioners in training 6.206 3.842 62% 861,00 2.722,99 4.482,46 6.568.920,00 5,26% 86,17% 1.953.399,67 5,60%
Orthopedical surgery 1.441 1.267 88% 1.472,00 4.355,33 8.387,00 4.051.986,00 3,24% 85,32% 1.077.177,39 3,09%
Specialists in training 11.311 6.746 60% 150,00 538,33 1.591,66 4.020.134,00 3,22% 89,43% 1.204.248,89 3,45%
Rheumatology 322 277 86% 6.211,00 15.585,83 32.527,00 3.705.690,00 2,97% 77,40% 864.002,67 2,47%
Dentists 8.607 7.473 87% 240,00 520,00 1.005,00 3.388.925,00 2,71% 92,24% 1.240.581,44 3,55%
Stomatologists 569 460 81% 1.844,00 5.599,00 8.909,83 1.559.252,00 1,25% 94,28% 590.992,31 1,69%
Physical medicine 674 578 86% 1.036,00 2.810,00 5.354,99 1.405.814,00 1,12% 76,82% 378.045,42 1,08%
Other specialities 40.104 24.745 62% 193,00 528,08 1.024,85 9.536.954,00 7,63% 83,86% 2.747.978,47 7,87%
Total 88.373 61.551 70% 255,00 1.585,00 6.337,99 124.970.000,00 100,00% 82,75% 34.910.790,00  100,00%
KThis table shows, in order, the following non-standardised data per specialities (figures for the year 2021): \

- The number of prescribers who prescribed at least one medicine delivered;

- The number of prescribers who prescribe the ATC codes selected for this analysis;

- The percentage of prescribers prescribing these codes out of the number of providers who prescribed at least one medicine delivered,;

- The median number, third quartile (= 75th percentile) and 90th percentile of services per prescriber (prescribing codes);

- The percentage of medicines prescribed, i.e. the number of medicines prescribed for this specialisation as a percentage of total medicines prescribed;
- The percentage of low-cost drugs, i.e. the number of medicines identified as "cheap" per CNK code as a percentage of total medicines delivered;

- Expenditure refers to the total costs borne by insurance (excluding patient share and non-insurance sales);

- The percentage of expenditure is the share of this expenditure delivered by each prescriber group aggregated by specialty.
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D. Standardised rate of use by sex and age group (consumption of medicines delivered converted into DDD per
100,000 insured)

TOTAL

Consumption of medicines per year (DDD)| 124.985.394
Median age (years) 56
Mean age (years) 54
Max/Min Ratio of the median age 1.19
(by district) ’
Percentage of women 57,0 %

4 )

Max/Min Ratio:

The max/min ratio measures the dispersion of values. It is calculated as the ratio of the maximum value found for the
variable, in all districts, to the minimum value. If this minimum value is equal to zero, the max/min ratio cannot be calcu-
lated, and is reported as ‘NA’ (‘not applicable’).

| —EEE—————

10
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Woman

TOTAL Woman

Man
TOTAL Man

1204266.29
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ﬂhis histogram shows standarh

ised rates of use by province and
by sex. The grey bars show the
rates for men, while the green
bars show the rates for women,
for each province. The grey and
green broken lines show the to-
tal standardised rates of use,
again grey for men, green for
women.

Standardised rate of use per 100 000 insured persons, by sex and by province for the year 2021

N/
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E. Standardised rate of use by reimbursement scheme

TOTAL

Annual consumption (DDD)|124.985.394
Percentage provided under the preferential reimbursement scheme| 23,31%
Standardised rate of use with preferential reimbursement scheme

1.405858
(per 100 000)
Standardised rate of use without preferential reimbursement scheme
1.023861
(per 100 000)
Ratio Preferential scheme /General scheme 1,37

14
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= Normal regime [ | Preferential regime
TOTAL Normal regime - TOTAL Preferential regime
2,000,000
1,750,000 —
1,500,000 1 1405858.13 f \
This graph shows the stand-

ardised rates of use with (in
red) and without (in grey) the
preferential reimbursement
scheme, by region and in total.
The red and grey dotted lines
show the overall standardised
rates of use, with and without
the preferential reimburse-
ment scheme, respectively.

