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SUMMARY

Automated Detection of Adverse Drug Events
by Data Mining of Electronic Health Records

Introduction

Adverse Drug Events (ADE) are injuries due to maticcn management rather than
the underlying condition of the patient. They erglamnthe patients and most of them
could be avoided. The detection of ADEs usuallyeseebn spontaneous reporting or
medical chart reviews. The objective of the preseotk is to automatically detect
cases of ADEs by means of Data Mining, which arset of statistical methods
particularly suitable for the discovery of ruledange datasets.

Material

A common data model is first defined to descriteediailable data extracted from the
EHRs (electronic health records). More than 90,@0tnplete hospital stays are
extracted from 5 French and Danish hospitals. Thos®plete records include
diagnoses, lab results, drug administrations, adtnative and demographic data as
well as free-text reports. When the drugs are nailable from any CPOE
(Computerized Prescription Order Entry), they atigaeted from the free-text reports
by means of semantic mining. In addition, an exheeiset of SPCs (Summaries of
Product Characteristics) is provided by the Vidah@any.

Methods

We attempt to trace all the outcomes that are de=tin the SPCs in the dataset. By
means of data mining, especially Decision TreesA&sgbciation Rules, the patterns
of conditions that participate in the occurrenceARIEs are identified. Many ADE
detection rules are generated; they are filterethatidated by an expert committee.
Finally, the rules are described by means of XMesfiin a central rules repository,
and are executed again for statistics computatonADE detection.

Results

236 ADE-detection rules have been discovered. Thokes enable to detect 27
different kinds of outcomes. Several statistics ameomatically computed for each
rule in every medical department, such as the dentie or the relative risk. Those
rules involve innovative conditions: for instanceme of them describe the
consequences of drug discontinuations.

In addition, two web tools are designed and arelabla through the web for the
physicians of the departments: ti8xorecardsenable to display statistical and
epidemiological information about ADEs in a giveepdrtment and th&xpert
Explorer enables the physicians to review the potential Ab&ses of their
department.

Finally, a preliminary evaluation of the clinicainpact of the potential ADEs is
performed as well as a preliminary evaluation efdlccuracy of the ADE detection.
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RESUME

Détection automatisée d’Effets Indésirables liesxaMédicaments par
fouille statistique de données issues du dossidrgua €lectronique

Introduction

Les effets indésirables liés aux médicaments (E#dhit des dommages liés au
traitement médicamenteux plutét qu’aux conditiomsssjacentes du patient. lls
mettent les patients en danger, et la plupart tBeatix sont évitables. La détection
des EIM repose habituellement sur les reports spést d’EIM et sur la revue de
dossiers. L'objectif du présent travail est d’ideet automatiqguement les cas d’EIM
en utilisant des méthodes @ata Mining (fouille statistique de données). Data
Mining est un ensemble de méthodes statistiques pagtiement adaptées a la
découverte de régles dans de grandes bases deedonné

Matériel

Un modeéle de données commun est tout d’abord défams le but de décrire les
données qui peuvent étre extraites des dossiagenpatectroniques. Plus de 90 000
séjours hospitaliers complets sont extraits de pithdx francais et danois. Ces
enregistrements incluent les diagnostics, les ta&sutle biologie, les médicaments
administrés, des informations démographiques etirastmatives, et enfin du texte
libre (courriers, comptes-rendus). Lorsque les w@dents ne peuvent étre extraits
d'un CPOE (systeme de prescription connectée)sdls extraits des courriers par
Semantic Mining(fouille de texte). De plus, la société Vidal foitlrun ensemble
exhaustif de RCP (Résumés des Caractéristiquesodiuib.

Méthode

On tente de tracer dans les données tous les éeateimdésirables décrits dans les
RCP. Puis en utilisant les méthodes Digta Mining en particulier les arbres de

décision et les régles d’association, on identiie circonstances qui favorisent

I'apparition d’EIM. Plusieurs regles de détectioesdEIM sont ainsi obtenues, elles
sont ensuite filtrées et validées par un comit&pukets. Enfin, les regles sont décrites
sous forme de fichiers XML et stockées dans une.bBkes sont exécutées afin de
calculer certaines statistiques et de détectardssi’EIM.

Résultats

236 regles de détection des EIM sont ainsi décoeseElles permettent de détecter
27 types d’événements indésirables différents. i@®lus statistiques sont calculées
automatiqguement pour chaque régle dans chaquesegoomme la confiance ou le

risque relatif. Ces regles impliquent des condgiomovantes : par exemple certaines
regles décrivent les conséquences de I'arrét d'édicament.

De plus, deux outils Web sont développés et mia didposition des praticiens via
Internet : lesScorecardspermettent de présenter des informations statissiget
épidémiologiques sur les EIM propres a chaque eertandis que Expert Explorer
permet aux médecins d’examiner en détail les aalsgimes d’EIM de leur service.

Enfin, une évaluation préliminaire de I'impact afjne des EIM est menée, ainsi que
I’évaluation de la précision de détection des EIM.

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 4 of 262



ACKNOWLEDGEMENTS

I would like to thank the members of the board mérainers, and especially the
reviewers. | am very grateful to them for it.

I would like to thank all the contributors to thirk, especially:

- The people who provided me with the data or hetpedextracting the data:
0 Mrs. Julie Nies & Mr. Bertrand Guillot from the Maslys Company

o Dr Michel Degroisse, Mrs. Nicole Radi & Mrs. Lauii@rret from the
Denain General Hospital

0 Mrs. Sanne Jensen, Mr. Kenneth Skovhus Andersenr&Rveben
Poul Grothe Jensen from the Capital Region HovedstaHospitals
(Denmark)

o Pr Stefan Darmoni, Dr Philippe Massari & Mr. Ivarergourlay from
the Rouen University Hospital

o Mr. Mostafa Maazi from the Lille University Hospiita
0 Mr. Jean-Charles Sarfati from the Oracle Company

- The people who performed the anonymization andsémeantic mining of the
free-text records and provided me with informatatout the indexing tools:

o Pr Stefan Darmoni, Dr Philippe Massari & Mr. Ivarergourlay from
the Rouen University Hospital

0 Mrs. Suzanne Pereira from the Vidal Company

- The people who provided me with already existimgctired rules, detailed
description of those rules and helped me filteand computing them:

0 Mr. Ludovic Durand-Texte from the Vidal Company
o Dr Grégoire Ficheur from the Lille University Hosgi

- The people who brought important reflections abitngt data-mining-based
rule induction process:

0 Mr. Cristian Preda from the Lille 1 University

o Pr Régis Beuscart, Dr Grégoire Ficheur & Dr Béatiterlin from the
Lille University Hospital

o Dr Peter Mc Nair from the Kennedy Center (Denmark)
o Mrs. Jytte Brender Mc Nair from the Aalborg UnivieggDenmark)

- The clinicians, pharmacologists, pharmacists, aqs who helped filtering
the rules, and writing the labels:

0 Mrs. Elisabeth Serrot & Mrs. Sophie Tessier from Yhdal Company

o Pr Jacques Caron, Dr Sophie Gauthier, Dr BéatrieliM & Mr.
Pierre Fontana from the Lille University Hospital

- The computer scientists who implemented the Exgfegplorer and the
Scorecards and the psychologists and ergonomistshelped me improving
those tools:

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 5 of 262



o0 Mr. Adrian Baceanu & Mr. lonut Atasiei from the IBEA Company
(Romania)
0 Mrs. Marie-Catherine Beuscart-Zéphir, Mr. Romariarsllly & Mr.
Nicolas Leroy from EVALAB
- The people who brought important reflections alibatoutput of the present
work:
0 Mr. Vassilis Koutkias & Mr. Vassilis Kilintzis fromthe Aristotle
University (Greece)
0 Mrs. Elske Ammenwerth & Mr. Werner Hackl from theMUr
University (Austria)
- The people who are currently involved in the revithe clinical cases:
o Pr Régis Beuscart, Dr Matthieu Genty, Dr Jean-BépBeuscart & Dr
Julie Quentin
- The people who brought me significant help in theting of this document:

o Pr Régis Beuscart, Dr Grégoire Ficheur, Mrs. StaghBernonville &
Mrs. Marie-Catherine Beuscart-Zéphir

I would like to offer my most sincere thanks toRR&gis Beuscart for having involved
me in such an interesting work, for having trusée&d encouraged me all along the
project.

Finally, | would like to thank my wife Paule, mydiher Edouard, my sister Caroline
and my parents for their unfailing support.

The research leading to these results has recdiveding from the European
Community's Seventh Framework Program (FP7/200B8R0@der Grant Agreement
n° 216130 - the PSIP project.

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 6 of 262



TABLE OF CONTENTS

1. INTRODUCGTION. ...ttt ettt e e e e et e e e et e e eennnnaeeees 15
1.1.DEFINITION OFADVERSEDRUG EVENTS.......ciiiiiieiiiiieeeeie e ee e e e 15
1.2.STATE OF THEART IN ADVERSEDRUG EVENTS DETECTION......uueeviiieeeerieeeennn. 16
1.3.STATE OF THEART IN DATA MINING ...covviiiiiiiie e eeme e e 18

IR 700 R [ 01 {0 ¥ o 1o o TP 18
1.3.2. Requirements of data MiniNg ........ccccceeeeiieiieeeeeieeieeeeeee e 19
1.3.3. Review of the Methods..............icoemmmmmeeieiiiei e eeeeeans 25
1.3.4. Conclusion of the State of the Art in DataiNg.............cccceceveeeiiieenennn. 42
LA THE PSIPPROJECT . ..ciit i ettt e ettt e et e e e e e e e et e e e et e e e e e e e eaan e eeenans 43
O I e (0 [T o U .0 g = Y2 43
O e (0] (=T o 0] o] [T o 1AV = 43
1.4.3. Structure Of the ProjJECT .......coiiii i e 44
1.5.0BJECTIVES OF THE PRESENT WORK ... cccuuuieritueererneeeeniaeerenneessrnnaeeessnnnaeees 46
L.6.ARIANE’S THREAD ... ccttueeiete ettt e eeetteeeetaeesetaseeeaansaesetneeessneeeanneeesnnaeeennns 47

2. MATERIAL. ... et e e e e e et e e e e et e e e e st e e s rnnaaeeesaneeees 49
2 B O AV 1 A 49
2.2.DEFINITION OF A COMMON DATA MODEL ..cuuuiituiiiieeiteeeieeetieeeteeenneesaneaennnaaes 50

2.2.1. Consideration about normalization.........cc...cooeeiiiiii i, 50
2.2.2. Available data...........ccooeuuiiiii e 51
2.2.3. TEIMINOIOGIES ...cevvviiiiiiiiiie e eeeeee it e e e e e e e e e e e e et e nnnes 51
2.2.4. Description of the data model........ooiiiiiii e 52
2.2.5. Iterative quality CONTrOl ...........ooi e 57
2.3. DATA EXTRACTION ...ituiiiieeite et e et ee e e e et e et e e et ee e e e e an e esn e esneeesnaeeanaeenneennns 58
2.4 .EXTRACTION OF THE DRUG CODES FROM THE FREEEXT REPORTS..........uuuuu.... 59
P O ] o =T ox 1)Y= 59
2.4.2. ThEe F-MTI OO ... e e ee e 60
2.4.3. Main use of Semantic Mining in the presamkw................coceeviivveeiinnns 61
2.5.ADE DETECTIONRULES EXTRACTED FROM THESPGS.......ccoviiiiiiiiecieeeeeee 62
2.5.1. General CONENL..........oiiiiii e eeee e e esrneeeeeees 62
2.5.2. Format Of the TUIES........ue e 62
2.5.3. Usability Of the rulesS..........coooi e 66

G T Y1 I = [ 5 P 67
B. L. INTRODUCTION. et ttteeit ettt ee et e et e e et e e et e e st e eemaa e e et e e st e eaneesnaesnaesnseenneaennnees 67
3.2.IDENTIFICATION OF THE OUTCOMES IN RELATION TGADES........ccccoiiiiiiiinn. 68

.20 PrINCIPIE. .. 68
3.2.2. Description of Outcomes from the SPCs.........coiiiiiiiiiiiiiiii e, 68

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 7 of 262



3.2.3. Tracing of SPC Outcomes in thiS WOrK..............uuuuuiiiiiiiiiniieieeeeeeeeeee, 70

3.3.EVALUATION OF THE CLINICAL IMPACT OF ADES......coiiiiiiiiiieciii e 72
3.4.DATA MINING : A FIVE-STEP PROCEDURE. ......ccttuuuaaaieitiiaaaaeenninaaeeeesennnnnnns 74
3.4.1. Step 1: Transformation of the data into ¢ydata aggregation)............ 76
3.4.2. Step 2: qualification of the events as “poid condition” or “potential
(0T {003 0 PP 82
3.4.3. Step 3: statistical associations betweeremta! conditions and outcomes
83
3.4.4. Step 4: filtering of the asSOCIAtIONS .ceeeeeiviviiiiiiiieee e 84
3.4.5. Step 5: validation of the rules ... 84
3.5.CENTRAL RULE REPOSITORY.....tttttuuuaaateetuunaaaaeestnnaaaseesssmnsaaaseseesssnnsaaeeeenes 86
3.5.1. Knowledge integrated in the Central ruleasiory .............cccceeeeeieneeennn. 86
3.5.2. Rule description and storage in the centuég repository ...................... 89
3.0, CONCLUSION. ...ttt e e eeeette e e e e ettt e e e e et e e baea s e e e e e e esa e e aeeeabn e eeeeenrnanaaeeas 93.

A, RESULTS L mmmmm ettt eee e e e e e e e e e e e eaes 95
4.1.OVERVIEW OF THE CHAPTER .. ..cttttuuiaaaiitttiaaaeaeettaaaaeseeesimnaaaaseeeessnnnaaaaaenes 95
4.2.OVERVIEW OF DATA-MINING RESULTS ...uuuiiiiiitiunaaeeeenttiaeeeeeennnnaaeeaeeeennsennnns 95
4.3.DECISION RULES INTEGRATED IN THE CENTRAL RULE REPOSITORY................ 102

4.3.1. Validated FUIES ..........oooiiiiiiiiiicemmme e 102
4.3.2. Detailed example of five rules....... e 102
4.3.3. Classification / Overview of the ruleS...........cccoo i 108
4.4 EVALUATION OF THE ADE DETECTION PRELIMINARY RESULTS......cccvuueeeennnnn. 111
4.4.1. Cases of Hyperkalemia (K+>5.3 mmol/l) ........ccccoovviiiiiiiiiiiiiiiiiiiiinns 111
4.4.2. Cases of VKA overdose (INR>4.9) ... 113
4.4.3. All kinds of potential ADE ..........ooeeemiiiiiiiii e 116
4.5.PRESENTATION OF THE RESULTSTHE EXPERT EXPLORER AND THESCORECARDS
...................................................................................................................... 117
4.5.1. Description of the EXpert EXPlOrer....cooooeeeieeeeeeiiieeeeieen e 118
4.5.2. Description of the SCorecards. ..o eveiiiiiiiieeeeeeeeeeeeeeeeeiinanns 118
4.5.3. Use case example of the web tools for ABEogiery in databases....... 118

5. DISCUSSION ...ttt ettt e e e e e e e e e aeaaaeaaeaaens 131
5.1.CONTRIBUTION OF THE PRESENT WORK TA\DE DETECTION.......ciiiiiereeeeeeenen. 131
5.2.DISCUSSION OF THE METHOD . ....uuuiiteeeeeeeeeeeteeeeessetnnni s seeeesn s eaeeeeeees 139
5.3 PERSPECTIVES. .. i i i iiiiteteee ettt e e e e e e e e e e ettt e e e e e e e e 142

5.3.1. Reusability of the t00IS..........ccoeeeeeeee e, 142

5.3.2. Meta-rules for the implementation into a @DS.............eceeeeevvveveeeennns 142

5.3.3. Reusability of the rules described using XN&is..................oovvvinennnnnnn. 144
6. CONCLUSION ..ottt e e e e e e e e e eee e e 147
7. REFERENCES. ... ..ot e e e e et e e e nnnnnrnanee 149

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 8 of 262



8. ARTICLES ... . 157
8.1.PUBMED REFERENCES . ....uiitttuiitituetttteeetnaesetnneessinnaneesssnnseessnnseessnaaesnnnns 157
8.2.SCIENCEDIRECT REFERENCES .....uiitttuiiiitiietitiaeeetiseeetisesennaaseeesnnaesesnnens 157

9. APPENDIX 1: TIME REQUIRED TO PERFORM THE DATA MI NING

I 0 ] P 159
9.1.OBJECTIVE OF THIS CHAPTER. .. .ctuutitteeiitieeteeeteeete e et e eanseemnaeeenneeeneeanneeens 159
9.2.DESCRIPTION OF THE TASKS AND NEEDED TIME .....ccuuiiiteiiieerieeetneeenneeenneeennns 160

9.2.1. Getting data from a hospital, firSt tiMeEu . ......ueiiiiinieeeeiiiiis 160
9.2.2. Getting data from a hospital, next times..............cooovviiiiiiiiciiiiineeeenn. 160
9.2.3. Aggregating the data............ooo i i eeeeeeeriieiie e 160
9.2.4. DISCOVEriNG NEW TUIES.......coiiiiiiiieeeeeee et eeeeeees 160
9.2.5. Testing the rules of the central repositonyan aggregated dataset .....161
9.2.6. Publishing the datasets and the rules o@nes on the web tools....... 161
9.3.“HOW MUCH TIME...": USE CASE POINT OF VIEW.....ucettueeiieeineeeiieeeineeenneeennnns 161
9.3.1. Already known partner: computing StatiStiCS.............ccoeevveieeiriiinnnnnns 161
9.3.2. New partner: computing StatiStiCS .....cccceevrvrrmmiiiiiie e 162
9.3.3. Discovering SOMe NEW FUIES .........ccceeeeeeiiiiiiie e 621

10. APPENDIX 2: ODP DESCRIPTION OF THE EXPERT EXPLORER....... 163

10.1.USER REQUIREMENT ANDENTERPRISEV IEWPOINT ...uuivutiiiiteeiieeiiieereenennss 163
JO.1.1. USE CASE L ..o e e e e et e e e ees 163
L1O.1.2. USB CASE 2 ..ttt e et e et e e enneees 165
L10.1.3. USB CASE 3 ..ottt e e e et e e et eeennn e 165

10.2.INFORMATION VIEWPOINT «.cuuiiteiiieeiieeeiee et ee et e eeaee et e esmneessneeaneesanaaeanns 167

10.3.COMPUTATIONAL VIEWPOINT ... cctutitieeiteeeteeetaeeeneeesneeesnaessnaaennnessneesnaeenns 167

10.4.ENGINEERING VIEWPOINT ...t uiitiieiteeiteeetteeeateeetneeeaneeetneesenaessneesnaessneasnnaees 168

10.5. TECHNOLOGY VIEWPOINT ....uiituieitieeiteetteeeanaeetneeetnaeetneerenaessneesnaeesneasnnaaes 169

10.6.DETAILED DESCRIPTION OF THE INTERFACE AND USE FLOW.......cccueeevnneennnnns 169
10.6.1. INtrOAUCHION. .....uuiiiiii e e e e e e eees 169
10.6.2. Implementation and availability ... .., 170
10.6.3. FIrSt PAge.....cce ittt ettt e e e e e e 170
10.6.4. DAta SEtS. ... counieiiiie e e n s 171
10.6.5. REPOITS ...eeeeeiiei e ettt e e e et e e eeeenmeeaanns 173
L10O.6.6. RUIES....cuieei e e e e eaans 175
10.6.7. Visualization Of @ StAY .......ccooueiieiieeiiiiiiiiiieer e 178
10.6.8. USEIr ACCOUNLS......couiiiiiieiin et s et e et e e et e e et e eaaeeeaneeesneernnaenean 181
10.6.9. Experts’ queries validation task...........cccoeeeiiiiiiiiiiiiiiiiicciee e, 82
10.6.10. AdMINISTIALION. ......uuiiiiii et e e e e e e et e e et e e e e e e e aa e e eennnnns 185

11. APPENDIX 3: ODP DESCRIPTION OF THE SCORECARDS................. 186
11.1.USER REQUIREMENTS AND ENTERPRISE POINT OF VIEW......cieviiriiiieeeeennnen, 186

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records

Emmanuel Chazard, PhD Thesis

Page 9 of 262



000 O IO O £ N o 1 < T 186

11.2.INFORMATION VIEW POINT ..cuuiitneiiteeiteeiieeeiteeetneeetneeesneesnnaessnessneesnnaaennns 187
11.3.COMPUTATIONAL VIEWPOINT .. cctuiitueeiteeiteeetaeeeneessneeenneeesnaeennnessnaesnaeenns 188
11.4.ENGINEERING VIEWPOINT ..tutitiititieeteeeteeeeetae et eeeteeeae et eeeaaeeeseneaneeenaennaens 188
11.5. TECHNOLOGY VIEWPOINT...utcutiuiiieiteeet et eetaeetaeeteeaeeteeeaeeeeeneeaneesaaenaens 189
11.6.DETAILED DESCRIPTION OF THE INTERFACE AND USE FLOW.......cccueeevnneennnnns 189
11.6.1. INtrOAUCHION. ....cueiiiii e e e e eeeeees 189
11.6.2. Interface design and development ..o 189
11.6.3. First page of the Scorecards........ccceeiiiiiiiiiiiiiiiici e, 190
11.6.4. “Synthesis and Edition of detailed statstiPage ............ccccvvvvennnn. 190
11.6.5. “Detailed StatiStiCS” Page ............umeeerrrrmmnniiiaiaeeeeeeeaeeeeeeeneennnnnes 192
11.6.6. “ReVIEW CASES” Page.....ccoiii i 195
11.6.7. “Review cases” QUESLIONNAIE .........cceuueviiiieieeiiiiiiiiiiaaaae e e e e e e eaeeeeens 196

12. APPENDIX 4: DESCRIPTION OF THE OUTPUT OF THIS W ORK (USE

OF THE XML FILES) .ouuniiiiiii ettt veenaans 201
12. 1. MAPPING XML FILES....uuiiitiiiiiiiiieiieiiee e e e e e e e e s s ssmnnne e e e e e e e e e e e e 201
12.0.0. OVEIVIEW ...ttt ettt e e e ettt et e e e e e e e e e e e e e s s bbbt eeeeeeeeenaans 201
12.1.2. Diagnosis mapping: mapping_diag.Xml..cccccc...ooovvrririiiiiiiiiieeeeen. 201
12.1.3. Drugs mapping: mapping_drug.Xml.....o...ccoeeeeeeeeeeeeeeeeeennnnn. 202
12.1.4. Lab results mapping: mapping_lab.Xml ...cccc.ooiiiiiiiinn, 203
12.2.RULES XML FILES ..iiiiiiiiiiiiiii ittt e e e e e sttt e e e e e e e e e as 205
12.2.1. Lexicon: [eXique. XMl ..........uuuiiioeiieeeiieeeeeeicer e e e e e eeeaeees 205
12.2.2. Rules repository: rules_yyyy-mm-dd.Xml..........cccooeeeeieiniiiiiiiiiiiinnnns 206
12.2.3. Pre-rules repository: rules_root_yyyy-mmxaal....................cceeeeenn. 207
12.2.4. Rules contextualization: rules_result_ygyy-dd.xml ........................ 208
12.2.5. Rules explanations: rules_explanations_yggydd.xml .................... 212
12.3.HOW TO IMPLEMENT THE RULES FOR A PROSPECTIVE USERANSACTIONAL USE
OF THE C D S S ) 2. ittt e ettt e e e e e e e e e e e e e e e e eesaeeeens 212
12.3.1. General CONSIAEIAIONS .............. s eeeeeeeeeeeeeeeeeeeeeeeeerennnnnnas 212
12.3.2. “Cause” conditions of the rule ..., 21
12.3.3. OUtCOME Of the TUIE.....ceiiiiiieii e 213
12.3.4. How to manage several rules that predietsame outcome? ............. 213
12.4.HOW TO IMPLEMENT THE RULES FOR A RETROSPECTIVE USRETROSPECTIVE
USE OF THECDSS,DASHBOARDS CONFIDENCE COMPUTATION? ..cvvvvviiiiiiiiiaeeeeeenn 214
12.4.1. General CONSIAEIALIONS.............e oo st reeeeeeeeaeeee e 214
12.4.2. The “eVeNt” CONCEPL ......cccvviieeeeicemmmm e e e e e e e e e ee e e e e 214
12.4.3. From data to VENTS .....ccoeeiiiiiiicereeee ittt 215
12.4.4. Using events to compute the confidenceawka.............ccccceeeeeee. 217
13. APPENDIX 5: VALIDATION OF THE USE OF SEMANTIC M INING FOR
ADE DETECTION ...ttt ettt a e e e e e e eeeeeeanes 219
13 1. INTRODUCTION. ... tittetttueeeeeettu e eeeeeessa e e eeeeeemmmnsa e eeeeesannaaaeeennsnnaaeeeennnnns 219

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 10 of 262



13.1.1. OBJECHIVE e e e 219

13.1.2. Rationale in Semantic Mining evaluatioN...........cccceeeeeeiiiiiiiiiiiiinns 219
13.2.MATERIAL AND METHODS. ... .iiiiiitiiaeeieitiia e e e e eeetie e e e e eeenmmsana e e s eeennaaens 220
13.2.1. Evaluation, Step 1: extraction of ATC cofftesn free-text documents:
agreement between F-MTIl and eXperts ........ccceeeeuviiiiiii e 220
13.2.2. Evaluation, Step 2- extraction of ATC & M@Dcodes from free text:
agreements between F-MTl and EHR...........cccomiiiiiiiieeeeeiiiie 221
13.2.3. Evaluation, Step 3- validation of the use¢he semantic mining results
for data-mining-based ADE detection ..........ccceeceeeiieeieeeeeeeeieeeen 222
L3 3 RESULTS ittt e e e e e e ettt et et e e e e e e e e e e e e e e e e an e naane 223
13.3.1. Evaluation Step 1- extraction of ATC coftem free-text documents:
agreement between F-MTIl and eXperts ........cooeeuiiiiiiiiie e 223
13.3.2. Evaluation Step 2- extraction of ATC cofilem free text: agreements
between F-MTI and EHR ... 223
13.3.3. Evaluation Step 3- validation of the usehef Semantic Mining results
for data-mining-based ADE detection ..........cccceeceeiieeiiieei i 223
13,4 DISCUSSION. ... eeeettueeeeeeettta e e e et ettt e e e e e e eemms s e e e e eesta e e e e eeeann e e eeeeennnnneeas 2
13.4.1. Ability of F-MTI to extract codes from fr@xt reports ....................... 224
13.4.2. Ability of F-MTI to provide ATC codes irssteof a CPOE .................. 225
13.4.3. Ability of F-MTI to be used for ADE detenti..............ccceevevvveeviiinnnns 225
1 3.5, CONCLUSION. .ttt e ettt e e ettt e e e et s e e e e e e emeeta e e e e e e esba e e e e eeennn e eeeeennnnns 226
14. APPENDIX 6: VALIDATED RULES .......ootiiiiiiiiiiiiiiiee e, 227
14. 1. ANEMIA (HBSLOG/DL) tevtvrunuuiaaaaaeeeeeeeee ettt s s s e e e e e e e e e e e e e eeeeeesenennnne 227
14.2. HEPATIC CHOLESTASIS(ALKALIN PHOSPHATASE>240 Ul/L OR BILIRUBINS>22
110 7 227
14.3. HEPATIC CYTOLYSIS (ALANINE TRANSAMINASE>110 Ul/L OR ASPARTATE
TRANSAMINASESLL0UI/L) .ot 228
14.4. HIGH A CPKRATE (CPK>1O5UI/L) .iiiiie e 228
14.5.HEMORRHAGE HAZARD(INR>4.9) .....ccooiiiiiiiii e, 229
14.6.LITHIUM OVERDOSE (TO HIGH A LITHIUM LEVEL ) .iiiiee e et 235
14.7 . HEPARIN OVERDOSHACTIVATED PARTIAL THROMBOPLASTIN TIME>1.23)....235
14.8.HYPEREOSINOPHILIA(EOSINOPHILIASLOYL) ..., 236
14.9.HYPERKALEMIA (K™>5.3) ....ciiiiiiiiiiiiecte et eemeee et 236
14.10.HYPOCALCEMIA (CALCEMIAS2.2MMOL/L) wevvuuriiiaiaeeeeeeeeeeeeeeeeeiieiins 243
14.11.HYPOKALEMIA (KT<3.0)..uiiiuiiiiieieciiecte ettt eemeee ettt 243
14.12 HYPONATREMIA (NATSL30) .uviiieiieceie ettt et 244
14.13.RENAL FAILURE (CREAT.>135uMOL/L OR UREA>8.0MMOL/L) ..cvvvvvnnnnannnn. 244
14.14 VKA UNDERDOSE(INRSL.B)...cccvvuiiiiiiiiiiiii et 245
14.15.NEUTROPENIA(PNN<LI500KIM3).....cciiiiiiiiiiiiiiniiiiea e e e e e e eeeeeee e e 247
14.16.INCREASE OF PANCREATIC ENZYMESAMYLASE>90 Ul/L OR LIPASE>90 UI/L)
...................................................................................................................... 248
L1A4.17 PANCYTOPENIA ...t i eeii i ittt ettt e e e e e e e e eesb bbbt e et et e e e e e e eaaaaeeeaaeenaaas 248

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 11 of 262



14.18. THROMBOCYTOSIS(COUNT>600,000).......cceiiiiiiiiiiiiiiiriiii s e ceeeeeees 249

14.19. THROMBOPENIA(COUNTS75,000) ...iieeiieieiiiiiieeeeiiiiiii e s e 249
14.20.DIARRHEA (PRESCRIPTION OF AN ANTHDIARRHEAL) ..oeeeeeeeeeieeeeeeiiiiiiiinns 252
14.21.DIARRHEA (PRESCRIPTION OF AN ANTIPROPULSIVE......ceeeeeiiiieeeeiiiiiiiiiinnnns 252

14.22 BACTERIAL INFECTION (DETECTED BY THE PRESCRIPTION OF ANTIBIOTILC.. 253
14.23. PARACETAMOL OVERDOSE (DETECTED BY THE PRESCRIPTION OF ACETYL

(0225 1 =1 ) 253
14.24 FUNGAL INFECTION (DETECTED BY THE PRESCRIPTION OF LOCAL ANTIFUNGAL
...................................................................................................................... 253
14.25. FUNGAL INFECTION (DETECTED BY THE PRESCRIPTION OF A SYSTEMIC
ANTIFUNGAL) ¢ttttttttee e s s e e e e e e e e e eeeeaeeeaasssaansaaa s s e e e e eeeaeeeeeeseesessnssnnnaaaeeeeaeaeannas 254
14.26. HEMORRHAGE (DETECTED BY THE PRESCRIPTION OF HEMOSTAT)C............ 255
14.27 VKA OVERDOSE(DETECTED BY THE PRESCRIPTION OF VITAMINK) ............ 256
15. TABLE OF FIGURES..... .o s 257
16. TABLE OF TABLES. ... ..o e 261

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 12 of 262



ABBREVIATIONS AND ACRONYMS

ANR Agence Nationale de la Recherche (French natiesearch agency)

AFSSAPS Agence Francgaise de Sécurité SanitairePdeduits de Santé (French
drug administration)

ATC Anatomical Therapeutic Chemical classification

Bow Bag of words algorithm

CART Classification And Regression Tree

CDSS Clinical Decision Support System

CIS Clinical Information System

CISMeF Catalogue et Index des Sites Médicaux Frammoes; Catalog and Index
of French Medical Resources on the Internet

C-NPU Nomenclature, Properties and Units

CPOE Computerized Physician Order Entry

CRAN Comprehensive R Archive Network

CxCDSS Contextualized CDSS

DOW Description Of Work (Annex 1 of PSIP Grant Agneent)

DRGs Diagnoses Related Groups

EHR Electronic Health Record

EMEA European Medicines Agency

F-MTI French Multi-Terminology Indexer

FDA Food and Drug Administration

HF Human Factors

HAS Haute Autorité en Santé (French health agency)
HIS Hospital Information System

HMTS Health Multi-Terminologies Server (English agym); see also SMTS
(French acronym) for the HMTS

HMTP Health Multi-Terminologies Portal

HTML HyEerText Markup Language

ICD10 10" revision of the International Classification ofsBase and Related
Health Problems

ICT Information and Communication Technologies

ICU Intensive Care Unit

INN International Non proprietary Names

INR International Normalized Ratio from prothrombimes
IUPAC International Union of Pure and Applied Chstry
KNN K Nearest Neighbors

LOCF Last Observation Carried Forward

LMWH  Low Molecular Weight Heparin

MDC Major Disease Category

MeSH Medical Subject Heading

NCCMERP National Coordinating Council for Medicatidrror Reporting and

Prevention
NLP Natural Language Processing
ODP Open Distributed Processing
PDF Portable Document Format
PSIP Patient Safety through Intelligent Procednnaédication

R-ODM R Interface to Oracle Data Mining

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 13 of 262



RPART  Recursive Partioning

SA Société Anonyme

SMTS Health Multi-Terminologies Server (French aynm)

SO Sub-Objective

SPC Summaries of Product Characteristics

TUV French acronym, which stands for Vidal Unifiedesaurus

VKA Vitamin K Antagonist
WHO World Health Organization

WP Work Package

XML eXtensible Markup Language

XSL eXtensible Stylesheet Language

XSLT eXtensible Stylesheet Language Transformation

XSL-FO eXtensible Stylesheet Language-FormattingeGb

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records

Emmanuel Chazard, PhD Thesis

Page 14 of 262



1. INTRODUCTION

Adverse drug events (ADES) are a public healthesEiach year, they are responsible
for 98,000 deaths in the USA [Kohn 2000]. Thera iseed to improve the knowledge
about ADEs. The objective of this work is to autticelly detect cases of ADEs by

mining electronic records of past hospitalizaticars] to identify the causes that led to
those ADEs.

The first part of this chapter aims at providinglefinition of ADESs, which is not a
trivial task (see sectioh.1 on page 15). The second part of this chaptseries the
different approaches that are commonly used for AleEection: reporting systems,
medical chart reviews, data mining and natural lagg processing (see sectib2
on page 16).2. Then, as the objective of this work is to dat&a mining, a state of the
art in data mining is performed (see sectio8 on page 18): the requirements are
enounced and 3 unsupervised and 7 supervised daiagnbechniques are reviewed
and assessed. Finally, the PSIP Project is desc(ds® sectiod.4 on page 43). The
PSIP Project aims at detecting and preventing AD&®] the present work is
performed as part of this project. Finally, the eatives of this work are more
precisely detailed (sectidh5 on page 46).

1.1. Definition of Adverse Drug Events

The definition of Adverse Drug Events is not triviaut a common definition has been
agreed on by researchers. Defining Adverse Drugntsv¢ADES) first requires
defining Adverse Drug Reactions (ADRS).

The World Health Organization (WHO) and the Eurgpé#ion share the same
definition of an ADR [EC 2001]*A response to a medicinal product which is
noxious and unintended and which occurs at dosemalty used in man for the
prophylaxis, diagnosis or therapy of disease or fioe restoration, correction or
modification of physiological function'The Institute Of Medicine [IOM 2007, Kohn
1999, Handler 2006] define an ADE ‘@ injury resulting from medical intervention
related to a drug”[Kohn 1999, Bates 1995]. This definition has beenplified to
“an injury resulting from the use of a drugGurwitz 2000]. According to Nebeker et
al. [Nebeker 2004], in that definition ADEs includarm caused by the drug (ADRs
and overdoses) and harm from the use of the dnajyding dose reductions and
discontinuations of drug therapy.

The Institute Of Medicine [IOM 2007] also gives #mer definition of ADEs that is
interesting because it integrates the part thatdibeases of the patient play in the
outcomes: an ADE isan injury due to medication management rather thidue
underlying condition of the patient’A more complete definition can be retrieved
from the “Glossary of terms related to patient amedication safety” elaborated by
the Committee of Experts on Management of Safety @uoality in Health Care /
Expert group on Safe Medication Practices, commmesi by the Council of Europe
[SPSQS 2009J‘An Adverse Drug Event is any injury occurring dugithe patient’s
drug therapy and resulting either from appropriatare, or from unsuitable or
suboptimal care. Adverse drug events include: tdeeese drug reactions during
normal use of the medicine, and any harm seconttarg medication error, both
errors of omission or commission.”
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In accordance with those definitions, researchéss agree on dividing ADEs into
two categories: preventable ADEs and non preveatABIEs. Preventable ADEs are
assimilated to “medication errors” while non pretadile ADEs are considered ADRsS
that could not be avoided [Murff 2003]. It is wontioting that medication errors do
not necessarily harm the patients. Only a limitediipn of medication errors turns
into actual ADEs; all of them are preventable. Gasely, all preventable ADEs are
considered medication errors.

Finally, the existence of an ADE implicitly requsréhe presence of clinical harm for
the patient. The committee of Experts cited abdSBJQS 2009] adds théan
adverse drug event can result in different outcomesably: in the worsening of an
existing pathology, in the lack of any expectedlthestatus improvement, in the
outbreak of a new or to be prevented pathologyhénchange of an organic function,
or in a noxious response due to the medicine takérhe American Food and Drug
Administration define an adverse event as “seriomsén the patient encounters one
of the following outcomes [FDA 2010]:

- Death

- Life-Threatening outcomes

- Hospitalization (initial or prolonged)

- Disability - significant, persistent, or permanehange, impairment, damage
or disruption in the patient's body function/stuuret physical activities or
quality of life.

- Congenital Anomaly
- Requires Intervention to Prevent Permanent ImpaitraeDamage

From a pharmacological point of view, ADRs are widfined. Six types have been
identified [Rawlins 1977, Aronson 2002]:

- Type A: Augmented pharmacologic effects - dose ddget and predictable:
intolerance and side effects

- Type B: Bizarre effects (or idiosyncratic) - doedependent and
unpredictable

- Type C: Chronic effects

- Type D: Delayed effects

- Type E: End-of-treatment effects
- Type F: Failure of therapy

In this work, we shall stick to those definitionsADES. Especially, we shall not look
for abnormalities in the drug prescription that Voot have any consequence on the
patient. We shall first look for any traceable aume (e.g. hyperkalemia), and try to
limit those outcomes to those that could be explhirby at least one drug
administration or one drug discontinuation. Thipraach first requires that some
outcomes are being identified in the data.

1.2. State of the Art in Adverse Drug Events detect  ion

In former scientific works, different methods habeen used to identify and
characterize ADEs and medication errors. Sevesalsdications of these systems are
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available [Bates 2003, Morimoto 2004, Amalberti @D0’o date, the most prominent
systems are reporting systems and medical chaewev

Reporting systems

Reporting systems of medication errors or incidanésthe most ancient methods, and
they were imported in healthcare from other domasush as Transportation
(aviation) or Industry. Reporting systems are ugudbcumented by healthcare
professionals spontaneously or after prompting,donte systems are designed to be
documented by the patients themselves. Although A&Brting is made mandatory
by the law in certain cases, authors usually atjrateall reporting systems suffer from
important under-reporting biases [Morimoto 2004,ri¥1@003]. Indeed if an ADE is
frequent, predictable and not too severe, its datta is deemed not to bring any
new knowledge and might uselessly involve the |draner’s responsibility. On the
other hand, those reports contain very exhausti@mation, including narrative
sections of the context and causative factors. Teeyain extremely useful for the
analysis and characterization of contributing fextf ADES.