N/
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Standardised rate of use by reimbursement scheme and by region
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F. Trends in standardised rates of use
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Annual consumption (DDD)| 124.985.394
Trend (2011-2021) -2,74%
Trend (2011-2019) -1,94%
Trend (2019-2021) -5,86%
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Trends in the standardised rate of use per 100 000 insured persons, by region

These trends correspond to
the average annual growth
rate.

ﬂhis graph shows a coloureh

curve for each region and a
black curve for the entire Bel-
gian population. The x-axis
shows the years, and the y-axis
shows the standardised rate of
use per 100 000 insured per-
sons.

Note : The year 2020 was high-
lighted by a vertical dashed
line, in order to draw the at-
tention on the impact of the
COVID-19 crisis.

N/
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ﬂhis graph shows a coloreh

line for each province and a
black line for the entire Bel-
gian population. The x-axis
shows the years, and the y-axis
shows the standardised rate of
use per 100 000 insured per-
sons.

Note : The year 2020 was high-
lighted by a vertical dashed
line, in order to draw the at-
tention on the impact of the

\ COVID-19 crisis. ‘
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Trends in the rates of use, by province and region

Rate Annual
of use increase
2021
(per 105 2011- 2011- 2019- | Structural
issure g | 202 2019 2021 break
West Flanders 1.353.490 -1,44% -0,66% -4,53% NA
East Flanders 1.274.165 -1,92% -1,30% -4,35% NA
Antwerp 1.060.107 -2,50% -1,67% -5,75% NA
Limburg 1.399.223 -1,94% -1,34% -4,30% NA
§ Flemish Brabant 1.056.764 -2,88% -2,23% -5,45% NA
§ Brussels 905.538 -2,91% -2,07% -6,20% NA
é Walloon Brabant 798.249 -4,74% -3,64% -9,05% NA
Hainaut 979.307 -3,59% -2,82% -6,61% NA
Liege 902.442 -4,17% -3,00% -8,73% NA
Namur 938.929 -4,40% -3,17% -9,19% NA
Luxembourg 879.190 -4,19% -3,15% -8,22% NA
] Flanders 1.208.842 -2,12% -1,41% -4,91% NA
2 Brussels 905.538 | -2,91% -2,07% -6,20% NA
o Wallonia 922551 | -404% | -3,03% | -7,97% NA

m table reports the standardised rh

of use (or consumption) for the last year
analysed (2021), as well as the average
rates of increase, by province, by region
and in total, for the entire period (2011-
2021), for the last three years (2019-
2021) and for the period preceding the
last three years (2011-2019).

In order to find out whether the trend in
the last three years differs from that in the
years before, a linear mixed model was fit-
ted in two steps. In the first step a change
in trend on the national level is tested. If
this test is significant, in a second step, the
model tests whether the difference in
trend is significant for each province, re-
gion and at the national level. The data of
2020 are excluded from the models.

The significance of the test for a change in
trend is reported in the Structural break
column : * P-value <0.05/ ** P-value <
0.01 / *** p-value < 0.001 and NS for a
non-significant result.

‘NA” is shown where the ATC codes se-
lected for the analysis have been used for
the first time after the last three-year pe-
riod considered or when the statistical

tests cannot be carried out.
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2011

T T T T T T T T T T T
a0z d0E 0 2014 2015 2016 217 201% 2019 2020 2021

Trend break assessment model by province — Regression lines

Littburg
Wifest-Vaanderen

Cost-Wlaanderen

Antwerpen
Hatnaut

Liége

Brussels
Luembourg
Brabant "Wallon

/Regression lines per province\

showing a possibly different
slope for the last three years
(2019-2021) compared to
the vyears before (2011-
2019).

Data of 2020 was excluded
from this analysis, but is indi-
cated on the graph for infor-
mation.

N
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G. Geographical variations in standardised rates of use

TOTAL

Annual consumption (DDD)| 124.985.394

Coefficient of Variation (2021) 19,18

Max/Min Ratio* of the standardised rates of use 133
(by region) !