Medical chart reviews

Retrospective medical chart reviews or Electroneakh Record (EHR) reviews
constitute the main source of reliable epidemiaabknowledge on ADE. At first
these reviews were performed by trained expertsgdéspite its promising results, this
method rapidly showed important limitations. Excegien experts are intensively
trained [Classen 2005, Kilbridge 2006, Morimoto 2))@he inter-experts agreement
regarding the identification of ADEs is usually neoate to low (40 < k < 60) and
even more so when experts are asked to validateatlsative factors of the ADE (k <
.05) [Amalberti 2006]. Moreover the method is erisdy time and resource
consuming. As a consequence, researchers havetdrigadke the opportunity of the
increasing availability of EHRs to automate pathig reviewing process. Indeed it is
possible to screen integrated data sources (Hbdpftamation Systems, Electronic
Medical Records, lab results, administrative date.,). Except for systems targeting a
circumscribed domain such as anesthesia [Bensod],2@0date no system has been
able to reach complete automation.

Data Mining in the current approaches

Due to the exponential increase of the availableputerized patient data, one would
think that, as in banking industry, insurance comigs or mass retail sector, data
mining is more and more used to automatically strieege amount of medical
records. Paradoxically, in the field of ADE deteati data mining is mainly used to
analyze voluntary ADE reports [Almenoff 2005, Alneéh2007, Bate 2006, Bennet
2007, Coulter 2001, Hauben 2005]. Those studieslatemining techniques in order
to identify which drugs from those listed in thepoets were more likely to be
responsible for the outcome. It brings interestikgowledge for ADE report
interpretation, but the statistical links that discovered are valuable only knowing
that an ADE has been declared and can hardly len@ed to ADE detection or ADE
prevention.

Natural Language Processing in the current approazh
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Another way to detect ADEs is to mine free-textamp by means of Natural
Language Processing (NLP) [Cantor 2007, Gysbers3,28&lton 2005, Aramaki
2010]. Interesting results can be obtained; assyitiat the physicians or the nurses
have detected the ADEs and reported them in fretesteservations or letters. In that
use, NLP stands between ADE declaration screemdghart reviews as it enable to
screen big amounts of patients records but requfras a sort of informal ADE
declaration is present in the texts, for instamcéhe discharge letter.

Use of detection rules in CDSSs

Clinical Decision Support Systems use rule-basgdrahms for ADE prevention
during the medication process. Whatever their ori¢gthart reviews, reporting
systems, summaries of product characteristics), ¢be@ rules are always described as
a set of Boolean conditions that could lead to attamme. In CDSSs, the rules that
have been implemented are considered to be alvedigble and are applied in the
same way to the medical departments all over thedwés a consequence in this
classical approach the alerts are too numerousoamubor accuracy because they
don’t consider the variability in patients’ chamtstics, drug use, and monitoring
procedures. The physicians often complain of oleriag and their trust in the
system decreases to such an extent that some wf tleactivate the CDSS or
systematically skip the alerts.

In this work, we shall not rely on any voluntarypoeting of ADEs. This excludes
reporting systems, data mining of voluntary ADE aep, and NLP of discharge
summaries. We shall apply data mining techniqueatinely collected data in order
to discover cases of ADEs. The ADE cases will hid#he data, without any flag and
without any preliminary expert-operated review. Blover, we shall try to bring
innovative solutions based on statistics, in ordereduce over-alerting when the
detection rules are implemented into a CDSS.

1.3. State of the Art in Data Mining

1.3.1. Introduction

A state of the art is realized before mining théaddhe qualities and drawbacks of
different data mining methods are evaluated wipeet to the nature of the data and
the results that are expected from those methods.

In this section, the requirements of the data ngrane considered through several
aspects: the available data, the two procedureplaveto apply, the expected results
and the qualities of the rules we try to obtaimfrdata mining. Those aspects help us
to list the qualities we expect from the data mininethods.

Then, several data mining methods are reviewedcantfonted with those expected
gualities: non supervised methods and supervisdtiads. The description of those
methods follows a uniform presentation.
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1.3.2. Requirements of data mining

1.3.2.1. Available data

In this work, the aim of the data mining processoisdentify adverse drug events
(ADE) and causal conditions. We expect to havexfagn about 50 different kinds of
outcomes using about 500 potential conditions.tAd outcomes will be described
using binary variables (outcome present or abs&hg.potential conditions will be in
the form of binary variables or quantitative valesb(e.g. age of the patient).
Depending on the medical department, the numbeows$ of the dataset could vary
from 500 to 5,000. In addition, the different datgswe use (one dataset per medical
department) do not necessarily contain exactlystimae fields. As the available data
are not always the same from one hospital to anodsethe laboratory parameters
that are measured are not always the same, asxtrect®n process undergoes
permanent improvements, the columns of the datasets vary a little from one
dataset to another

1.3.2.2. Two procedures for rule induction

Two procedures are going to be used for the ADEaliein-rule induction: procedure
A & procedure B.

The aim in Procedure A is to identify ADE casesgasups of hospital stays that
involve different patterns of outcomes, and therryoto explain their belonging to
those groups using several conditions.

As shown on Figure 1 the approach in ProcedurelPbei
- (step 1) to identify atypical groups using the oate variables (“effect x”)
- (step 2) to explain those groups using the condiariables (“cause x”).

Cause 1 o< Step 2 step 1 o Effect 1
Cause 2 © / o Effect 2
Cause 3 o a Effect 3
Cause 4 © ’@ o Effect 4
Cause 5 o o Effect 5
Cause 6 o o Effect 6

Figure 1. Decision rules induction in Procedure A

In Procedure B, results will be obtained using mpser approach: outcome by
outcome, we try to establish the link between tlreent outcome and all the available
conditions (Figure 2).
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Causel o o Effect 1
Cause 2 o o Effect 2
Cause 3 o Effect 3
Cause 4 o o Effect 4
Cause 5 ©o o Effect 5
Cause 6 © o Effect 6

Figure 2. Approach for decision rules in Procedurdd

The definition of the requirements is done withpexg to the three different steps, as
shown in Table 1.

Table 1. Definition of the requirements in respectith the procedure.

Procedure A
Procedure B

Astep 1l A step 2

To explain an outcome binary

To get some groups from| To explain the groups using variable using condition

outcome binary variables condition variables

variables
7)) %) 7))
%) n beb) n
s / 51 8 S| » 3]
5 E Q| 3 3 @ O | > )
@M @ = © = @M =
@) w i o w | o Ll

1.3.2.3. Expected qualities of the rules

1.3.2.3.1. Explanation of an outcome by a set of
conditions

The objective of this work is to describe setsaifditions that could lead to an ADE.
The term “effect” can be used:

- Either to describe the “1” value of a binary out@wariable (in procedure B)

- Or to describe a target value of a qualitativeatala (a group, in procedure A)
Contrary to procedure B, in procedure A this exatamm is split into two steps.

1.3.2.3.2. Simple formalization of cause-to-effect
relationship

In procedures A & B, each effect is expected teekplained by a set of conditions.
But the result presentation is preferred to loék k& limited set of conditions leading
to the realization of the effect:

C&...&C2E
with confidence=P(E| C, n ... n C)

This kind of result is strongly desirable for 3 magasons:
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- The rules have to be validated. The validation nfla is only possible when a
limited list of identified conditions lead to aneidtified effect. Even simple
rules require a lot of time to get validated, thblibgraphic validation of
fuzzy conditions is not possible.

- Once validated, the rules have to be implementeal anCDSS. The CDSS
module is not a statistical application, and meghdldat use too complex
metrics are not usable. Even if the system hadathity to implement the
metrics, this would suppose the availability of thik needed parameters, i.e.
that all the datasets show exactly the same vasabind that this big amount
of information is sent to the CDSS.

- Once validated and implemented, the rules must X@amable to the
physicians who will use the CPOE. Medical reasomag be summarized as
decision rules where the combination of binary ¢coowls linked by the AND
operator leads to an effect.

1.3.2.3.3. Compatibility between the method and the  kinds
of variables

The methods have to be compatible with the avalabkiables, with respect to the
step of the procedure used (Al, A2 or B). Note thiatiry variables can in certain
cases be considered either as quantitative vasi@olas qualitative variables.

1.3.2.3.4. Low number of predictors in the rule

A poor number of predictors are preferred in eadh because as mentioned above
some variables might be missing from one datasentgher. Figure 3 displays the
probability for a rule to be applicable in accordarwith the number of missing
variables among 500 variables, assuming that allvdriables can be randomly used
as predictors by the rules. Moreover, rules havirgye than 4 conditions are very
difficult to explain according to the physiciansdharge of rule validation.
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Figure 3. The probability of a rule to be applicabk when some variables
are missing strongly decreases when the number ofgalictors is high.

1.3.2.3.5. No assumption of risk additivity

We observed that, due to the high number of expdapavariables, additive models
led to an over-adjustment risk. Most of the explanavariables produce significant
associations when used together in multivariateetsodithough only a few variables
are linked with the effect in univariate statistibdoreover the additivity of the risks
does not fit real situations in medicine: condibmprobabilities seem to be more
appropriate.

The following example shows the relative risks afyhx and hypopharynx cancers
depending on alcohol and tobacco consumption: jfp@thesis of risk additivity is
clearly incongruous [Tuyns 1988]. As in many otb&amples, the risk additivity is
not appropriate, and conditional probabilities i@e reliable.

Alcohol increases the risk of cancer by 10. PRQ F 10 * P(C)
Tobacco increases the risk of cancer by 5. P(O)G|T* P(C)
Tobacco and alcohol together increase P(C|AnT) =40 *P(C)

the risk of cancer by 40.
C=larynx or hypopharynx cancer
T=tobacco

A=alcohol
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1.3.2.4. Expected qualities of the methods

1.3.2.4.1. In procedure A step 1
(N, effect variables - K groups)

=

The following qualities are expected from the meto
- Unsupervised method: discovery of groups from ssewartcomes
- Simple formalization of the conditions that enatdestatute on the belonging
to a group (pattern of outcomes)
- Compatibility between the method and the typesefvariables:
o Several “outcome” binary variables as input
o One qualitative variable as output (normal, abndtrebnormal2...)
- Low number of predictors in the conditions of thikes

This step consists in discovering groups
using all the outcome binary variables.

Causes
Effects

1.3.2.4.2. In procedure A step 2
(N7 cause variables -> K groups)

This step consists in predicting the groups
from all the “condition” binary variables.

Causes
Effects

o)

The following qualities are expected from the meto

- Supervised method, explanation of a known groupguaiset of conditions
Simple formalization of the relationship betweemnditions and group
Compatibility between the method and the typesiefvariables:

o0 several binary or quantitative variables as coodgi

0 one qualitative variable as group (effect)
Low number of predictors in the rule
No hypothesis of risk additivity

1.3.2.4.3. In procedure B
(N1 condition variables - 1 outcome variable)

This step consists in predicting a given outcome
variable using all the “condition” binary variables

Causes
Effects

The following qualities are expected from the meto
- Supervised method, explanation of an outcome k&t afsconditions
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outcome

Simple formalization of the relationship betweere tbonditions and the

Compatibility between the method and the typesiefvariables:

o several binary or quantitative variables as causes
0 one binary variable as effect

Low number of pre
No hypothesis of ri

1.3.2.5. Descriptive summary of the data mining met

dictors in the rule
sk additivity

hods

At the end of the review of each data mining methibeé following descriptive
summary is checked. It makes it possible to quidkdntify if the method is usable or

not.

In each column, the first condition (first row)nsandatory: if the method doesn’t fit
this general requirement, there is no need to dssis usability.

Name of the method

Proce
Step 1

Effects= new groups

Causes
Effects

dure A
Step 2

Causes> groups

Causes
Effects

Procedure B

Causes
Effects

Causes> one effect

MBI Unsupervised, discovery
groups from several effects

D1 Supervised:
causes> groups

M B Supervised:
causes> one effect

ME Simple formalization of
belonging conditions

M Type compatibility
ME Low number of predictors

ME Simple formalization
M Type compatibility

ME Low number of predictors
ME No risk additivity

ME Simple formalization
M Type compatibility

ME Low number of predictors
ME No risk additivity

Conclusion©G®

Conclusion©©®

Conclusion©©®

1.3.2.6. Meth

In this section, the followi

o Kmeans
o Agglomerat

ods to be reviewed

ng methods are reviewed

Non supervised methods:

ive hierarchical clustering

0 Latent class analysis

O O O 0o o

Supervised methods:
Logistic regression, multinomial logit model
Cox proportional hazards model
K-Nearest Neighbors algorithm
Naive Bayesian classification
Neural networks
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o Decision trees
0 Association rules

1.3.3. Review of the methods

1.3.3.1. K Means

General principles

The k-means method is a clustering classificati@at €nables to divide a data set into
a certain number of partitionk lomogeneous clas3¢slacQueen 1967].

In each cluster the elements have to be as sim#gvossible, and clusters have to
differ from the others as much as possible. Theegfihe number of clusters has to be
defined (k) a priori. Then, k records are randontipsen as “centroids”. Each record
in the sample is checked by the algorithm [MacK@93 and is assigned to one of
the k clusters, minimizing Euclidean distance sdentroid. Once this first loop is

achieved, the n observations are now grouped inttusters. For each cluster, the
gravity center is computed and becomes the newadniThose steps are iterated. If
one or more observations have moved to anothetecltisen centroids are computed
again (for each cluster) and so on, otherwise ttmupgs remain stable and the
algorithm stops.

The algorithm of k-means aims at minimizing inttass variance and maximizing
interclass variance.

Assessment of the method

This method can be used when the means of theblesiaan be computed therefore
only continuous variables are taken into account.

Conclusion
K means
Procedure A Procedure B
Step 1 Step 2
2 @ 2 P g g
(2] O (2] O > ()
2 o= g E= Gl 8 5
Effects= new groups Causes> groups Causes> one effect
M Unsupervised, discovery of | &l Supervised: B¢ Supervised:
groups from several effects | causes> groups causes> one effect
[ Simple formalization of
belonging conditions
&l Type compatibility
<l Low number of predictors
Conclusion® Conclusion® Conclusion®
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1.3.3.2. Agglomerative hierarchical clustering

General principles

Agglomerative Hierarchical Clustering (AHC) aims gtouping n observations
described byp explanative variables,EE,, ..., E in m groups as homogenous as
possible according to a dissimilarity criterion. eTthierarchical aspect can be
explained by the fact that for a given precisioveletwo observations can be in the
same group, while for a higher precision level sthobservations would be assigned
to two different groups. In other words, the metlgoaldually aggregates observations
according to their resemblance which is evaluated briterion.

How does it work?

The first step of the method consists of the choica dissimilarity index [Day 1984].
This index enables to evaluate the resemblancev@fobservations in relation o
explanative variables. In the case of continuouwsufes, the Euclidean distance
(Equation 1) can be used. Actually, the more imgrthe distance is, the less similar
the observations are. Several other distances eaqubted like squared Euclidian
distance, Manhattan distance or Tchebychev distahtethe case of discrete
explanative variables, chi-square distance (Eqoaf)p or percent disagreement
distance can be used to evaluate similarity betvobservations.

- Lo )2 _ <& ,ﬁf _ﬁ? ,
6[zn’ — = AL d:z{f' = - )?

Equation 1 Euclidian distance Equation 2 Chi? distance

The second step consists of the choice of an agtioegindex and therefore a
classification algorithmife. the algorithm is related to the distance computifidis
index aims at evaluating distances between grooipbgtween an observation and a
group). Several indexes can be quoted, such as:

- Single-linkage clustering: the distance betweendvwaups is the smallest;
- Complete linkage clustering: the distance betwaengroups is the biggest;
- Distance between class’ gravity centers;

- Ward’'s criterion, which is based on the intra-amsvariance minimization
and the inter-cluster variance maximization;

- Sum of all intra-cluster variances: the higher gus is, the less homogenous
the clusters are.

First the method considers as many clusters as\@isms, therefora clusters. Each
observation is a proper cluster (the finest partitig). Afterward, the algorithm forms
the most similar couples of observations accordmghe aggregation index and
iterates this logic at each step, decreasing thmebeu of clusters until having one
cluster, which contains all the observations.
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The AHC method produces a classification binarye trevhich is often named

dendrogramm. The root corresponds to the clustgrititludes whole data and the
leaves represent all single observations. The sé¢vels in the tree represents a
hierarchy. Moreover, for each level the sampleiisddd into a certain number of

clusters. In addition, the dendrogramm shows, om ¢me hand, the order of
aggregations and on the other hand the aggregatitex value for each level. This

value is important to choose a cut point therefareertain number of clusters.
Actually, it is generally relevant to select the point after the level of aggregations
that shows low values of aggregation index and reefbe level that shows high
values of index. Using this “gap” technique, we nexyect to have a good quality
partitioning therefore a reliable number of cluster

The complete data
root » | is a cluster (n)

node Every cluster can

be divided into two
clusters

—_—

E) B3

branch >

~— _ Each observationis a

n observations __. | cluster

Figure 4. Partitioning with Agglomerative Hierarchical Clustering

—]

A

AR

Figure. 5 Example of dendrogramm
[Benzecri 1973, Didaye 1980, Cornuejol 2002].
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Assessment of the method

The use of factorial analysis methods is advisddrbeusing the AHC method, in
order to reduce noise in the data but these methwde the set of clusters more
difficult to interpret and not necessary switchablether medical departments.

Conclusion
Agglomerative hierarchical clustering
Procedure A Procedure B
Step 1 Step 2
2 P 2 P 2 g
[%2] (8] (2] [S] -} ()
2 =y PR § 8 5
Effects= new groups Causes> groups Causes> one effect
M Unsupervised, discovery of | ¥l Supervised: B¢ Supervised:
groups from several effects causes> groups causes> one effect

B Simple formalization of
belonging conditions

M Type compatibility
B Low number of predictors

Conclusion® Conclusion® Conclusion®

1.3.3.3. Logistic regression, multinomial logit mod el

General principles

Logistic regression is often used to predict thebpbility of the occurrence of an
event by fitting data to a logistic curve [Amemiy@85, Balakrishnan 1991]. It is the
particular binomial use of a generalized linear eioMcCullagh 1989]. It uses

several numerical or categorical variables as ptedi. It is widely used in the

medical and social sciences and marketing appbicatiBeing able to explain a binary
effect justifies the popularity of the method:

P(E) = 1/( 1+€) where z=a0 + al*Cl + a2*C2 +...+ ak*Ck

E is the variable to predict

C; are the predictors

q is the intercept

& >0 are the coefficients related to each predictor

Multinomial logit model is an extension of logistiegression that enables to use a
categorical variable as dependant variable [Nak&€8, Venables 2002]. We first
used logistic regression as a simple and easy+forpe way to identify multivariate
associations.
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Assessment of the method

This method is often used in the field of mediciAetually, one of the project goals
consists in obtaining rules that can be easilydeaid by physicians and implemented
in a rule engine. However, the logistic regressiors not provide this kind of rules.
Actually, due to the affectation of a coefficieatdach explanative variable, the model
does not fulfill the previous rule requirements.