Max/Min Ratio* of the standardised rates of use 1,96

(by district)
Coefficient of Variation (2019-2021) 18,22
Coefficient of Variation (2011-2013) 9,37
Statistically significant difference? (p < 0.05) No

* An ‘NA’ result indicates a ratio which cannot be calculated, i.e. the minimum value = zero (cf. D. Standardised rate of use by sex and age group)
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ndot plot is a distribution chart,\

which is useful for highlighting
groups in the data, gaps in the
distribution and outliers. Here,
each dot represents the rate of

use of a district, for its entire
population or broken down by
Sex.

The rates are rounded to the
nearest unit, ten, hundred, etc.,
depending on the value of the
maximum rate, in order to bet-
ter group the values.

The graph also shows a box with
the 25", 50™ and 75" percen-
tiles of the non-rounded stand-
ardised rates of use for all pa-
tients. The bottom line of the
box represents the 25™ percen-
tile, while the upper line repre-
sents the 75" percentile. The
line inside the box represents

I
Woman + Man

Woman

Man

‘Dot plot’ showing standardised rates of use by district, by sex

\ the 50" percentile. ‘
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G this map of Belgium, thin Iine}

show the boundaries of the dis-
tricts, while thick lines show the
provincial borders. The districts
are coloured using a colour scale
based on the level of rate of use in
the district compared to the Bel-
gian national rate (overall rate).
This ratio is expressed as a per-
centage: e.g. 0% if the district rate
is equal to the overall rate, 20% if
the rate is 20% above the overall
rate, and -20% if the rate is 20%
below the overall rate. The per-

B 0% D centages are calculated using the
M 0% - s0% standardised rates of the last year
% 10% - 30% analysed, and are displayed in
= :;g:: _ _ig:: bands of 20%. The following col-
M -s0% - -30% our coding applies:

B <o

Colour Category
More than 50%
Between 30% and 50%

Between 10% and 30%
Between - 10% and 10%
Between -30% and -10%
Between -50% and - 30%

Less than -50%
Not used

N.B.: The interpretation of this
map is to be done in parallel with
the graph in funnel plot (p.23)

Map showing distribution of standardised rates of use, by district
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Standardised number of DDD

per 100,000 insured persons

Medication — Non-steroidal anti-inflammatory drugs (NSAID)

2,500,000

2,000,000 -

1,500,000 C e T

1,000,000

500,000 —

\ \ \ \ \ \
0 200,000 400,000 600,000 800,000 1,000,000

Number of insured persons

‘Funnel plot’ showing the standardised rates of use by district,
by the number of insured persons

- 95% BI
- 99,7% BI

TOTAL
West-Vlaanderen
Oost-Vlaanderen
Antwerpen
Limburg
Vlaams-Brabant
Brussels
Brabant Wallon
Hainaut

Liege

Namur
Luxembourg

<

ﬁthis graph, the standardish

rate of use in a district is posi-
tioned versus the size of its pop-
ulation. Besides the dots repre-
senting the districts, 95% and
99.7% confidence intervals are
also shown on the graph. These
are dependent of the size of the
districts. The thicker horizontal
line shows the national standard-
ised rate of use. The outlier dis-
tricts are identified as those dis-
tricts that fall outside the 99.7%
confidence intervals, the zone
between the 95% and 99.7% con-
fidence intervals being consid-
ered as “warning zone”.

N.B.: The interpretation of this
graph is to be done in parallel
with the map of the distribution
of rates of use (p.22)
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H. Standardised expenditure on medicines borne by the insurance

TOTAL
Annual consumption (DDD)| 124.985.394
Annual expenditure (€)| 34.914.509€
Average cost per DDD (€) 0,28€

Average annual expenditure per insured (€) 3,05€
Max/Min Ratio* of expenditure per insured 130
(by region) ’

Max/Min Ratio* of expenditure per insured

1,93
(by district)

* An ‘NA’ result indicates a ratio which cannot be calculated, i.e. the minimum value = zero (cf. D. Standardised rate of use by sex and age group)
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Standardised expenditure
(per insured)

West Flanders 3,75
East Flanders 3,44
Antwerp 2,96
" Limburg 3,88
el Flemish Brabant 2,91
E Brussels 2,56
g Walloon Brabant 2,26
Hainaut 2,82
Liege 2,56
Namur 2,74
Luxembourg 2,51
@ Flanders 3,33
'g,, Brussels 2,56
- Wallonia 2,65