Conclusion
Logistic regression, multinomial logit model
Procedure A Procedure B
Step 1 Step 2
> ()
Effects= new groups Causes> groups Causes> one effect
¥ Unsupervised, discoveryi¥] Supervised: M Supervised:
of groups from several causes> groups causes> one effect
effects
€ Simple formalization B Simple formalization
M Type compatibility M Type compatibility
€ Low number of predictors| & Low number of predictors
B No risk additivity B No risk additivity
Conclusion® Conclusion® Conclusion®

1.3.3.4. Cox proportional hazards model

General principles

The Cox proportional hazards model is a sub-cldssuovival models [Cox 1972].

The effects we trace can be considered as sumatat the effect might occur or not,
when the effect occurs it occurs at a known dategrwit doesn’t occur (data are
censored), the patient has been exposed to théctmmsdduring a known duration.
The popularity of the Cox model is due to its dpilio take several predictors into
account. But a strong assumption is that a giveadiptor multiplies hazard

independently of the time.

Assessment of the method

This method is appreciated because it is no hygahen the survival distribution.
Furthermore, the main hypothesis of this methotheés fact that the relative risks
associated to predictors are constant over timenThe additive relationship is still
used to bring several predictors together. So #geai that model would lead to the
same obstacles as generalized linear models:

- assertion of additivity of the effects
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- over-adjustment due to a high number of prediatorespect with the number
of records

- impossibility to validate and to output rules whgyeedictors are linked
together in a linear combination

Conclusion
Cox proportional hazards model
Procedure A Procedure B
Step 1 Step 2
Effects= new groups Causes=> groups Causes=> one effect
[ Unsupervised, discovery| 4 Supervised: [ Supervised:
of groups from several causes> groups causes> one effect
effects
B Simple formalization € Simple formalization
B Type compatibility M Type compatibility
B Low number of predictors| & Low number of predictors
B No risk additivity B No risk additivity
Conclusion® Conclusion® Conclusion®

1.3.3.5. K-Nearest Neighbors algorithm (KNN)

General principles

KNN is a classification method based on distancamding. The main idea is that a
new element is allocated to a class, which is thetrnommon amongst tlkenearest
neighbors of the new elememt.is the number of neighbors taken into account. It
varies betweet andn, wheren is the number of observations.

The neighbors are identified by means of the coatprn of a distance. Actually the
elements are represented by vectors in a multicsioaal feature space, therefore
Euclidean or Manhattan distances are usually usétkentify the nearest neighbors of
a new element.

This method makes a classification without ventyiftypotheses on the function of
classificationE=f(C, , C,,..., G ) which links the dependent variabke to the
predictorsC;. This method is non-parametric.

[Belur 1991, Shakhnarovish 2005, Garcia 2008]

How does it work?

For each new instance which has to be classiffezlatgorithm computes a distance
between this instance and the other observationassto find out the k-nearest
observations which will be its k- nearest neighbdilse new instance is allocated to
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the class, which is the most common amongst theakest neighbors. However, the
Euclidean or Manhattan distances only work withtowmous variables. In the case of
discrete predictors another metric such as thelavenetric or Hamming distance can
be used.

Thek value is linked to the data. Generally, a highueabf k enables a reduction of
the noise in the classification but also involvessl distinct boundaries between
classes. An efficient value &fcan be found thanks to various heuristics metisadk
as cross-validation.

Assessment of the method

The KNN method is well known for being one of thenglest methods in data
mining, therefore the algorithm is easy to impletnétowever, this method is also
well known for being time-consuming because of tdoenputing of the k-nearest
neighbors for each new instance to classify.

Conclusion
K-Nearest Neighbors algorithm
Procedure A Procedure B
Step 1 Step 2
> ()
Effects= new groups Causes=> groups Causes=> one effect
X Unsupervised, discovery| ¥ Supervised: M Supervised:
of groups from several causes> groups causes> one effect
effects
B Simple formalization € Simple formalization
M Type compatibility M Type compatibility
B Low number of predictors| & Low number of predictors
4 No risk additivity M No risk additivity
Conclusion® Conclusion® Conclusion®

1.3.3.6. Naive Bayesian classification

General principles

This type of classification is based on the Bayesbrem with a naive independence
assumption for all the features.

In simple terms, this method supposes that theepoes (or absence) of a specific
cause of a class is unrelated to the presencebgmnae) of any other cause. For
instance, a fruit can be considered to be an oréntgecolor is orange, its shape is
round and about 8cm in diameter. Although thestifea could be dependent on each
other, the naive Bayesian classification consideesopposite, that is to say that it
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assumes that all the features contribute, in aepaddent way, to the probability that
this fruit is an orange. [Domingos 1997, Hand 20Qdtsiantis 2004, Minsky 1961,
Morina 2004, Rish 2001].

How does it work?

This classification problem can be formulated usingpsterioriprobabilities:

P(E|C.nCan...nCy) which corresponds to the probability that this tanse
(C1,Cs,...,G) belongs to th& class. The main idea is to allocate a new instémtlee
class which maximizes the probabilRYE|C). Moreover, the method uses the Bayes
theorem which asserts thB(E|C)=P(C|E)*P(E)/P(C) with P(C) being considered
constant for all classes aRgE) the relative percentage of the E class.
Unfortunately, the probability?(C|E) is not computable if the features are not
independent.

The method assumes that all the features are indepeand this hypothesis enables
to easily compute the probabilityP(C;nC,n...nCH|E). Actually, under the
independence hypothesi¥C;nC,n...nCy|E) = P(C|E)*...*P(Cy|E).

Thus, for all features {Cthe probabilityP(G|E) is computed. This probability is
estimated thanks to the relative percentage ohmtgts which have the val@g in the

E class. Then, a new instan€&=(C4,C,,...,G) is allocated to the class which
maximizes the probability?(C;nC,n...nCy|E) that is computed by the expression:
P(G|E)*...*P(CyE).

Assessment of the method

This method is well known and often used becausiscoéfficiency even with few
data. Furthermore, it is based on probabilisticriiesy and provides good
classification capacity.

However, the main hypothesis of this method isitttependence of the predictors,
which is not often verified in practice. Within tipgesent work, the conditions that
can lead to an adverse drug event are not unctadelall the correlation coefficients
between available predictor couples have been ctedp@about 19 different
couples). Their distribution is displayed in Fig@eA nullity test of the correlation
coefficient has been computed too, the distribubérthe p values is displayed in
Figure 7 where the vertical line shows the 0.08ghold. 23% of p values are under
0.05. In conclusion, 23% of the couples of varialdee not independent.
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Considering the important number of predictors makeo account by the method so
as to classify a new instance, it can be inferhad the naive Bayesian classification is
inappropriate in this work because we expect fahgrt rules.

Conclusion
Nailve Bayesian classification
Procedure A Procedure B
Step 1 Step 2
> ()
Effects= new groups Causes> groups Causes= one effect
¥ Unsupervised, discovery| ¥ Supervised: M Supervised:
of groups from several causes> groups causes> one effect
effects
B Simple formalization [ Simple formalization
M Type compatibility M Type compatibility
B Low number of predictors| & Low number of predictors
B No risk additivity € No risk additivity
Conclusion® Conclusion® Conclusion®
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1.3.3.7. Neural networks

General principles

The artificial neural networks, which are usuallammed neural networks, are
mathematical models that are inspired by the biologural networks. These models
are applicable when a relationship between theigiged (inputs) and the predicted
variable(s) (output) can be demonstrated eveni# tllationship is complex and
cannot be described by simple correlations or @ffee between groups.

An artificial neural network is generally composgfda series of layers, each one of
them using in input the output of the previous dBach layer is composed oN;
neurons that use in input the output of tie neurons of the previous layer. A
synaptic weight is associated with each synapsech a way that thi§,.; neurons are
multiplied by this weight and then added to thernea of leveli, which amounts to
multiplying the input vector by a transformation tnra (combination function). The
value given by the combination function is evalddbg the activation function using
a threshold, and an activation value is computdte @ctivation function is, by
definition, non-linear, therefore this method hateiiesting qualities of modeling.

In the present work, this method can be used $0 psedict an ADE for a given stay.
As it can be seen on Figure 8, the artificial neunetwork model uses in input a set
of causes and provides the presence (or absenae)aiffect in output.

Weights
Predictors’

()
Weighted sum Activation's function

X ._, -
\ net. Activation

J 0.

) @ )

ADE

5—(vy)

=1;
Cambination's function l ADE=0

X, 9
n Threshold

Figure 8. Scheme of an artificial neuron

Causes

Assessment of the method

This method is widely used in several fields beeaokits efficiency in modeling
complex data and its ability to provide good quyabf classification. Despite these
obvious qualities, the neural networks are oftensatered as a “black-box” and the
classification rules resulting from the model arffiallt to interpret. Actually, the
weight computing and the use of combination funciiovolve the fact that the rules
are abstract and meaningless, hence the “black-thesignation.

In this work, this element argues against the dski® method because the alert rules
have to be easily validated and interpretableHerghysicians. Furthermore, the alert
rules have to be implemented in a simple fashieengine rules.
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Conclusion

Neural networks
Procedure A Procedure B
Step 1 Step 2
E : F COR. § i
Effects= new groups Causes=> groups Causes=> one effect
[ Unsupervised, discovery| 4 Supervised: I Supervised:
of groups from several causes> groups causes> one effect
effects
B Simple formalization € Simple formalization
M Type compatibility M Type compatibility
B Low number of predictors| & Low number of predictors
M No risk additivity 1 No risk additivity
Conclusion® Conclusion® Conclusion®

1.3.3.8. Decision trees

General principles

Decision trees consist of the construction of a by means of successive splits of the
observations from a sample into two or more homogsrsegments (called nodes) in
relation to a dependent variable (binary, ordidacrete or continuous) and using the
information ofp explanative variables (binary, ordinal, discrateantinuous).

The inducted tree is represented by means of aseddree which has, as a root, the
global sample to split. Furthermore the other naaleseither intermediate or final.

The set of final nodes represents a partitioninghef sample into homogenous and
distinct classifications in relation to the depemdeariable. Branches symbolize

conjunctions of predictors that lead to those diassions.

Decision tree models can be divided into two ppatitypes: classification trees
(discrete outcome) and regression trees (continaotecome).

In addition, the different tree induction method®duce segmentation rules that
describe each node (intermediate or final).

Decision trees (classification trees) are intengsiin order to get some rules such as:
Conditionl & Condition2 & ... & Conditionk> Outcome

CinGCn..nC =20
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Figure 9. Example of decision tree

How does it work?

Several well-known methods produce decision trerg;h as the Chi-squared
Automatic Interaction Detector (CHAID) or Classdioon and Regression Trees
(CART). Both methods are described below.

In both methods, the data are commonly divided iwim sub-samples called growing
set and validation set, respectively. The first hodt which corresponds

approximately to 70% of the data, is used for treestruction. The second method is
used to carry out a validation of the model by nseafithe rest of the data, which can
be considered as “unknown” data. This division aahgvaluating the ability of the

model to provide reliable predictions on new dataother words, the objective of this

technique is to avoid overfitting.

Chi-squared Automatic Interaction Detector (CHAID)

CHAID is a non-parametric method, which produceshezi classification or
regression trees depending on whether the dependemable is discrete or
continuous. In addition, this method produces N-a&mges. It is based on the
independence chi-square test, therefore it nee@ddpaa risk that has to be chosen by
the analyst. It is significant to add that produtess are composed of rule set based
on certain values of variables.

The algorithm follows several ordered points:

- Predictors are selected by means of the chi-sgaeateActually, the predictor
that maximizes the chi-square test statistic (stégistic has to be significant
with respect to the alpha risk) is selected. Thadjgtor provides the best split
that differentiates observations based on the dip#rvariable.

- Once a predictor has been selected and has splitda into two or more
“children” nodes, the same algorithm is appliedetxh child in a recursive
way.

- The algorithm stops when the chi-square test is sighificant for each
predictor or in all terminal nodes, the number béervations is too low to
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split theses nodes again. These two elements diignpruning of the tree: as
this pruning is performed during the tree expansapriori, it is called “pre
pruning”.

Classification and Regression Tree (CART) method

This method is quite similar to CHAID. However, seal differences can be
highlighted. Actually, the split factor is based e Gini coefficient instead of the
chi-square test statistic. This coefficient measutbe statistical dispersion of
distributions. The higher the coefficient is, thettbr the split ability (notion of
impurity reduction) of the considered predictor Moreover, this method only
produces binary trees.

In addition, the method does not carry out the pryiof the tree during its growing
stage (no pre-pruning). Actually, during the fistage, the biggest tree is produced
even if certain branches are not really significarite second stage consists of the
pruning of the tree according to a main idea: fugdihe tree that optimizes its cost-
complexity with the aim of minimizing the prediaticerror of the model. In order to
carry out this pruning, pruning setis randomly selected before the first stage. Thus,
in CART method, the whole sample is divided inteethpartsgrowing set, pruning
setandvalidation set

The third stage, similar to CHAID, consists of traidation of the model by means
of thevalidation set[Breiman 1984]

Comparison of the CHAID and CART tree induction nietds

Table 1. Comparison between CHAID and CART tree indction methods

Features \ Method CHAID CART

Split factor Independence chi-square test Ginifoment

Pooling N-ary trees Binary trees

Tree size determination  Pruning during the Pruninga posterioriby means
growing stage (pre pruning) of a pruning set (post pruning)

Advantages Efficiency in an Classification’s efficiency
explanatory stage Simplicity of use.

Drawbacks Weak performances in classificatioeak efficiency with low
Complex choice of alpha risk. number of observations.

Assessment of the method

Decision trees are well-known and often used berahey produce clear and
understandable results even for neophyte userghdtfarore, they are commonly
known as a “white box” model. Indeed, if the modedvides a result, this result can
be easily understood, validated and implementedré@plications) in a rule engine.
However, decision trees are also well-known foiirtipeediction unreliability when
the size of the data set is too low, therefore thkdation set use is absolutely
necessary.

In this work, judging by these previous argumertkee use of decision trees is
appropriate on one hand for the data nature artbeonther hand for the formalism of
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the output. Actually, decision tree methods prodes of rules which, as said before,
can be easily validated and implemented in a ruigine. Moreover, the CART
method has been chosen because of its severatiegiatompared to CHAID: the
efficiency of the classification, the density obduced trees that involves the reliable
prediction ability of the rules. Furthermore, irethase of the CHAID method, the
determination of a good alpha risk is tricky. Indeié the risk is too high, the tree will
be over-adjusted, otherwise it will be under-adjdstThis problem does not occur
using the CART method because of its pruning stagedetermines the optimal size
of tree, therefore provides rules with the bestljgteon capacity in relation to data.

[Nakache 2005, Lebart 2000, Nakache 2003, QuilaB31%Rakotomalala 1997,
Rakotomalala 2005]

Conclusion
Decision trees
Procedure A Procedure B
Step 1 Step 2
> ()
Effects= new groups Causes> groups Causes=> one effect
¥ Unsupervised, discovery| ¥ Supervised: M Supervised:
of groups from several causes> groups causes> one effect
effects
M Simple formalization M Simple formalization
M Type compatibility M Type compatibility
1 Low number of predictors| ¥ Low number of predictors
[ No risk additivity M No risk additivity
Conclusion® Conclusion®© Conclusion®©

1.3.3.9. Association rules

General principles

The association rule learning is a well-known arellAsnesearched method, which
aims at discovering relationships between varialvleslarge database using different
measures of significance. This method originateghim researches of Piatetsky-
Shapiro [Piatetsky-Shapiro 1991] who describedngtraules discovered in database
and the researches of Agrawal [Agrawal 1993] whooduced the association rules
concept so as to discover relationships betwees sketproducts in supermarket
transaction data.

For instance the association rule learning mettaodprovide rules such as:
Condition1 & Condition2-> Outcome
CinC,20
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How does it work?

First of all, some definitions have to be given. A@mset is an element set of a
database such as (Conditionl ; Condition2).

Two principal indicators are important in the asaben rule mining: support and

confidence. The support of an association rule esponds to the probability of
appearance of two itemsets at the same ®#{@& C,n0). The confidence of an

association rule is the probability of the outcoappearance knowing the set of
caused?(0/CnCy) .

The main idea of the method is to find out assamatules that meet user-defined
thresholds: minimum support and confidence. Ftrst, minimum support is used so
as to find the “frequent itemsets” in the databdsea second time, the minimum
confidence and the “frequent itemsets” are usegeterate association rules. The first
step is complex because it involves looking forpalksible itemsets in the database
(tem combinations). Although the complexity of theethod grows exponentially
with the number of items, a downward-closure prtpef support can be used in
order to provide efficiency for searching. This peay is defined by the fact that if an
itemset is frequent, then all its subsets are &agutherefore if an itemset is not
frequent, then all its subsets are not frequents Tgroperty leads to efficient
algorithms such as Apriori [Agrawal 1994].

Several additional indicators are to be used irorol decrease the number of rules on
one hand, and to select the most statisticallyifsoigmt ones on the other hand. For
instance, indicators such as lift, conviction [Bii97] are used. Moreover, we also
use the hyperlift and hyperconfidence indicatoet #mable to test the independence
between the antecedents and the consequences wlie.aThe hyperconfidence
indicator is linked to a unilateral exact Fishet&st [Hasler 2007] therefore a
probabilistic aspect has been introduced in the melection. In addition these
indicators have the advantage of being robusteénctise of infrequent items like the
Adverse Drug Events.

Assessment of the method

This method is well-known for its simplicity and itapacity to produce a large set of
rules. Moreover, no data hypotheses are neededhendules produced are easily
interpretable.

However, this method is also well-known for its ion@ant time computing cost.
Indeed, the search of the “frequent itemsets” ig/ teBne-consuming. Furthermore,
this method has difficulties in working with an refuent item because of the
conception of the algorithm, therefore some rubastde significant.

In the present work, this last drawback has beemdad by means of the use of
indicators such as hyperlift and hyperconfidencera@dver, this method produces an
exhaustive set of rules that can be easily valdlaieexperts and integrated in a rule
engine.
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Conclusion

Association rules
Procedure A Procedure B
Step 1 Step 2
E : F COR. § i
Effects= new groups Causes=> groups Causes=> one effect
[ Unsupervised, discovery| 4 Supervised: I Supervised:
of groups from several causes> groups causes> one effect
effects
[ Simple formalization M Simple formalization
M Type compatibility M Type compatibility
M Low number of predictors| ¥ Low number of predictors
M No risk additivity 1 No risk additivity
Conclusion® Conclusion®© Conclusion®©

1.3.3.10. Latent class analysis

General principles

The latent variable models state that some unobbtrwariables exist, for which the
effects can be observed through the covariatesefebd variables). The principal
components in multivariate factorial analysis dre best example of latent variables.
The fundamental hypothesis is that the dependebeeseen covariates could be
explained by the dependence between latent vasianld each one of the covariates.
That involves the well-known principle of conditanindependence: the covariates
are independent conditionally to the latent varabl

A general introduction to latent variable modelgiigen by [Lazarsfeld 1968, Everitt
1984, Bartholomew 1999]. The particular case oégatical latent variables yields
naturally to the question of clustering addressgdNbcCutcheon 1987, Hagenaars
2002]. If the classical techniques of clustering ar general developed for scalar
covariates, the latent model based approach ixplkaty well adapted for categorical
covariates, in particular for binary ones, as is tase in the present work. The
theoretical developments for model estimation ased on the approach of likelihood
maximization using the EM algorithm.

How does it work?

Let X4, ...., )% be the covariates with values in {0, 1} observedrostatistical units
andY be the latent variable witk levels (classes). We denote faythe conditional
probability thatXi= 1 for statistical unit belonging to the clgss.e. P(Xi=1|Y=j), for
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all i=1...p andj=1...k. We also denote by the a priori probability to belong to the
classj.

If f(x) is the density of théXy, ...., %) then the principle of conditional independence
yields to:

f(x)=2lnj|j ol (L-py)™

The classification rule is based on the posteriond@ional probability that a
statistical unit withx=(x1, ...., xp)elongs to the clags

p
h(j/x)=m, H p;’ (1_pij)l_Xi

The estimation of parametegs and 77 is performed by the EM algorithm that
maximizes the log-likelihood.

ﬂ P (L-py) ™™

Thus, the classification rule giving the structwfethe K clusters is given by the
posterior probabilities

~ p
h(P)=m [ By (-Hy) ™
i=
an observation (x) being assigned to the largestcated probability cluster.
Assessment of the method

This method is powerful and provides clusters ottarzed by patterns in data
matching observations. It provides simple integien in terms of the
characterization of classes as well as for theioglships between covariates. One of
the main arguments in using it is that it represemte of the best alternatives to the
classification on categorical variables after faeiaanalysis (multiple correspondence
analysis) especially when some modalities arefteggient in the dataset. As with the
K-means method, the number of clusters is fixed@igand should be tuned.
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Conclusion

Latent class analysis

Procedure A Procedure B
Step 1 Step 2
& @ & @ 2 2
Effects= new groups Causes> groups Causes=> one effect
M Unsupervised, discovery of€l Supervised: BSupervised:
groups from several effects | causes> groups causes> one effect

MSimple formalization of
belonging conditions

M Type compatibility
M Interpretability

Conclusion®© Conclusion® Conclusion®

1.3.4. Conclusion of the State of the Artin Data M  ining

In this section, we formulated the characteristieswere expecting from the results
of the data mining process (decision rules). Attefining the different data mining
steps (A, Az and B) we were able to formulate the required attaristics from the
statistical methods to be chosen with respect éodtita mining steps. Consequently
after the review of several methods, only a fewhods meet all our criteria:

- For step A: hierarchical clustering after factorial analysisd latent class
analysis
- For steps Aand B: decision trees and association rules

Note: Unfortunately, after several months of researttappeared that Procedure A
led to results that were not interpretable accoglio the experts. As a consequence,
the following “methods” section only uses the Pmbees B for rule induction, i.e.
decision trees and association rules.
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1.4. The PSIP Project

1.4.1. Project summary

Adverse Drug Events (ADE) caused by product safetyblems and medication
errors caused by Human Factors are a major Pulgladtiissue. They endanger the
patients’ safety and generate considerable exspitab costs.

Healthcare Information and Communication Techn@sg{ICT) applications may
help to reduce the incidence of preventable ADBs,ploviding the healthcare
professionals and patients with real-time relewalatts, information and knowledge
(guidelines, recommendations, etc.). But theircedficy is impeded by the lack of
reliable knowledge about ADEs and the poor abibfylCT solutions to deliver

contextualized knowledge focused on the problenhaaid, aggravated by a poor
consideration of causative human factors.

The project Patient Safety through Intelligent chaes in medication (PSIP) [PSIP
2010] is a European project funded by the Eurogeesearch Council [ERC 2010,
FP7 2010]. It follows two objectives:

1- to facilitate the development of knowledge on AREd

2- to improve the medication cycle in hospital envirants.
The first objective is to generate knowledge on ADR& know, as accurately as
possible, per investigated departments in hosmtiners, their number, type,
consequences and causes. Data mining of the gswdchospital data bases, and
semantic mining of the free-texts (letters and reg)penable to identify ADEs and to
give them a context, with frequencies and probiadsli thus giving a better
understanding of potential risks.
The second objective is to develop a set of inneednowledge based on the mining
results and to deliver a contextualized knowledtimd the local risk parameters, in
the form of alerts and decision support functiofise consortium will focus on the
context handling to provide contextualized PSIPrtaléo the medical staffThe
design and development cycle of the PSIP solutidiroe HF oriented.

1.4.2. Project objectives

The overall PSIP projeageneral objectivesare to develop services (procedures,
decision systems, prototypes) that:

e Identify, by State-of-the-Art Data and Semantic Mg techniques,
Healthcare situations where patient safety issét ri

* Improve the decision support tool related to thelicaion cycle

* Deliver usable, efficient and contextualized alaatsl just-in-time relevant
information to healthcare professionals and patient

* Demonstrate a significant reduction of patient fiska subset of diseases and
practices in the hospital setting

* Implement standardized knowledge based tools.
More in detail scientific objectivesare:

» To get a better knowledge of the prevalence of ADdfsl of their
characteristics, per hospital, per region, per tqun
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e To develop concepts and methods to achieve theexiatlization of CDSS
functions

* To model the architecture enabling both the inddpany and the interrelation
between the knowledge (CDSS modules) and the ctingeapplications
(HIS, CPOE).

Technical objectivesare:

To run semi-automatically data and semantic minbeghniques on existing
healthcare data repositories

e To develop a platform incorporating the CDSS moslaled easy to connect to
healthcare IT applications primarily CPOE

« To design and develop a support system for heakthmafessionals prototype
integrated in the medication workflow

* To design and develop a support system prototypleetp patients monitor
their medication process.

The project PSIP addresses these objectives asvioll

1. The PSIP project will apply innovative concepts amethods to improve the
existing knowledge on adverse events by mining data repositories of
Hospital Information Systems (HIS) or CPOES. Thi @nable to tackle the
actual ADEs occurring in a given healthcare enviment and to provide the
healthcare professionals with a context-dependdotmation.

2. The PSIP project will develop contextualized-CDS8dmies (CxCDSS) for
all four main actors in the medication cycle: theygician in charge of the
decision making and the ordering stage, the phasmat charge of the
validation and the dispensing phase, the nursbange of the verification and
administration phase, and the patient who finadlgeives and ingests (or not!)
the drug.

3. The project intends to provide a proof of conceptio independent CDSS
platform to support and secure the medication cydaally accessible to
various healthcare IT applications such as CPQgteseribing, HIS, Clinical
Information System (CIS), Electronic Health Rec(fHR), etc. whether they
are commercially available or locally (“home-growieveloped.

4. The PSIP project will adopt a Human Factors Engingeapproach to the
design of the CDSS system and of its Human Compunirface. This
particular approach will encourage healthcare pfmals to use the system
and minimize the emergence of unexpected technatwljyced negative
effects.

1.4.3. Structure of the project

The PSIP project is divided into 3 stages:
» Stage 1 is dedicated to “improving knowledge oneask events”
» Stage 2 aims at developing “clinical decision suppgstems”
» Stage 3, for “integration in existing IT solutioasd usage”.

Each Stage is divided into Workpackages (WPs) destron Figure 10: WP1-3 for
Stage 1, WP4-6 for Stage 2 and WP7-10 for Stagen®. WP (WP11 and WP12)
handle the human factors engineering and evaluatibalong the duration of the
project. In addition, a supplementary WPO is deditdo the overall management and
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the quality management of the project, and a laBtL8Will handle the dissemination
and exploitation tasks.

The activity within the project starts with workirmn existing material resources
brought in by all the partners. These material ueses are data repositories of
healthcare records and of Adverse Events, exisiiy solutions running in the
participating hospitals and/or developed by theugtdal partners, existing data and
semantic mining techniques mastered by the acadeaugs, existing pharmaceutical
knowledge on work processes and healthcare orgamszabrought in by Human
Factors teams.

The present work is mainly performed as a parheffirst stage of the PSIP Project:
“improve knowledge on adverse events”. It aimsathgring routinely collected data
from several hospitals’ EHRs into a common repogjtanalyzing those data in order
to detect ADE cases, and producing knowledge aB@kEs, mainly in the form of
ADE detection rules.
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Figure 10. Description of the architecture of the BIP project
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1.5. Objectives of the present work

General objective

The general objective of the present work is tonidlg, in databases and data
collections, expected or unexpected Adverse DrugnEy and their link with the
demographic, medical and therapeutic data of patiefhis objective has to be
reached in the absence of any ADE declaration, lndiining routinely-collected
data. Data Mining [Adriaans 1996] of the large ncatlidatabases of HIS or CPOEs,
and Semantic Mining of the collections of free-segbcuments will be used for that
purpose.

That general objective consists of 2 sub-objectives

1- to automatically detect cases of Adverse Drug Esvantd compute statistics to
provide epidemiological knowledge about those cases

2- to identify decision rules that are able to be use@ different purposes:

a. for ADE detection: the rules have to provide thditgtto be used to
mine thousands of past hospitalizations in ordeldémtify potential
ADE cases

b. for ADE prevention: the rules have to provide thdity to be used by
a Clinical Decision Support System to prevent AO®sidentifying
risky situations during the prescription processl &y alerting the
prescriber

Operational objectives

To explore large databases we will use statistitathods and Data Mining

techniques. The Data Mining techniques will be @nefd to identify adverse events in
the Hospital databases as they tend to be morestrothwen applied to “messy” real
world data.

A rule-induction process will try to link some oatoes with the characteristics of the
patient (age, gender, type of disease, drug infakeratory parameters) in order to
identify at the same time ADE detection or prevamtiules, and potential ADE cases.
Several statistics such as the probabilities oupenice will be computed. In some
cases, when no data is available from the CPOEsjdta mining task will be made
possible by the use of semantic mining to retridweg names from the free-text
collections.

The rules will have to be filtered and validateddxperts to make sense and to limit
their number. At the same time, the rules will becampanied by validated
explanations.

The potential ADE cases will have to be verifiedr Ehat purpose, additional tools
will be designed for the review of the cases. Inlébe case-validation process will
rely on the complete analysis of the patients’ rdsdo assess the real occurrence of
adverse events. This review will be performed byliced experts.

Close contacts with the people involved in the rs#&ps of the PSIP project will be
necessary to provide a usable output. Indeed, tigud will be defined and fully
structured in the form of XML files that will be dded on-the-fly by the different
software programs that will use them, such as a&£DS
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The final activity of this task is to develop seautomatic Data Mining techniques
that will explore regularly the patients databaséshospitals in order to detect
automatically if adverse events continue to ocaunat, and if new adverse events
can be detected, when a new drug is prescribedhen a new technique is used. B
By doing that, this work will guarantee the reguli@date of the system and will also
prepare the impact assessment of the tools.

1.6. Ariane’s thread

In order to make the reading of the material, méthond results chapters easier, an
“Ariane’s thread” is displayed at the beginningeatch chapter (Figure 11).

€D
Data repository @
Rules from
SPCs
Data /éutcomes
3)
Data Mining
Data Additipnal
rules

RuIeS/

Webtools

Figure 11. Ariane’s thread

The present study consists of several steps. Data $everal hospitals are uploaded
onto a data repository that fits a defined data eh@ldbel 1 on Figure 11). Some
ADE detection rules are extracted from the Sumrsaadk Product Characteristics
(SPCs) (label 2 on Figure 11). An ADE detectioreruiduction is performed by
means of data mining (label 3 on Figure 11). Thap suses the data from the
repository and a list of outcomes extracted from3PCs. The rules generated by data
mining are described and loaded into a rule repositiabel 4 on Figure 11). Some
other rules from SPCs are added. The rules fromrépesitory are automatically
evaluated against all the available data from #ta depository (label 5 on Figure 11).
Finally, the rules, their statistics and the orajidata are loaded into several web tools
that allow for ADE detection and potential ADE casxploration (label 6 on Figure
11).
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2. MATERIAL

2.1. Overview

The “Material” chapter consists of two main pafg(re 12).

First, data are extracted from several hospitatkaae used to feed a data repository.
For that purpose, a data model is designed (lab@h the right part of Figure 12,
section2.2 of this chapter). Unfortunately, in some hadpitthere is no CPOE: in
such cases, the drug codes are extracted frontéréeeports (label 2 on Figure 12,
section2.4 of this chapter).

Then, summaries of product characteristics aredodldbel 3 on Figure 12). They are
used to extract a list of outcomes and some additiales.

< Data repository:
Data repository

Rules from Hospital A Hospital B
— —
R [EAR]
Data utcomes -
Hospital B
‘Data Mining' vl
Data ol Additinal ixt
Rules IRules rules Drug codes*( 2)
Ratorted | ot model
 evaluation iRuIes repository: VL
tatistics" S -
Rules Data
L repository
. Webtools

Figure 12. Ariane’s thread — Available data and SP€
(right part: details about the data repository)

The different sections of the present chapter pvilsent the steps described above:
- Section2.2: the definition of a common data model

- Section2.3: the extraction of the data into a common depmsitory that fits
the data model

- Section2.4: the enrichment of the data by extracting droges from free-text
reports in some specific datasets

- Section2.5: the extraction of ADE detection rules from themmaries of
product characteristics.
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2.2. Definition of a common data model

In order to perform data mining in past hospitdlaas from different hospitals, it is
mandatory to design a common way to describe #s stvhatever their origin. For
that purpose, a data model is first defined in ptdegroup together all the records
from the various hospitals involved in this workdato structure the data into a
common data repository.

2.2.1. Consideration about normalization

In order to define the data scheme, a compromisetdnde reached from all those
considerations (Figure 13). That compromise ishreddy means of exchanges with
physicians, computer scientists and statisticiamEerning two main axes:
- Cardinality of the scheme (number of tables):
o |If the data scheme contains fewer tables and oelstips, the data
quality control is made easier, as well as the datang.

o If the data scheme contains more tables and rektips, the data are
closer from the native scheme, the extraction seeand with fewer
errors, and the scheme is more stable over time.

- Number of columns (fields):

o If there are more columns, more data are availablell as calculated
fields that allow for multivariate quality control.

o If there are fewer columns, the extraction is figstath fewer errors,
and the various datasets provided by the diffepamtners are more
likely to be compatible with each other and overdi

Less tables & relationships

Less columns
E_E More columns

<

More tables & relationships

===

Figure 13. Compromise to reach in building a commowlata mode

When computer scientists are in charge of desigthegdata model of a production

database, which is used in the daily processinganactions, there is no doubt that
the data model must be as normalized as possiblendlization is a systematic way
of ensuring that a database structure does now do any data redundancy, those
redundancies being able to lead to a loss of dda&yiity in the case of insertion,

update or deletion queries [Codd 1990]. UsuallytfDEO99], a relational database is
described as “normalized” when it fits the Thirdrd@l Form as defined by Edgar F.
Codd [Codd 1972].

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 50 of 262



However, in some cases, selective denormalizatgonbe performed for performance
reasons [Date 2005]. This is mainly encouragedhénfield of data warehouse design
[Kimball 2002] in case the database is not desigoedransactional use, especially
when the data are never partially updated. Theepte®pository is supposed to be
used only for reading purposes. The update of éte id performed by deleting all the
records from a hospital and writing them again ggircomplete data export. There is
no partial update of the data and, as a consequeagmtential loss of data integrity
even if the data model is not fully normalized.

In addition, denormalized data models that allowseveral redundancies in the data
provide important features for the data quality agement. This point will be
detailed hereafter.

2.2.2. Available data

EHRs seem to be the best data source in the fiekD& detection [Gurwitz 2003,
Jalloh 2006]. The aim is here to define a data ratlewing for simple import of
data from EHRs. A review of the available dataesf@rmed to answer the following
guestions:

- What structured data are available in the EHR ohgmartner?

- What part of those data is mandatory in most caestrdue to the
administrative payment system?

- What part of those data should be available sihgée ithe simplest way to
describe information?

- What part of the data could be unreliable or urietalser time?

Then a review of data schemes and cardinality ipeed to answer the following
questions:

- What would be the simplest way to store laboratagsults, drug
administrations, diagnoses, demographic and adtratiise information?

- Are the available data schemes of the partners tableed such a relational
data scheme?

2.2.3. Terminologies

Terminologies are a standard way to label or dedegnoncepts. In the medical field,
terminologies allow for describing the non-quatitv@ knowledge that is available
for a given patient. For instance, diabetic cataraan be described using the code
“H28.0” from the ICD10 instead of various free-tesyfnonyms. In the present work,
terminologies are useful to standardize the desenpf medical diagnoses, medical
procedures, laboratory results and drug prescriptidA review of the encoding
systems enables us to choose common terminologies.

Diagnoses are encoded using the ICD10 [WHO 201D ({(Bjernational statistical
Classification of Diseases and related health prob| 10th Revision) of the World
Health Organization.

Diagnoses related groups (DRGs) are encoded usedrriench or Danish national
terminologies. The choice of the classification slo®t have any impact since the
groups are only used to compute aggregated statiitiat are used in their turn
instead of the DRG itself: expected death frequeaegrage length of stay, expected
ICU frequency, etc.
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Drugs are encoded using the ATC [ATC 2009] (Anatahiand Therapeutic
Classification). That classification is not the mpsecise one but its precision was
sufficient for statistical analysis. Moreover itvigdely used.

Lab results are encoded using the C-NPU classdicat(Commission on
Nomenclature Properties and Units) of the Inteamati Union of Pure and Applied
Chemistry [IUPAC 2010]. That classification is useyl our partners and is chosen
because of its ability to take into account unitstte opposite of other popular
classifications. That point is mandatory to detdmtormal laboratory values.

Medical procedures are encoded using local Frendbaaish classifications. Within
the project it is not possible to enforce a comragstem. However the limited uses
allows considering partial handmade mappings.

2.2.4. Description of the data model

Figure 14 shows a simplified representation of fihal data scheme. In the figure,
fields are replaced using groups of fields.

2-Steps or the stay 3- Diagnosis

2041 3.1 Keys

3-2 Diagnosis

N ) 2-1 Keys

2-2 Medical units
1-Stays N 2-3 Misc.

1-1 Keys
1-2 Patient

1-3 Intensive care v, N3¢ | 5-Drug prescriptions
1-4 Medical units ) K
) 5-1 Keys 4- Medical procedures
1-5 Dates, duration
‘ 5-2 Drugs
1-6 Misc. 19 v 4-1 Keys
4-2 Medical procedures

oY

£’

6- Lab results

6-1 Keys
6-2 Lab results

>
7- Reports 11 L1l Physical I
files

7-1 Keys
7-2 Reports

8- Semantic mining

8-1 Keys
8-2 Codes

Figure 14. Simplified representation of the data dteme

The“1- Stays” table contains one row per stay (hospitalizateomj mainly describes
administrative and demographic information. Oney stan be made up of one or
several steps (emergency room, intensive car caitliology department, etc.). The
“2- Steps of the staytable contains one row per step. Diagnoses andcaied
procedures are linked to the steps of the stays.

The data mining is performed stay-wise and detaitkin the day level are ignored.
For a given stay, drug prescriptions must be sumupeday per day in respect with
the administered drug. Drugs corresponding to sev&TC codes should be
duplicated. Formally speaking, the doses of thgslare summed and grouped by the
{id_hospital, id_stay, date, drug_name, ATC_coda}jque quintuplet into the table
“5- Drug prescriptions”.
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In the “6-Lab results” table, one row corresponds to one measurementnef o
laboratory parameter at a given time. Each recbadilsl contain the normality range
(upper bound and lower bound) as provided by therktory for each measure when
this range is available. For a given parameter givan hospital, those bounds may
vary from one measure to another according to dimtrthat is used and to its
calibration period.

Every free-text report is stored as a physical lilked to its stay by means of a
specific table named7-Reports”. In some hospitals, semantic mining is used to
extract ICD10 and ATC codes from the reports, sashhe discharge summary. A
specific table enables to register those cot&Semantic mining’

The required data do not contain any nominativeimadirectly nominative data such
as birth date, ZIP code or exact dates.

The data scheme describes 8 tables from which @eatieated to free-text reports and
89 fields from which 60 are not identifiers. Theldi list is shown in Table 2, Table 3,
Table 4, Table 5, Table 6, Table 7, Table 8 & Tahlélhe original version of the
scheme description is complemented by detailedrigien of each field, but those
detailed descriptions are not printed in the presirtument. That data scheme is
complemented by physical files for the free-textams.