TOTAL 3,05€

Regional and provincial distribution of standardised expenditure (2021)
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I. Evolution of standardised expenditure per insured

Annual expenditure| 34.914.509€
Average annual expenditure per insured € 3,05 These trends correspond to
Trend (2011_2021) -4.89% the average annual growth
! te.
Trend (2011-2019)|  -4,02% o
Trend (2019-2021) -8,29%
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— — — Flanders
TOTAL
Wallonia

— — — Bmssels

ﬂhis graph shows a coloureh

curve for each region and a
black curve for the entire Bel-
€ gian population. The x-axis
shows the years, and the y-axis
shows the standardised ex-
penditure based on 2021 pop-
ulation data

Standardized expenses per msured person

0 T T T T T ] 1 T T T Note : The year 2020 was high-
2011 01z 2013 2014 2015 2016 2017 018 019 2020 2021 lighted by a vertical dashed
line, in order to draw the at-
tention on the impact of the

COVID-19 crisis.
Evolution of standardised expenditure per insured, by region \ /

Yeat
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G this map of Belgium, thin IiD

show the boundaries of the dis-
tricts, while thick lines show the
provincial borders. The districts
are coloured using a colour scale
based on the level of expenditure
in the district compared to Bel-
gian national (overall) expendi-
ture. This ratio is expressed as a
e percentage: e.g. 0% if expendi-

Brpenses ture in the district is equal to the
B 5% overall expenditure, 20% if it is
o 20% higher, and -20% if it is 20%
O -m: : ig: lower. The percentages are calcu-
[ -30% - -10% lated using the standardised ex-
B -s0% - -30% penditure of the last year ana-
B <sox lysed and are displayed in bands

of 20%. The following colour cod-

ing applies:

Colour Category

More than 50%
Between 30% and 50%
Between 10% and 30%

Between - 10% and 10%
Between -30% and -10%
Between -50% and - 30%

Less than -50%

No expenditure
Map showing distribution of standardised expenditure, by district \. /
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Code ATC 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 Average annual growth rate

MO1ABO1 0,63 0,63 0,64 0,64 0,64 0,64 0,65 0,65 0,66 0,66 0,66 0,53%
MO1ABO5 0,30 0,30 0,30 0,29 0,28 0,28 0,28 0,27 0,26 0,25 0,25 -1,89%
MO1AB15 3,99 4,04 4,10 4,13 4,15 4,15 4,18 4,21 4,21 4,23 4,23 0,60%
MO1AB16 0,47 0,46 0,46 0,44 0,43 0,43 0,44 0,44 0,43 0,42 0,43 -0,90%
MO1AB55 0,47 0,46 0,46 0,46 0,46 0,46 0,44 0,43 0,43 0,43 0,42 -1,12%
MO1ACO1 0,35 0,34 0,33 0,33 0,32 0,31 0,31 0,26 0,22 0,21 0,23 -4,27%
MO1ACO2 0,24 0,23 0,23 0,23 0,23 0,23 0,23 0,23 0,23 0,23 0,23 -0,22%
MO1ACO6 0,35 0,32 0,31 0,30 0,29 0,29 0,29 0,29 0,29 0,28 0,27 -2,57%
MO1AEO1 0,36 0,36 0,36 0,36 0,36 0,36 0,36 0,36 0,34 0,33 0,32 -1,20%
MO1AEO2 0,24 0,24 0,24 0,23 0,23 0,22 0,22 0,22 0,22 0,22 0,21 -1,08%
MO1AEO3 0,43 0,42 0,42 0,42 0,42 0,44 0,44 0,44 0,45 0,47 0,45 0,41%
MO1AE52 0,38 0,39 0,39 0,39 0,39 0,39 0,37 0,37 0,37 0,37 0,37 -0,39%
MO1AHO1 0,78 0,78 0,79 0,79 0,55 0,39 0,31 0,29 0,27 0,26 0,25 -10,70%
MO1AHO5 0,94 0,74 0,64 0,62 0,62 0,61 0,54 0,28 0,27 0,27 0,26 -11,95%
MO1AX01 0,34 0,34 0,34 0,34 0,34 0,34 0,34 0,34 0,34 0,31 0,31 -0,86%