This data model has been published [Chazard 200@uid is already used in another
research project named AKENATON [Akenaton 2010]JisTgroject is funded by the

ANR (the French national research agency) and ddtismanaging the alerts of the
devices that are used in telecardiology.

Table 2. The hospital stay table

Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_patient Patient ID number database ID number
id_stay_mother If it is a childbirth, the ID of thedatabase ID number
mother's stay
id_stay_newborn If it is a delivery (childbirth), database ID number
the ID of the newborn's stay
Patient age Age database years (float)
gender Gender database 0/1
drg Diagnosis Related Group database DRG code
death_01 Death during the stay database 0/1
death_exp Expected frequency of death ithe proportion in  proportion,
this DRG the whole hospital float between
for the curent Oand1
DRG
geo_state 01 Does the patient usually live irtonstant 0/1
the hospital's country (state)?
geo_region_01 Does the patient usually live irgeographic 0/1
the hospital's region? reference
geo_dpt_01 Does the patient usually live ingeographic 0/1
the hospital's department? reference
p_diag Principal diagnosis database ICD10 code
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drg_eff Number of stays used to the number of integer
compute the various DRG- stays computed in
based statistics (duration_exp, the whole hospital
deth_exp, duration_icu_exp, for the current
throught_icu_exp) DRG
ICU through_icu_01 Taken care of in intensive database 0/1
care/resuscitation unit?
through_icu_exp Expected frequency of stays the proportion proportion,
with intensive care or computed in the  float between
resuscitation for this DRG whole hospital for 0 and 1
the current DRG
duration_icu Duration in an intensive care odatabase days (integer)
resuscitation unit
duration_icu_exp Expected duration in an the average days (float)
intensive care or resuscitation duration
unit computed in the
whole hospital for
the current DRG
saps Simplified Acute Physiological database integer
Score, ¥ version (Gravity
score)
duration_icu_sd Standard deviation of the the std dev of the days (float)
duration in an intensive care or duration
resuscitation unit computed in the
whole hospital for
the current DRG
delay_icu Delay before ICU or database integer
resuscitation step
Places nb_mu Number of medical units database integer
visited during the stay
back forth 01 Back and forth between database 0/1
medical units
from_emergency 01 Was the patient admitted by agatabase 0/1
emergency unit?

Dates duration Duration of the stay database days (imjege
duration_exp Expected duration for the stayshe average days (float)
of the current DRG duration

computed in the
whole hospital for
the current DRG
delay_next_hosp Delay up to next hospitalization tallase days (integer)
duration_sd Standard deviation of the the std dev of the days (float)
duration for the stays of the duration
current DRG computed in the
whole hospital for
the current DRG
Misc nb_th_mdc Number of different theoreticaltable "steps of the integer

MDCs (Major Diagnostic
Categories)

stay"

transfer_entry 01 Transfer from another hospitadatabase 0/1
(whatever the kind)
transfer_01 Transfer to another acute caredatabase 0/1

hospital
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nb_proc Number of different medical database integer
procedures
nb_diags Number of different associateddatabase integer
diagnosis
weight Weight of the patient database float
Table 3. The steps of the hospital stays table
Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_step_stay StayStep ID number database ID number
id_patient Patient ID number database ID number
Places mu Medical unit of the step database name
icu_01 Is it an intensive care unit? database 0/1
emergency_01 Is it an emergency room? database 0/1
Misc saps Simplified Acute Physiological Score, database integer
2" version (Gravity score)
p_diag Principal diagnosis of step of the stay 07333 ICD10 code
th_mdc Theoretical MDC of the principal external ICD integer
diagnosis related table
weight Weight of the patient during the step dasaba float
step_stay_rank The rank of that step in the stdgr(the database integer
first step, 2 for the second one, ..., k)
duration Duration of the step of the stay database days (integer)
Table 4. The diagnoses table
Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant name
id_stay Stay ID number database ID number
id_step_stay StayStep ID number database ID number
id_patient Patient ID number database ID number
Diagnosis diag Associated diagnosis database ICbde
Table 5. The medical procedures table
Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_step_stay StayStep ID number database ID number
id_patient Patient ID number database ID number
Procedures  proc Medical procedure database act code
delay_proc Delay between the entry and thedatabase Days (integer)

procedure execution
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Table 6. The drug table

Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_patient  Patient ID number database ID number
Drugs name Commercial name database name
atc ATC Code external drugs related name
table
delay_drug Delay between the admission and thiatabase Days
administration (integer)
dose Total drug dose administered duringdatabase number
the current day
unit Unit used for the total dose database name
route Route database name
Table 7. The lab results table
Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_patient  Patient ID number database ID number
Lab delay bio Delay between the admission database Days (integer)

and the sample

chpu C-NPU identifier (IUPAC) of database or external joint string
the setting (NPU01685...)

value Value database float

unit Unit used for the value database string

up_bound  Upper bound database float

lo_bound Lower bound database float

Table 8. The reports table

Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_patient Patient ID number database ID number
Reports kind Kind of text database String
filename Filename database String
Table 9. The semantic mining table
Group Field Field (long name) origin kind
Keys id_hosp Hospital ID number constant ID number
id_stay Stay ID number database ID number
id_patient Patient ID number database ID number
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Codes terminology Terminology or external terminologies String
nomenclature name

kind Kind of text database String
code Code of the term external database String
term Name of the term external database String

2.2.5. Iterative quality control

Each table and field of the data model is compldeterby a quality control
procedure. The quality control is iteratively pen@d at each data extraction. Its goal
is not to improve the datasets themselves, butetectl abnormalities in order to
improve the extraction mechanisms of each hospitad quality control consists of
several checks that depend on the nature of tlisfie

Unary checks apply to each value apart from therstre.g. each cell of a table. Two
unary checks are applied:

- Concerning the nature of the value:

o Is each value compatible with the expected type® ddta types can be
either numeric (binary, integer, float) or stringh&racterless or
matching a specific pattern such as ICD10 codes)

- Concerning the value itself:
o If the value is a number, does it match the audeorrange?
o If the value is a string, is it in the list of aotized values?

Some other checks apply to whole vectors, e.gneoar several columns of a table.
Several checks are applied:

- Univariate distribution:
o If the variable is numeric, is its histogram pldus?

o If the variable is a qualitative variable, is theogortion of the
categories plausible?
- Multivariate distribution:
0 Are conditional distributions plausible? Let Y bejaalitative variable
or a set of classes of a quantitative variablel{¥, ..., Yi}. Is the
distribution of X knowing that Y=Yconsistent with the valug;%¥

Table 10 shows an example of quality control appteéea numeric variable, which is
the age of the patients. Table 11 shows an exaofptgiality control applied to a
string variable, which is the principal diagnosighe patients.

Table 10. Example of quality control and abnormal alues for a numeric variable such as the age

Quality control Example of incorrect result
Incorrect nature of the value Age="old”
The value is not a number
Value out of range Age=132
The number is too low or too high | |_+.! .....
0 120

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 57 of 262



Incorrect univariate distribution
Each value is valid but the distribution is
not plausible A—'

100 120

Incorrect multivariate distribution

The total distribution is plausible, but the
conditional distribution is not correct.

I

80

dashed line: department=pediatrics
plain line: departmentpediatrics

Table 11. Example of quality control and abnormal walues for a string variable such as the
principal diagnosis, encoded in ICD10

Quality control Example of incorrect result
Incorrect nature of the value Diagnosis="AF352”

The value doesn’t match a given pattern or is nsfrimg

Value out of range Diagnosis="D80.9”

The value looks legal but the code doesn’t exist

Incorrect univariate distribution P(“146.9”) = 60%

The proportion of a given value is abnormal 146.9 = cardiac arrest
Incorrect multivariate distribution P(“080.0" | age >80 ) = 10%

The proportion of a given value looks plausible munhot G80.0 = Spontaneous vertex delivery
compatible with a chosen subgroup

In addition, the redundancy of the denormalizec dabdel allows for supplementary
quality control checks. For instance, the fieldsifg through ICU” and “ICU
duration” are strongly linked:

- if “going through ICU"=FALSE, then “ICU duration”=0
- if “ICU duration”>0 then “going through ICU"=TRUE

2.3. Data extraction

Data extractions are performed to feed a commoosigpy. The extracted data have
to fit the data model defined above. An importaainp is that no data have to be
specifically recorded for the project as only raaty collected data are used. Those
data include:

* Medical and administrative information, e.g. agender, admission date, and
medical department.

« Diagnosis encoded using the™@vision of the International Classification of
Diseases, ICD10 [ICD 2009]

* Medical procedures encoded using national classifios, including
therapeutic procedures (such as surgery) as wetliagnostic procedures
(such as Magnetic Resonance Imaging)
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* Drugs administered to the patient, encoded usiegAtatomical Therapeutic
Chemical (ATC) classification [ATC 2009]

* Laboratory results encoded using the IUPAC classifon (International
Union of Pure and Applied Chemistry) [IUPAC 2010]

* Free-text records, such as the discharge letter
Data extracted from EHRs are provided by the hakpinvolved in the project. An
iterative quality control of the extracted dataperformed in order to improve the
extraction mechanisms. The present work is perfdrmsing 92,686 complete
records from six hospitals. The records always include $he previously defined
kinds of data. In Lille and Rouen, drug-relatedomfation is extracted from the
reports and not from any CPOE. The dataset mosthgarn cardiologic or geriatric
units:

* Frederiksberg Hospital (RegionH, Denmark): 21,33dords

* Nordsjaelland Hospital (RegionH, Denmark): 23,0éGords

e Denain General Hospital (France): 39,010 records

» Lille University Hospital (France): 7,711 records

* Rouen University Hospital (France): 1,367 records

In the Denain Hospital, the data extraction is m#ted in order to refresh the
repository every month. The complete dataset alfowa 4-year follow up.

2.4. Extraction of the drug codes from the free-tex  t reports

2.4.1. Objectives

In this work, ADE detection mainly uses administratinformation, diagnoses and
lab results from the EHR, and information about exstered drug extracted from the
CPOE (left part of Figure 15). Unfortunately, mangspitals still don’t have any

CPOE. In the datasets extracted from the Lille Roden university hospitals, there
are no structured data about drug administratiansdch a situation, a semantic
mining tool called F-MTI is used in order to extratug names from the free-text
records (right part of Figure 15). Then, the drugles are used as if they were

retrieved from the CPOE.
Free-text
records
cror
EHR: admin. data, CPOE: E-MTl indexer
diagnoses, lab results || Drugs

/ Drugs
ADE Potential ADE Potential
- = ) N _ ,
Rules I detectio ADE cases Rules I detectio ADE cases

Hospital with a CPOE Hospital without CPOE

EHR: admin. data,
diagnoses, lab results

Figure 15. Rule-based detection of ADEs with a CPOHeft) or without CPOE (right)
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2.4.2. The F-MTI tool

2.4.2.1. Presentation

The French Multi-Terminology Indexer (F-MTI) [Per@i2008, Pereira 2009] is an
automatic indexing tool based on a multi-terminglagntext. This is the first tool
which is based on a multi-terminology context deped in another language than
English. In English, the best-known automatic indgxtool is MTI from the US
NLM. F-MTI was developed during collaboration beemeCISMeF and the Vidal
Company. It is the intellectual property of the #icCompany.

The F-MTI tool has recently been enriched using foew terminologies devoted to
drugs: the Anatomical Therapeutic Chemical (ATCagSlfication (N=5,514), drug
names with international non-proprietary names (JIMNd brand names (N=11,353),
the Orphanet thesaurus for rare diseases (N=7&#&#the chemical substances and
pharmacological action terms of the MeSH Suppleargn€Concepts translated into
French by the CISMeF team (N=6,505 out of over @8B). The terminologies and
classifications around drugs and medical device lmeen provided by the Vidal
Company.

2.4.2.2. Functioning

F-MTI is called via a Web API, where the terminakxyand the languages used for
indexing can be selected. The results are retumed ML, TXT or XML.

For each discharge letter, the document is firskdm into sentences. Then each
sentence is normalized (accents are removed, atlsrare switched to lower case and
stemmed...) and stop words are removed to form aobagprds containing all the
content words. The “bag” thus obtained is matcmetpendently of the order of the
words against all the terminology terms that hasenbprocessed in the same way. All
terms formed with at least one word of the sentemeeaetrieved. Longer matches are
preferred to shorter ones. All these candidate ximdeterms are restricted to the
semantically closest ATC and ICD10 terms using nragp F-MTI can index a
discharge letter in less than 1 second.

A phonemization algorithm has been developed ttacepstemming, to improve the
system and solve some mistakes found in the prevéemaluations. Indeed, F-MTI
encountered difficulties to recognize brand names tb incorrect spelling of the
names in the discharge summaries. Some brand namesritten improperly with
dash ("-") or underscore ("_") or with an incorrgpiace " " (e.gdi-antalvic diffu k,

di hydan cacit D, calcidose vit D co renite¢. Conversely, some brand names were
written without dash ("-") or underscore (*_") qgase (" "), as they normally should
have to (e.g.chibroproscar instead of chibro-proscar bipreterax instead of
bipreterax.

Brand names are particular as they don't followREnench syntax. Brand Names can
have English or Latin origins and in the spellitgyt don’t mean anything at all.
That's why using stemming (removing suffixes frohe tword) is logical for terms
like those from ICD10 but not for brand names. Amotalternative to using the exact
word is the use of a phonemization algorithm. Phamration [Brouard 2004] is based
on the pronunciation of a word dependent on thguage. The word is transformed
into the corresponding list of phonemes. This metkaables to take into account
some incorrect spellings like “Eupanthyl” and “EnpH.
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The algorithm was significantly changed to addréss specific purpose of brand
names’ recognition. Specific English, Latin and Rwonpronunciations were taken
into account (“free” equals “fri”, “chol” equals &{’, “I” equals “un”, etc.). Some
abbreviations were added (“vit” equals “vitamingingle letters (“PH”) were kept.
The problems of dash, underscore and space wevedsela alternative spellings.
Some common words were removed (the brand name "RegRals “par”). And
finally some items of the discharge summary weretaken into account: “way of
life” and “exams” that can produce some noise @ittdexing.

2.4.2.3. Terminologies and languages

F-MTI includes 22 terminologies:
- Drug-related terminologies:
o DCI (fr) for international names
0 NC (fr) for commercial names
o WHO-ATC (fr/eng/dk):  Anatomical Therapeutic = Chenlica
Classification System (n=5,592)
- Patient safety-related terminologies:
o MedDRA (en) (n=19,862) [Northrop Grumman 2010]
o NCCMERP (eng) (n=468)
o PSIP taxonomy (eng) (n=320)
o WHO-ART (fr, eng): Adverse Reactions Terminology=8w483
[WHO 2010 (2)]
o WHO-ICPC (fr, dk, eng, du) International Classifioa for Patient
Safety (n=647 in English and n=392 in French),

- Other terminologies: ACTS, CCAM, CISMeF thesaur@adimed, DRC,
ICD9, ICD10, ICPC2, IUPAC, LPP, MedlinePlus, MeSHJeSHSC,
SNOMED3.5, TUV, VCM, & WHO-ICF

F-MTI also includes 27 equivalent mappings. The piags are links between terms

having the same meaning in different terminologiesMTI manages 6 different
languages: French, English, Spanish, Portuguesesiband Dutch.

2.4.3. Main use of Semantic Mining in the presentw  ork

The semantic mining methods employed here are exppdi unstructured documents
and reports for information retrieval purposesrieging ATC codes from free-text
records when no CPOE is available. Then, the appradopted in this work is to use
the retrieved information as complementary to time @vailable from structured
hospital records and to inject it in the phase DEAdetection. In this regard, semantic
mining (as a knowledge source) is therefore emietddéhe Data Mining source. As
a consequence, apart from the F-MTI evaluation thgberformed hereafter, the
semantic mining is not visible in the results ¢ giresent work.

The interest and the reliability of Semantic Minirgyevaluated in the sectidlB
(Appendix 5: validation of the use of Semantic Ngnfor ADE detectionpn page
219.
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2.5. ADE detection Rules extracted from the SPCs

2.5.1. General content

In this stage, ADE detection rules are extracteomfrsummaries of product
characteristics. This will be useful (1) in orderget an exhaustive base of “official”
ADE detection rules and (2) in order to get a difbutcomes that might result from
ADEs.

The aim is to incorporate knowledge on ADEs thavailable in existing databases
maintained by pharmaceutical companies or relajed@es. Such a database is made
available by the Vidal Company, a partner involuethe PSIP Project. This database
has been maintained for many years and contains#mals of possible risks related
to drugs. The main sources of information come froternational publications,
health agencies (AFSSAPS, HAS), workshop groupsdetjnes (AFSSAPS’s
interaction thesaurus), and summaries of produatacdteristics (SPCs) provided by
AFSSAPS, EMEA, FDA and others. These sources pmduarticularly reliable
information, allowing the Vidal Company to produstate of the artinformation
about drugs.

The database contains many types of interactiona feery large number of drugs,
which results in a huge number of combinations agndnem and therefore
corresponds to a huge number of possible eventsinBtance, 125,000 rules deal
with drug-to-drug interactions and enables to gatee?,500 different alerts.

Those rules indicate the danger of interactiong/&en drugs or contra-indications for
drugs in specific circumstances. The rules may ltmlo drugs regarding the

interactions between them, or may link one drudhwitparticular diagnosis, allergy,
laboratory value, or patient characteristic. Thauleof the rule is a description of the
possible adverse effect and, depending on the df/pele, can also include a degree
of severity or a suggestion for action.

2.5.2. Format of the rules

The knowledge content provided by the Vidal Compemrysists of a small number of
general types of rules. Each type of rule consaftdswo conditions, and each
condition is expressed on the basis of a specdiameter (e.g. drug, expressed as
ATC code). By assigning values to these paramééegs ATC= A02ABO03), a large
number of rules are created as instances of edehtype. The values of the rule
parameters are stored in some tables and the ¢mitdrese tables can be considered
as the actual knowledge.

All the rules provided by the Vidal Company can described through 9 different

generic types. These 9 types consist of drug tg dnteractions, drug to diagnosis
interaction, drug to medical information (i.e. afjg) interaction, drug to laboratory

result interaction, etc. The rules always assoctatgether 2 conditions and a

description of an interaction or an outcome. Th&ay of those rules and an example
are presented hereafter:

Kind of rule
r-atc-atc

The conditions are two ATC codes. When those ditgprescribed together, the rule fires:
there is a drug-to-drug interaction.

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 62 of 262



Conditions

Drug( ATC1) =1 & Drug(ATC2) =1 & ATC- ATC([ ATC1],[ATC2])=1

The first drug matches ATC1 code. The second datghas ATC2 code. An interaction is
registered in a lookup table including pairs of JrATC codes.

Effect

| AMCATC- ATC([ ATC1], [ ATC2]) [id-1AM)

The rule detects a drug to drug interaction. Irstbase, the effect is a contra-indication
(IAM). The description and the “conduct to takeoilmiccount” is found in a lookup table from
the effect code (id-IAM). The code of the inteactiesults as a function of the ATC codes of
two drugs. This function is implemented as a lodialpte associating pairs of ATC codes and
effect codes.All possible effects are listed ardkdo

Example

AO2AB03 & BO1AC30 =>194

If a drug with ATC code A02ABO3 is prescribed fmasient, then the prescription of drug with
ATC code BO1AC30 triggers id-IAM contraindicatioithacode 194.

The rule type in the example above is instantidtedxecutable rules by assigning
values to its parameters from a table, such aseTaBl Each row of this table
associates the combination of two drugs (with ATddes ATC1 and ATC2) with a
specific interaction (with ID code id-1AM).

Table 12. Example of ATC-to-ATC interaction table.For each pair of ATC codes,
the identifier of the interaction is provided if aninteraction is described

ATC1 ATC2 id-1AM
AO01ABO9 BO1AAO3 181
AO01ABO9 BO1AAO7 181
AO1AB17 BO1AAO3 342
AO1AB17 BO1AAO7 342
AO2ABO1 | BO1ACO6 194
AO02ABO1 | BO1AC30 194
AO2ABO1 | C10BX02 194
AO02ABO1 | NO2BAO1 194
AO2ABO1 | NO2BAS51 194
AO02AB03 | BO1ACO06 194

An additional Table is used to list all the intdras found in the rules of this type
and contains information related to each interactio the specific example of ATC-
to-ATC rule type, the outcomes table (IAM) contaiims each coded outcome a
description of the risk, a suggestion and a codeating the severity of the possible
outcome.

Other types of rules correspond to different asgmms, such as a drug with a
diagnosis. Since the rules contain different patarseand logic, they are described
using other tables and mechanisms.

The types of rules that are stored in the VIDALathaise are listed hereafter:
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Kind of rule;

Conditions:
Effect:

Description:

Example:

Kind of rule:

Conditions:
Effect:

Description:

Example:

Kind of rule;

Conditions:

Effect:

Description:

Example:

Kind of rule:

Conditions:

Effect:

Description:

Example:

r-atc-atc

Drug(ATC1)=1 & Drug(ATC2)=1 & ATC-ATC([ATC1],[ATQ@])=1
IAM(ATC-ATC([ATC1], [ATCZ2)) [id-IAM])

Rules for alerts involving drug prescription withother pre-prescribed drug.
IF a drug AO2AB03 and a drug BO1AC30 are presctito a patient

THEN caution of use (Reduced digestive absorptifacetylsalicylic acid

and should take gastrointestinal topical agentsaamakcids some time (2
hours) after acetylsalicylic acid)

r-atc-icd

Drug(ATC) = 1 & Diag(ICD10) = 1 & ATC-ICD([ATC][ICD10]) = 1
CI-PU(ATC-ICD([ATC], [ICD10])[id-CI-PU])

IF a drug with ATC code X is prescribed to a @ati

who has a disease with ICD10 code Y,

THEN Contra-Indication or Precaution of Use.

IF a drug BO1AAOQ3 is prescribed to a patient whifers from disease D59.3

THEN Contraindication (Severe renal failure: creiaie clearance < 20
ml/min)

r-atc-allergy

Drug(ATC) = 1 & MediInfo(AllergyClass) = 1
& ATC-AllergyClass([ATC], [AllergyClass]) = 1

AllergyClass((ATC-AllergyClass([ATC], [AllergyClss])[id-AllergyClass])
IF a drug with ATC code X is prescribed to a gati

who suffers from an allergy id-AllergyClass

THEN Contraindication (AllergyClass).

IF a drug AO1AAB1L is prescribed to a patient veéfers from

Hypersensitivity to non-steroidal anti-inflammataiyugs (NSAID)
THEN Contraindication (Hypersensitivity to NSAID)

r-atc-bio (1)

Drug(ATC) =1 & ATC-Bio([ATC]) =1

& Bio(ATC-Bio([ATC])[bio-variable]) >= ATC-Bio(JATC])[min]
& Bio(ATC-Bio([ATC])[bio-variable]) < ATC-Bio([ATC])[max]
CI-PU(ATC-Bio([ATC])[id-CI-PU])

IF a drug with ATC code X is prescribed to a gati

who has a lab value for idBio in the interval [nmax]
THEN Contra-Indication or Precaution for Use (idHell)

IF a drug BO1AAOQ3 is prescribed to a patient
who has a creatinine value between 0 and 20
THEN Contraindication (Severe renal failure)
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Kind of rule;

Conditions:

Effect:

Description:

Example:

Kind of rule:

Conditions:

Effect:

Description:

Example:

Kind of rule:

Conditions:

Effect:

Description:

Example:

Kind of rule;

Conditions:

Effect:

Description:

Example:

r-atc-bio (2)

Drug(ATC) = 1 & ATC-Bio(JATC]) =1

& Bio(ATC-Bio([ATC])[bio-variable]) >= ATC-Bio(JATC])[min]
& ATC-Bio([ATC])[max] =0
CI-PU(ATC-Bio([ATC])[id-CI-PU])

IF patient's biology measurement value for idBioin

and MAX of this biology (abnormal value)=0

(probably max boundary does not make any difference

and patient is going to be prescribed drug with Abde x
THEN Contra-Indication or Precaution for Use (icH&l).

IF patient's creatinine value <0

and creatinine maximal abnormal value=0

and drug BO1ABOG is prescribed

THEN Precaution for use (Chronic Renal Failure)

r-atc-bio (3)

Drug(ATC) =1 & ATC-Bio([ATC]) = 1 & ATC-Bio([ATC])[min] =0

& Bio(ATC-Bio([ATC])[bio-variable]) <= ATC-Bio([ATC])[max]
CI-PU(ATC-Bio([ATC])[id-CI-PU])

This type of rules is for alerts involving drugepcription with a laboratory
result under a given boundary

IF a drug BO1ABOG is prescribed to a patient
who has a creatinine value under 60ml/min
THEN Contraindication (moderate renal failure)

r-atc-medinfo (1)
Drug(ATC) =1 & ATC-MedInfo(JATC]) =1

& Bio(ATC-MedInfo([ATC])[bio-variable]) >= ATC-Medhfo([ATC])[min]
& Bio(ATC-MedInfo([ATC])[bio-variable]) < ATC-MedIrdo(JATC])[max]

CI-PU(ATC-MedInfo([ATC])[id-CI-PU])

IF a drug with ATC code X is prescribed to a @ati
who has a lab value Y above MAX or below MIN
THEN Contra-indication or Precaution for Use.

IF drug BO1AAO3 is prescribed to a patient

whose age is greater than 780 months (65 years)
THEN Precaution for use (“patient is an elderlyigatt)

r-atc-medinfo (2)
Drug(ATC) = 1 & ATC-MedInfo(JATC]) = 1

& Bio(ATC-MedInfo(JATC]) [bio-variable]) >= ATC-Mednfo([ATC])[min]
& ATC-MedInfo([ATC])[max] =0

CI-PU(ATC-MedInfo([ATC])[id-CI-PU])
IF patient's lab value for bio-id >= MIN from ti& C-MedInfo table AND

MAX from the ATC-MedInfo table = 0 AND patient iomg to be prescribed

drug with ATC code
THEN Contra-indication (id-CI-PU from ATC-Medinfalble)

IF the drug NO2BAOL1 is prescribed to a patienitg a creatinine value
greater than 20 with max value=0
THEN Contraindication (Last 4 months of pregnancy)
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Kind of rule: r-atc-medinfo (3)

Conditions:  Drug(ATC) =1 & ATC-MedInfo(JATC]) =1
& ATC-MedInfo(JATC])[min] =0
& Bio(ATC-MedInfo(JATC])[bio-variable]) <= ATC-Medhfo([ATC])[max]

Effect: CI-PU(ATC-MedInfo([ATC])[id-CI-PU])
Description:  This type of rules is for alerts involving drugepcription with a bio variable
(history/personal data) less than one limit.

Example: IF the drug BO1ABOG is prescribed to a patient
whose age is smaller than 15 years
THEN Precaution of use (the patient is a child <5y old)

2.5.3. Usability of the rules

The main characteristics of this knowledge soureepatlined below:

- The knowledge is provided in the form of rules. Bveule is made up of 2
conditions that lead to an effect.

- The parameters used in all rule conditions are
o drugs, encoded in ATC
o lab values, using a proprietary encoding
o or diagnoses, encoded in ICD10

- The result of the rules is of different kinds aclog to the type of rule.
Unfortunately, the effect is described in free-texid, most of the time the
effect is a contra-indication (example: “drugs Aldh shouldn’t be prescribed
together”), a warning or a use caution, but dodshecessarily describe what
could happen to the patient (e.g. “hemorrhage ld&gdn their form, it is not
possible to use those rules to detect whether @acome occurred or not
because the output does not comply with any stdndartaxonomy. The
resulting effect is complex information and, acaogdto the type of rule, may
imply in addition a suggestion or a degree of siyer

However, by means of a manual examination and magppi the rules, in several

cases an outcome is present and can be describedtbyctured description. Such a
work is performed systematically. From all the #fale rules, 228 unstructured
descriptions of potential outcomes can be retrieVadse outcomes are of two kinds:

- 149 clinical outcomes, e.g. “seizure hazard” omtioerhage”
- 79 paraclinical outcomes, e.g. “hyperkalemia” oncfease of pancreatic
enzymes”

Section3.2 (Identification of the outcomegage 68describes more precisely those
outcomes and how they are used in this work.
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3. METHOD

3.1. Introduction

The material consists of a data repository comagir@bout 90,000 complete records.
Each record contains demographic information, diags, lab results and drug-
related information (extracted from a CPOE or frivee-text discharge letters). The
objective is here to mine those records so as adyme ADE detection rules. The
material also consists of rules from SPCs, whichlwa added to the rules discovered
by data mining. Moreover, data-mining-based ruldugtion requires that some
outcomes can be traced in the data. For that perypbe SPCs presented in the
material are also used to get an exhaustive ligtoskible outcomes in relation to
ADEs.

In this chapter, the rules from the SPCs are aerdlgp as to get a list of outcomes to
trace for ADE detection purposes. This list is niesdd to the outcomes that are
traceable in the current datasets (label 1 of g, sectior3.2 of the present
chapter). Then, the data mining is performed usimgavailable data and the list of
outcomes (label 2 of Figure 16, secti®d of the present chapter). The data mining
generates several ADE detection rules. The rulesrgéed by data mining and some
additional rules from the SPCs are integrated amtmmmon rule repository (label 3
of Figure 16, sectiod.5 of the present chapter). Then it is possiblernforce the
execution of all the rules using the data of thmosgtory: this will enable to calculate
several statistics (label 4 of Figure 16, sec8ahof the present chapter).

' Rules from |
. SPCs
@ utcomes
Data Mining Data Mining:
Additipnal
Rules rules .
Rules -Data aggregation
(3 -Supervised rules induction
Automated v -Rules filtering
evaluation | | RUl€s repository
tatistics
Rules
. Webtools |

Figure 16. Ariane’s thread — Rules induction, storge into a repository, and machine evaluation

The next sections follow the stages described above
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- Section3.2: the rules extracted from the SPCs are usearder to get an
exhaustive list of possible outcomes in relatiothvADES.

- Section3.3: by means of a case review, several variablesidentified in
order to assess the clinical impact of ADESs onguds.

- Section3.4: data mining is applied to the stays that ascdbed in the data
repository in order to identify (1) potential cas#dsADESs and (2) situations at
risk of ADEs in the form of ADE detection rules.

- Section3.5: the ADE detection rules that are discoveredr®ans of data
mining are described into a common rules repositdiyis repository is
complemented using ADE detection rules from otloerses. All those rules
are applied on the available data in order to cdmparious statistics.

- Section3.6 provides the conclusion of the present chapter.

3.2. ldentification of the outcomes in relation to ADEs

3.2.1. Principle

The present section describes how the list of tramécomes is defined. The ADEs
can be defined as injuriekle to medication management rather than the ugnheyl
condition of the patien{lOM 2007]. Those injuries may consist of clinical
paraclinical signis that result from a drug intakedose modification, or a drug
discontinuation. Those conditions are commonly desd asthe use of a drug
[Gurwitz 2000]. All the ADEs that have been obserfer a given drug are described
in the related SPC (Summary of Product Characies)stt is reasonable to think that
the union of all the SPCs provides a list of all jotential outcomes related to drugs,
according to the current knowledge.

In order to prepare data-mining-based rule inductalist of outcomes is necessary.
The drugs that are known to lead to those outcaresot considered: only the list of
the outcomes is used. The main source consistedrowledge from SPCs validated
by the AFSSAPS, the French national drug admirtistta The knowledge is
collected by the Vidal Company and maintained ieirttknowledge database under
the form of rules. From those rules, 228 differkimds of outcomes are precisely
described. Those outcomes are clinical and parealisigns of ADEs. All of those
228 outcomes are examined in order to fihénd how they can be traced in the
EHRs.

3.2.2. Description of Outcomes from the SPCs

The outcomes from the SPCs described in the Vidtlhse belong to two major
categories:

SPC clinical outcomes:

- Definition: these outcomes are observed only by means ofcalini
examination of the patient

- Example: the onset of urticarial reaction following theroduction of a drug
during the hospitalization

- Number: 149 different clinical outcomes are describechm $PCs
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SPC laboratory-related outcomes:

- Definition: these outcomes can be objectified by measuringbaratory
parameter

- Example: the occurrence of an acute renal failure durimgstiay
- Number: 79 different paraclinical outcomes are descrilvethé SPCs

A significant number of outcomes have clinical grataclinical definitions; every
outcome is nevertheless assigned to a single agtegthe previous description.

The list of the outcomes is presented hereaftemAsy outcomes are very similar to
one another, they are grouped into the same lataketlee initial number of different

outcomes is displayed in brackets (Figure 17).

Abortion (1)

Acidosis (1)

Adrenal Insufficiency (1)
Amenorrhea (1)

Abruptio placentae (1)
Acnea (1)
Agranulocytosis (1)
Anaphylactic choc (1)

Angina pectoris (1) Angioedema (1)
Anorexia (1) Antibodies depletion (1)
Anuria (1) Anxiety (1)

Asthma (2) Ataxia (1)

Bacterial infection (2) Calcium deficiency (1)
Cardiac rythm troubles (14) Cardiopathia (4)
Coma (1) Confusion (1)
Constipation (2) Cough (1)

Dehydration (2) Dental alteration (1)
Dermatitis (4) Diabetes (1)

Digestive pain (1) Digitalic intoxication (1)
Disseminated intravascular coagulation (1)
Dyskinesia (1) Dysmenorrhea (1)
Dyspnea (1) Eczema (2)
Endometriosis (1) Enuresis (2)
Esophageal achalasia (1)

Fibrinolysis (1) Fiever (1)
Gastric ulcar (1) Gastritis (5)
Glaucoma (1) Gout (1)

Haemorrhage hazard (9)
Hemolysis (1)

Hepatic fibrosis (1)
Hyperaldosteronism (1)
Hypercalcemia (1)
Hyperchloremia (1)
Hyperglycemia (1)
Hyperlactatemia (1)
Hypernatremia (1)
Hyperprolactinemia (1)
Hypocalcemia (1)

Headache (1)

Hepatic cholestasis (1)
Hepatic insufficiency (2)
Hyperammonemia (1)

Hypercalciuria (1)
Hypercholesterolemia (1)
Hyperhydration (1)
Hyperlipidemia (2)
Hyperparathyroidism (1)
Hyperuricemia (1)
Hypochloremia (1)

Hypoglycemia (1) Hypokalemia (1)
Hyponatremia (1) Hypophsphatemia (1)
Hypoprotidemia (1) Hypotension (2)

Inflammation (1) Intestinal obstruction (1)
Lacrimal apparatus disease (1)
Loss in visual acuity (1)

Malaria attack (1) Manic episode (1)

Abscess (1)
Addictive behavior (2)
Alkais (1)
Anemia (2)
Angor (1)
Antiphospipad syndrome (1)
Aplasia (3)
Atherosclerosis (1)
@ac insufficiency (1)
Colit)
Connective tissue disedse (
Cushing syndrome (1)
Depressibh (
Diarrhea (3)
Digpia (1)
Drowesin(2)
Dyspepsia (1)
Encephalopathy (1)
Eruption (1)

Extrapyramidal syndrdmEdcal incontinence (1)

Fungal infection (2)
General physicetiedioration (1)
Haemorrhage (3)
Hematuria (1)
Hepatic lgyis (2)
Hatjpis (2)
Hypethilnemia (3)
Hypercapria (
Hypaiaophilia (1)
Hyperkaler(iia
Hypermagma@ (1)
Hypergpimatemia (1)
Hypoalboemia (1)
Hypodermiti¥ (1
Hypomagnesemja (1
Hypopitusari(1)
Hypoxemia (2)
lordcsorder (1)
Leucopenia (2)

Macrophage Activatiomn8yome (1)

Metabolioutote (1)

Nasal pp$/(1)

Myasthenia (1) Myelodysplastic syndrome (1)
Myocardial infarction (2) Myopathia (1)
Nausea (1) Nephrotic syndrome (1)

Neuroleptic gmaint syndrome (1)
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Neuromuscular trouble (1)  Neutropenia (1) Olig\{tin

Osteoporosis (1) Pancreatitis (2) Pericarditis (2)
Pleuresia (1) Polycythemia (1) Psychotic disordgys
Pulmonary edema (1) Raynaud syndrome (1) Reriatda(4)
Respiratory distress (2) Rhabdomyolysis (1) Risrit)

Sarcoidosis (1) Seizure (1) Specific antibody (1)
Tendinopathy (1) Thrombocytosis (1) Thrombopetia (
Thrombosis (2) Thrombosis hazard (3) Thyroid dise@®)
Urticaria (1) Uveitis (1) Vasculitis (1)
Vomiting (1) Water-electrolyte imbalance (1)

Figure 17. List of outcomes extracted from the SPCs

3.2.3. Tracing of SPC Outcomes in this work

The appearance of the outcomes listed above hae tivaced in the data. This is
possible through different ways with respect todagegory defined before.
SPC clinical outcomes:
- Properties:
o Most of them can be defined by means of ICD10 sode
o Some of them can indirectly be traced by meanslmbratory results.
For instance, a hemorrhage under Vitamin K Antagjsnis strongly
linked to an increase of the INR, and might bediokd by a decrease
of the Hemoglobin blood level.
o Some of them can be traced as drug administratiemisinstance, a
hemorrhage under VKA is often followed by a Vitamik
administration.

- Implementation:
o ICD10-related outcomes cannot be usedis Indeed, the diagnoses
are encoded retrospectively at the discharge ofpttesnt, and the
ICD10 codes are provided without any date. As aequence, it is not
possible to know if a diagnosis such as “hemorrhagéhe reason of
admission or a side effect that occurred during hbspitalization.
Most of the time, it is the reason of admission.

0 As much as possible, clinical outcomes are tragdlatto laboratory-
related signals or into drug-prescription-relatigphals.

SPC laboratory-related outcomes:
- Properties: these outcomes can be objectified by a deviatiotaboratory
results
- Implementation: all the paraclinical outcomes that are traceallethe
laboratory results of the dataset are taken intcowat. Some of these
outcomes are traced by means of combinations aérabyparameterse.g.
pancytopenia is the combination of anemia, leucapand thrombopenia.

The use of outcomes that are traced through abiitieeain lab results (e.g.
hyperkalemia) or specific drug prescriptions (esjpecific antidote) presents multiple
advantages:

- The values are measured several times and théedethronology is available
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- Many laboratory parameters are nearly systemagicalasured at least once,
especially in some diseases or drug intakeg,the INR when a patient is
under Vitamin K Antagonists

- They are sensitive to changes induced by drugs
- They are objective

On the other hand, thresholds have to be definethbmratory results. For instance,
in this work a hyperkalemia is defined as a potamsvalue higher than 5.3 mmol/l.
Too low a threshold would result in many false pwesi(i.e. cases that are not
considered as ADEs by experts), and too high astimld would result in too few
cases, so that ADE detection rules cannot be desedvby data mining. The
thresholds are defined empirically, reaching a enosgas within a committee of 3
physicians of the project and 2 pharmacologists afgnot part of the project. The
thresholds are embedded in the name of the effect.