Evolution of expenditure per DDD and per ATC code
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J. Expenditure on medication charged to the patient (patient share)

. TOTAL
Annual consumption (DDD)| 124.985.394
Annual expenditure (€)| 34.914.509€
Total share of patients|5.803.244 €
Average annual share per patient (€)* 2,23 €
% charged to the patient ® 14,25%

* An ‘NA’ result indicates a ratio which cannot be calculated, i.e. the minimum value = zero (cf. D. Standardised rate of use by sex and age group)

4 The average financial contribution paid per year per patient consuming the medicine is calculated by dividing the total contribution by the number of patients con-
suming the medicine.
5 This is the patient's share of the annual expenditure plus the patient's share of the cost of medicines supplied under the insurance scheme.

30



Medication — Non-steroidal anti-inflammatory drugs (NSAID)

4. Key DATA SUMMARY

RATE OF USE
Main prescribers: General medicine 78%
Annual consumption (DDD) | 124.985.394
Standardised rate of use (per 100 000 insured persons) 1.090.131
Average annual consumption per patient (DDD)® 48
% Insured concerned 22,7%
Approximate %DDD issued other than NIHDI’ 27,2%
% Patients with more than 3 times the average consumption?® 5,2%
POPULATION
Median age 56 years
Max/min ratio ° of the median age (by district) 1,19
Percentage of women 57,0%
Ratio Preferential rate/General rate 1,37
TRENDS (DDD)
Trend (2011-2021) -2,74%
Trend ° (2011-2019) -1,94%
Trend'® (2019-2021) -5,86%
GEOGRAPHICAL VARIATIONS
Coefficient of variation ° (2011-2013) 9,37
Coefficient of variation ° (2019-2021) 18,22
Max/min ratio of consumption (DDD)° (per 100 000 insured persons, by district) 1,96

DIRECT EXPENDITURE

Average annual expenditure

34.914.509€

Average annual expenditure per insured 3,05 €
Average patient share 14,25 %
Max/Min Ratio of expenditure per insured ° (by district) 1,93
% Low-cost medication 82,74%
Trend (2011-2021) -4,89%
Trend (2019-2021) -8,29%
VARIATIONS IN TERMS OF MOLECULES DELIVERED
Variations between molecules delivered!! (by province) I Yes TR

6 This is the total number of DDD dispensed divided by the number of patients who received the drug. More detailed results

are shown in a document enclosed to this report.

7 This is the difference between the declarations of sales by wholesalers to pharmacies (IQVIA database) and what is paid by the
NIHDI converted into DDD and related to the total declarations of sales to public pharmacies by wholesalers. This is a contex-

tual indicator with an approximate value.
8 More detailed results are shown in a document enclosed to this report.
% An ‘NA’ result indicates a ratio, which cannot be calculated, i.e. the minimum value equals zero.

10.5j If the result(s) show(s) a significant difference, the level of statistical significance is symbolized by one to three asterisks

(increasingly significant). Otherwise, NS is displayed (not significant). ‘NA’ indicates the test is not applicable.
11 This is the difference between the declarations of the public pharmacies (DB 1QVIA) and what is invoiced within the context

of the NIHDI, converted into DDD and related to the total declarations of sales in public pharmacies.
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5. APPENDICES

A. Analysis of variance (ANOVA), except Brussels

Statistical significance of the differences observed in 2021

By region? Yes ok

By sex? Yes owk

By reimbursement scheme? Yes *oxk

By sex and per region? Yes roxk

By reimbursement scheme and per region? Yes owk

By sex and per reimbursement scheme? Yes *xE

By sex and reimbursement scheme and per region? No NS

(order to be able to assess the significance of the observed differences, a linear mixed ANOVA model was fitted to the data of all districts of the Walloonh
Flemish regions, after standardising for age. The model has region, sex and reimbursement scheme as fixed effects and also contains all two-way and three-way
interactions between these effects.

In order to interpret the model correctly, first the three-way interaction should be evaluated, followed by the two-way interactions and finally by the main effects. If
the three-way interaction is significant, the interpretation of the model should be done at this level only and the two-way interactions and main effects should not
be interpreted. If the three-way interaction is not significant, the two-way interactions are evaluated. Every main effects that appears in a significant interaction
should be interpreted at the level of the interaction and not at the level of that main effect. Main effects can only be interpreted directly if they don’t appear in a
significant interaction.

The asterisks represent the level of statistical significance of the tests: * P-value < 0,05 / ** P-value < 0,01 / *** P-value < 0,001 or NS for a non-significant result.
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B. Distribution of patients according to the annual dose delivered

Per r
Frequency SEe Aﬁents (insured persons to whom&

< to % average annual consumption 33% pharmacist has dispensed the medica-
>0,5 and <1 times the average annual consumption 41% tion) are divided according to the total
- - dose dispensed annually compared to
>1 and <2 times the average consumption 16% the total average annual dose.
>2 and < 3 times the average consumption 4% ,
Interpretation may vary between acute
>3 times the average annual consumption 5% and chronic treatments.

There are several reasons why treat-
ment may be too short:

- Doses suitable for children

- Trial treatment

- General condition of the pa-

€ tient (renal failure, etc.)

- Compliance

- Areduced number of episodes
compared to the average

0,
40.9% 5.2% (acutg treatment)
- Duration of treatment may
4.4% vary depending on the drug

(e.g. urinary tract infection
versus respiratory infection).

0,
16.5% Reasons are reversed for higher than
[ 11.<=24DDD (up to 0,5 x mean) average durations (e.g. number of epi-
2. >24 - 48 DDD (between 0,5 and 1 x mean) sodes of illness). But also when the pre-
[ 3. > 48 - 96 DDD (between 1 and 2 x mean) scription is renewed without taking into

ccount the stock that the patient has

I 4. > 96 - 144 DDD (between 2 and 3 x mean) a
I 5. > 144 DDD (more than 3 x mean) \ at his disposal. /

Distribution of patients by annual delivered dose
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me dotted line shows the average DDB

consumption per patient. The indicator
;\3 - is calculated by dividing the total DDD
= 11.4% consumption by the number of insured
g to whom the d lected have b
5 10% 0 whom the drugs selected have been
= administered in the year.
[
g The histograms by province show the
E difference in DDD consumption per pa-
S 0% —| tient compared to the national average.
=
= (2.0%) (1.5%) 0 M
© (2.9%) (3.7%)
y
o

8.1%
Sl (10%) - (8.1%) L0300 (92%)
= B (11.2%) (10.3%)
Q o
a o
(@) o o o o 47,98 (National)
o © 0 ©

DDD_hy Pat 51T36 50,‘59 47i04 53146 47,‘26 46,‘56 42159 46120 44,‘08 43,‘04 43158

G G T G B % %, % % b &
e Sy %, % &) o8 2, 72, Qo 2, ®
: 7. % “% /)‘h@ % % Z o ”60
% Y, % % 4. 4,
%, %, 69,/) %, (4
X < 7d 7
B relative diff. ©  DDD_by_Pat|

Consumption per patient (DDD) by province and variation vs average national value
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C. Standardised rate of use of low-cost medication

TOTAL

(by district)

Annual consumption (DDD)| 124.985.394
Percentage of low-cost medication 82,74%
Max/min ratio of low-cost drug percentages 111

100%

0% o

20% -

0% -

A0%

50%

40% o

Percentage of cheap DDD

0% o

0% -

0% 4

0% —

Percentage of low-cost medication delivered, in total and by province

(This graph shows the percent-\

\ tal ratio. /

age of low-cost DDD vs the to-
tal number of DDD delivered.
Besides one bar per region, an
additional bar is displayed for
the Belgian population. The
dotted line also depicts this to-
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D. Percentage of low-cost medication by category

35.0%

G R
Distribution of DDD by low-cost drug class

Percentage of low-cost medication

G 65%
R 35%

The percentage of low-cost medication is calculated per CNK code (The CNK code is a unique identification number per package, assigned to all drugs and parapharma-

ceuticals (medical devices, food supplements, cosmetics ...) delivered in pharmacies.
The "low-cost" status is given based on the situation in August 2022.

The letter G refers to (low-cost) generic medicines, while Gr stands for (low-cost) reference generic medicines, R = reference drugs (with the exclusion of the cheaper
ones), BIOSIM stands for biosimilar medicines and BIO for biological medicines,
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100%
80%

)

&)

A

S 6%
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=
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[T

o

(6]

g

= 40%

[¢D)

o

(5]

[a
20%

0% —

/W BIO W BIOSIM W G B Gr W R|

Type of low-cost drug (DDD) by province (2019)

G and Gr: low-cost generic (r= reference),
R: reference medicine not classified as low-cost,

BIO(SIM) stands for biological and biosimilar drugs.
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E. Variations in medicines delivered per ATC code

=>» Variations in prescription :

1(::)Iilllllli.lll.l Code_atc Atc_FR

80 I I I I I I I I I I I I B Mo1AX01 MO1ABO1 INDOMETACINE
Lo Eggi::; MO1ABO5 DICLOFENAC
. S vousers MO1AB15 KETOROLAC
g 0 MO1AE0L MO1AB16 ACECLOFENAC
s ¥ D MoiAcos MO1ABS55 DICLOFENAC, ASSOCIATIONS
g 7 = Moiases MO1ACO1 PIROXICAM
& = Motnnis MO1AC02 TENOXICAM
2 voiamor MO1AC06 MELOXICAM

MO1AEO1 IBUPROFENE
MO1AEO2 NAPROXENE

0 g = =
20 +
10
0= —

> | I |
I |
I |
o | I |
I |
I |
- I

R S /7/ LI’ 0, </ b O» ’s’ </ ¢ %
AN @,\;&,\;%% o, 5, Y, e %%%oo»% MO1AEO3 KETOPROFENE
R ey i %% % %%@%%%o % MO1AE52 NAPROXENE ET ESOMEPRAZOLE
2 S zd
7 MO1AHO1 CELECOXIB
Volume breakdown of nomenclature codes MO1AHO5 ETORICOXIB

MO01AX01 NABUMETONE

Significance By region By province

Use of ATC codes*? ok ok

12 The calculation of significance is carried out here by comparing the geographical differences in the use of the different nomenclature codes to code the practice.

The asterisks represent the level of statistical significance of Chi-square test: * P-value < 0,05 / ** P-value < 0,01 / *** P-value < 0,001. NS and NA respectively indicate 38

that the variations are not significant or not applicable.
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F. Variations in medicines per drug group

=>» Variations in prescription :

100
90
80

=

S 704

<l

)

~ 60

(5]

=}

3

S 50

]

<]

(=) 40

[<5]

[=2]

i}

S 30

2

(0]

o 20 4
10
04

Significance

‘7 </ X A
% (9 ’& e ‘9/ % %
5 %, % %% Yo é"”}z y e “
2 < 7
2 % %
% 6, 0,
@,&/) % b D

Distribution of ATC codes in DDD

O 4_Autre_AINS
E 3_COXIBS

Il 2_IBUPROFENE
E 1_DICLOFENAC

Use of ATC codes®?

By region By province

%k %k %k

The asterisks represent the level of statistical significance of Chi-square test: * P-value < 0,05 / ** P-value < 0,01 / *** P-value < 0,001. NS and NA respectively indicate
that the variations are not significant or not applicable.

13 The calculation of significance is carried out here by comparing the geographical differences in the use of the different nomenclature codes to code the practice.
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G. Consumption sold outside the insurance

2020

Annual consumption NIHDI (DDD)| 120.597.886
Annual consumption outside insurance (DDD)| 45.117.550

% Annual consumption outside insurance 27,2 %
ATC r Volume total Volume remboursé % hors assurance
|E| (IQVIA +rajout) E| (pharmanet) E|

MO1AB |DERIVES DE L'ACIDE ACETIQUE ET SUBSTANCES APPARENTEES 41.555.800 40.882.926 1,6%
MO1AC |OXICAMS 18.643.235 16.186.317 13,2%
MO1AE [DERIVES DE L'ACIDE PROPIONIQUE 83.155.825 51.770.563 37,7%
MO1AH |COXIBS 13.578.966 5.572.973 59,0%
MO1AX [AUTRES ANTI-INFLAMMATOIRES / ANTIRHUMATISMAUX NON STEROIDIENS 8.781.611 6.185.108 29,6%

NO6A |AINS 165.715.437 120.597.886 27,2%

Share sold outside NIHDI per ATC group
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