Finally, 83 outcomes out of the 228 initial outconte can be traced within the
present work. Those 83 outcomes are traced througb6 different variables.
Several distinct outcomes in the SPC database eamabed by means of only one
variable in the present work. Two examples arerglvelow:

- The variable Hyperbilirubinemid takes into account 3 different outcomes in
the SPC databasebifirubinemia higher than twice the normal upperuoal’,
“hyperbilirubinemid and “jaundicé.

- The variable Hypoxemid takes into account 2 different outcomes in th&€SP
database:drterial hypoxemiaand “PO2 < 60 mm Hg at re’st

As a result, 37% of the SPC outcomes can be trad#un the present work. The
variables that are used are listed in Table 13s Timitation is not due to the method
that is used, but is due to the available data.ifgiance, in the future, as soon as the
electrocardiographic results are routinely avaédaibl a database, we will be able to
trace 14 additional outcomes.

Table 13. List of outcomes that are traced in theata

Anemia (Hb<10g/dl)

Bacterial infection (detected by prescription ofiliotic)

Diarrhea (detected by prescription of an anti-dlieat)

Diarrhea (detected by prescription of an antiprspel)

Fungal infection (detected by prescription of aaysc antifungal)
Fungal infection (detected by prescription of goisdvin)

Fungal infection (detected by the prescriptionazfall antifungal)
Hemorrhage (detected by a prescription of haemo}stat

Heparin overdose (APTT>1.23)

Hepatic cholestasis (alkal. phosphatase>240 Ublloubins>22 pmol/l)
Hepatic cytolysis (alanine transa.>110 Ul/l or atgia transa.>110 Ul/I)
High a CPK rate (CPK>195 UI/I)

Hypereosinophilia (eosinophilocytes>109/1)

Hyperkalemia (K+>5.3 mmol/l)

Hypernatremia (Na+>150 mmol/l)

Hypocalcemia (Ca++<2.2 mmol/l)

Hypokalemia (K+<3.0 mmol/l)

Hyponatremia (Na+<130 mmol/l)
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Increase of pancreatic enzymes (amylase>90 Ulibase>90 Ul/I)
Neutropenia (count<1500/mma3)

Renal failure (creat.>135 pmol/L or urea>8.0 mmol/l
Thrombocytosis (count>600,000)

Thrombopenia (count<75,000)

VKA overdose (detected by a prescription of vitahdjn

VKA overdose (INR>4.9)

VKA underdose (INR<1.6)

Acetaminophen overdose (detected by prescriptidwatetyl-cystein)
Digitalis overdose (detected by the prescriptioamtidote)
Digitalis overdose (digoxinemia>2.6 nmol/l)

Drug overdose leading to methemoglobin formatiaetédted by the prescription of antido
Drug overdose leading to sulfhemoglobin formatidetécted by the prescription of antido
Glaucoma (detected by the prescription of antighaues miotic)
Hyperalbuminemia (albuminemia>60 g/l)

Hypercalcemia (calcemia>2.6 mmol/l)

Hypocapnia

Lithium overdose (to high a lithium rate)

Opioids overdose (detected by the prescriptiomttiate)
Pancytopenia

Acidosis (pH<7.35)

Alkalosis (pH>7.45)

Cardiac failure (detected by prescription of catmiac agent)
Delirium (detected by the prescription of an antgb®tic)

Gastric ulcer (detected by the prescription oftdR}i

Hypercapnia

Hyperglycemia (detected by the prescription of limsanalogue)
Hyperglycemia (glycemia>15 mmol/l)

Hyperthyroidism (T4>160 nmol/l or fT4>22 pmol/l ®8>3 nmol/l)
Hypoalbuminemia (albuminemia<30 g/l)

Hypoglycemia (glycemia<2.8 mmol/l)

Hypothyroidism (T4<60 nmol/l or fT4<12 pmol/l or €3 nmol/l)
Hypoxemia

Inflammation (CRP>12 mg/l or VS1>50)

Leukocytosis (leukocytes>15.109/1)

Leucopenia (leukocytes<3.109/1)

OEdema (detected by the prescription of diuretic)

Seizure (detected by the prescription of intraveremticonvulsive)

e)
te)

3.3. Evaluation of the clinical impact of ADEs

Adverse Drug Events cannot consist only of biolabiabnormalities because the
definition describes effectwhich [are] noxiousto the patients [EC 2001]. For that
reason, it is necessary to find some ways to askesdinical impact of the ADE we
might be able to detect, such as death, highethHeofystay, change in medication

management, etc.
The main idea is that some variables could helputmmatically assess the clini

cal

impact of adverse drug events. In order to idergifgh variables, 90 hospitalizations
with adverse events are reviewed by physicianst@ssby a computer scientist. The
experts are asked to review carefully the stays tandescribe in what ways the
various observed outcomes could have consequemcdéiseopatient or on his stay,

such as “death”, or “longer hospitalization”.

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records

Emmanuel Chazard, PhD Thesis Page 72 of 262



The physicians are asked to answer the followirgstians:
- How did you notice the consequences of the adwarset?

- Is it possible to generalize those criteria? Waowe aggregated variables be
useful for that?

As an example, three clinical cases of ADEs, ared dbrresponding variables are
presented in Table 14, Table 15 & Table 16. Thelted this procedure is followed
up and generalized on every available variable.

Table 14. First example of ADE case and inferred vable

Clinical case (ADE) Mr. X had been admitted for phlebitis, treated aidcharged. The
treatment wasn’t well adapted. The patient bled lzendi to come back tw
days later.

|=)

What anomaly is

visible in the EHR? The patient had to come back two days later

What variable(s) could | dunh=delay up to next hospitalization

be useful? In present caséunh=2.

dunheinfinity if the patients never comes back.
Examples of possible | Binary use: ifelse{unh< arbitrary_threshold; 1; 0)
uses of the new ifelse@duntx defined_quantile; 1; 0)
variable(s)

Quantitative use: 1d(nht+1)
equals 0 if the patient never comes back

Table 15. Second example of ADE case and inferredniable

Clinical case (ADE) Mr. Y had been admitted for appendicitis and diedags later from
grand mal status epilepticus.
What anomaly is . . T
visible in the EHR? The patient had been admitted for appendicitisdied
What variable(s) Death{0;1}, in present cas®eath=1.
7 | could be useful? DRG{d1; d2;...; dk}, in present caseRG=di.
g Expected death knowing the DRGexp_death P(Death DRG=di)
g Examples of Binary use: death
possible uses of the ifelse(exp_death<0.05 & death=1; 1; 0)
new variable(s) Quantitative use: ifelse(death=1; log(exp_death); O
ifelse(death=1; log(exp_death); log(1-exp_death))
What anomaly is The patient had been admitted for appendicitisdnaibuntered a grand
visible in the EHR? | mal status epilepticus
What variable(s) Medical specialty of 3 principal diagnosis,
o | could be useful? in the present caddS,="digestive”.
© Medical specialty of % principal diagnosis,
g in the present ca$dS,= “neurology”.
Z Number of different medical specialtieNMS=2.
E())(gsmt?lfs soés of the Quantitative use: ~ NMS
ible u . .
gew variable(s) Binary use: ifelse(NMS>1; 1; 0)
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Table 16. Third example of ADE case and inferred wgable

Clinical case (ADE) Mrs. Y encountered a vitamin K antagonist (VKA) ocdese due to a

pharmacokinetic interaction. The INR rose up to The VKA was
discontinued and a dose of vitamin K was admingster

What anomaly is A dose of vitamin K is administered to a patientowh under vitamin K
visible in the EHR? antagonist.

What variable(s) could | vitaminK{0;1}: =1 if the patient is under VKA and is administered

be useful? vitamin K with date of administration > 2 days

from the admission
= 0 in other cases

Examples of possible
uses of the new Binary use: use the variable as is

variable(s)

The main output of this task, which is presentedugh three examples, consists of a

list of variables that can be used to assess theall impact of ADEs. The variables
that are constructed this way are automaticallgelafor each potential ADE case.
Some examples of such variables are detailed irRésult chapter, in sectioh4
(Evaluation of the ADE detection: preliminary resuibn page 111.

3.4. Data mining: a five-step procedure

A five-step procedure is followed (Figure 18) [Caax 2009 (2-3)]:

1.

Data are transformed into events: the native detacamplex (thousands of
codes, repeated measurement of various laboratogmeters, etc.). They are
transformed into binary events. This point is dssad in section5.2

(Discussion of the methodh page 139. Those events can happen or not.

they happen, they have a starting date and a stgpuiaite.

The events are qualified as “potential cause of AD&t “potential events of

ADEs".

Statistical associations between conditions andamiés are automatically
discovered by means of decision trees and assutiatiles. At this stage,
associations do not necessary mean ADE. For instarccould find “age>90

& renal insufficiency => too long stay”.

The associations are filtered and only the asdoomtthat contain drugs in
their list of causes are kept.

The rules obtained in this way are validated aganademic knowledge and
are tuned during validation sessions with experts.
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Step 1: transform the data ' |||| m A . » @
into events ‘ i | |I| A 0
Step 2: qualify the events as @ @-?}@
“potential cause” or “potential effect”
Step 3: find statistical associations —}
between causes and effects
Step 4: filter the associations, keep S =—P @
probable ADEs - (@

o—>@®

Figure 18. The 4 first steps of the procedure to §h” ADEs

There are important differences between the prgs@aedure and usual supervised
rule induction. Supervised data mining methodsrofedy on a simple idea:

* The observed effect is known: the group with outeoADE=1) and the
group without outcome (ADE=0) have already beentified.

* A large set of potential conditions is availablegda statistical method is used
to find the most relevant conditions. The apprdprimmethods are used to
explain the outcome by some of the conditions.

The approach is different in the present work, dhe classical rule induction
procedure is not usable, mostly becatleoutcome is not identifiedobody flagged
the cases as “normal” (ADE=0) nor “abnormal” (ADB=&nd our objective is to
avoid a time-consuming staff operated review. Ourcedure can be described as
follows:

e The data are transformed into events. Some of tlemte are flagged as
“potential ADE manifestation”, for example the oo@nce of hyperkalemia.

e Supervised data mining methods are used to linkitev® potential ADE
signs.

* The results of the rule induction are sets of comwl that lead to the
outcome, but not sets of conditions that lead t@\BE. The patterns that are
discovered require a lot of care in the interpretatand the rule filtering
operations are very important. The cases must\bewed in order to identify
the participation of the drugs in the observed ownmes, in relation to the
underlying conditions of the patients. For instanaedrug might be the
consequence of a chronic disease, and the outcagie be the consequence
of that disease and not of the drug itself. Howgirethat example, statistical
methods will highlight a participation of the drugthe outcome: there is a
statistical link but there is no causal relatiopshi

Each one of those steps is described in a dedicaetion hereafter (see sections
3.4.1,3.4.2,3.4.3,3.4.4 &3.4.5).
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3.4.1. Step 1. Transformation of the data into even t (data
aggregation)

3.4.1.1. General principle

The extracted datasets fit an 8-table relationakes®. But such a data repository
cannot be used for statistical analysis:

* No statistical method can deal with an 8-table dateeme

* The encoding systems produce too many classes:t d¥000 codes for
ICD10, about 5,400 codes for the ATC, and thousarfidifferent laboratory
parameters for lab results. Many codes have corblgameanings (e.g. a
hypoxemia can be observed from the oxygen bloodspre or the oxygen
saturation of hemoglobin) and some laboratory atiesaesult from several
laboratory parameters (e.g. metabolic acidosis).

* Some variables have repeated measurements thrdutifeoinospitalization,
e.g. laboratory parameters (a red blood cell caant be measured 20 times
during the hospital stay, returning normal, too lomtoo high values) or drug
prescriptions (a specific drug can be prescribadawer day), etc.

Aggregation engines are developed in order to foams the available data into
information described as sets of events (Figure. ¥)r each kind of data
(administrative information, diagnoses, drugs, fabmry results), a specific
aggregation engine is developed and fed with aipeaggregation policy. Each
policy is described by means of XML files outsithe tengine, making it possible for
several persons to work in parallel to improvedlggregation phase. The aggregation
engines enable to get a table that describes #@®in terms of many binary fields.

3- Diagnosis
“‘--""l-..... 3-1 Keys
e '~.,.. 3-2 Diagnosis
'o’ L
,"’ 2-Steps or the stay .
o 2-1 Keys .
N 2-2 Medical units
< 2-3 Misc.
:' 5- Drug prescriptions
: 5-1 Keys
: 5-2 Drugs
: 6- Lab results
6-1 Keys
6-2 Lab results
1-Stays
1-1 Keys
1-2 Patient Aggregated stays flat table
1-3 Intensive care Medinfo | Diag | Lab | Drug
1-4 Medical units
1-5 Dates, duration
1-6 Misc.

Figure 19. Aggregation engines and mapping policies
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Classical statistical analyses rely on associatmetseen different variables that are
considered astable statesThis is true in some cases (e.g. a patient resreaiman or
a woman throughout the hospitalization) but mosterofit is false (e.g. a
hypoalbuminemia, potential cause of some ADEs, trogly exist at days 5, 6 & 7 of
a 20-day-long stay). The engines transform dataenments. For a given hospital stay,
events can have one of the two following valuegyFa 20):

* 0: the event doesn’t occur

« 1: the event occurs at least once. In that case characterized by its starting
date and stopping date.

This transformation enables to describe five pagters shown in Figure 20.

(A), (B) (O
i 1 p— e e S
O —— 0 -------------- O .......... ——
L stime L time > 5 »time
(D)
1 ..........
(o) I S
> time Case Status Start  Stop
2 A 0 - -
(E) B 1 -inf_ +inf
] pe— e C 1 2 6
D 1 2 +inf
e — E 1 inf_ 6
5 »time

Figure 20. Different possible shapes of the events

3.4.1.2. Aggregation of the diagnoses

The mapping policy of the Diagnoses consists otigiog together similar codes. It
mainly takes into account chronic diseases sudh@amsiic renal insufficiency, hepatic
insufficiency, some chronic infections, some neegeherative diseases, etc.

The referral diagnosis would be an interesting ,dai in some countries such as in
France, it is not formally encoded, although @évsilable as free text.

The complete mapping process is described in thesmg sections ofAppendix 4:
Description of the output of this work (use of XML files)

- Section12.3 (How to implement the rules for a prospective (tissnsactional
use of the CDSS)®n page 212

- Section 12.4 (How to implement the rules for a retrospectivee us
(retrospective use of the CDSS, dashboards, cordeleomputation)?pn
page 214

3.4.1.3. Aggregation of the administrative informat  ion

The available administrative information is alsopped into events. The complete
mapping process is described in the following sestiofAppendix 4: Description of
the output of this work (use of the XML files)
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- Section12.3 (How to implement the rules for a prospective (tissnsactional
use of the CDSS)®n page 212

- Section 12.4 (How to implement the rules for a retrospectivee us
(retrospective use of the CDSS, dashboards, cordel€eomputation)?pn
page 214

3.4.1.4. Aggregation of the information about drug
administration

The aggregation of the drugs administered is &xgtlained through an example, and
then general principles are detailed.

Example of data aggregation
As an example, let's examine the aggregation @ehiifferent drugs:
- Heparin, that matches the category “Heparin”

- Warfarin and Phenindione, that both match the aatedVitamin K
Antagonist (VKA)”

The drugs are taken into account since they areréstared at least once.

The drug aggregation engine generates in this ebeathfinary variablesheparin
andvit_K_antagonistThose variables are accompanied by starting daitestopping
dates when their values are set to 1 (Figure 2il}his example, as Warfarin and
Phenindione both match the same category, thegratged together.

- No administration of heparin

- Administration of warfarin (W) Event (drug)  Status Start Stop

- Administration of phenindione (P) [REIERE Heparin 0 - -

W \ Events _ P )

Pl Vit.K antagonist 1 0 6
0 3 &6 "time

Figure 21. Example of administered drug aggregationanticoagulant drugs

General principles

The definition of the drug mapping policy is an ion@ant work. In the present work,

the ATC classification is used to map the drugd.tBe ATC classification also offers

a way to rank the drugs into a tree. Like many dragsifications, this tree is mainly

based on theherapeutic indicationof the drugs. It couldn’t be used for the drug
mapping: the ADEs are not related with the intemtad the prescriber, but with the

intrinsic properties of the drugs, those propertesng either pharmacokinetic or

pharmacodynamic.

The following example (Figure 22) shows that thetgcsalicylic acid (e.g. in aspirin)
is ranked into 8 different ATC codes, those codei@ ranked into 5 different
chapters of the ATC. But whatever the therapeutitication, the pharmacodynamic
properties of the Aspirin are always the same: -iafitammatory, pain Kkiller,
antipyretic, platelet aggregation inhibitor; and thharmacokinetic properties still
remain the same, due to its acidity. As a consezspieome ADEs are shared by all
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those available forms of Aspirin, despite therapeundications (and thus the ATC
chapters) being different: gastric ulcer, hemorehagnal failure, overdoses of other
drugs, etc.

A alimentary tract and metabolism
& AO01AD other agents for local treatment
% A01ADOS ...aspirin...

B blood and blood forming organs
Y BOLAC platelet aggregation inhibitors
% BOLACO6 ...aspirin...

C cardiovascular system
% C10BX (...) other combinations
b C10BX01 & C10BX02 ...aspirin...

M musculo-skeletal system
% MO1BA anti-inflammatory
% MO1BAO3 ...aspirin...

N nervous system
b NO2BA salicylic acid and derivatives
% NO2BA01, N02BA51, NO2BA71 ...aspirin...

Figure 22. Different positions of the Acetyl-Saliclic acid (Aspirin) in the ATC classification

Conversely, Rifampicin and Isoniazid could be rahkdo the same category as they
are both antibiotics used for the treatment of tablesis (Figure 23). But the first is a
liver enzyme activator, and the second is a liveayee inhibitor. As a consequence,
they may have opposite contributions to various ADE

J antiinfectives for systemic use
% JO4A drugs for treatment of tuberculosis
% JO4AB Antibiotics
% JO4ABO02 Rifampicin
% JO4AC Hydrazides
% JO4ACO1 Isoniazid

Figure 23. Places of Rifampicin and Isoniazid in th ATC classification

For all those reasons, it is necessary to desigmstomized drug classification. This
classification aims at describing both pharmacodynaand pharmacokinetic

properties of drugs, whatever their therapeutigcatibn. Taking into account those
properties leads to a redundant classification:iverg drug can match several
properties at the same time (Figure 24a). Moreawvdrierarchical redundancy is also
useful (Figure 24b), making it possible for thetistecal data-mining methods to

automatically select the group or subgroup thatimepes the statistical link between
causes and probability of ADE.
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Transversal redundancy: Hierarchical redundancy:

leptics uberculosis

Antibiotics
Beta-
lactamins Macro-
Hepatic lides
arbama R 3
. ) enzyme
zepine ) .

__~ activators

Figure 24. Transversal and hierarchical redundancyof the classification

The complete mapping process is described in thewimg sections ofAppendix 4:
Description of the output of this work (use of XML files)

- Section12.3 (How to implement the rules for a prospective (tssnsactional
use of the CDSS)®n page 212

- Section 12.4 (How to implement the rules for a retrospectivee us
(retrospective use of the CDSS, dashboards, cordeleomputation)?pn
page 214

3.4.1.5. Aggregation of the laboratory Results

The aggregation of laboratory results is first expéd through an example, and then
general principles are detailed.

Example of data aggregation
As an example, let’'s examine the aggregation oflakoratory parameters:

- The digoxin level in the blood: Digoxin is a drugat is used for the treatment
of cardiac insufficiency. Unfortunately overdoses iequent and dangerous,
that is why its level is frequently measured:

o itis considered as “too high” over 3 ng/ml (hypgguokinemia)

- The potassium level in the blood: potassium is &ttelyte. In some
circumstances its concentration in the blood may @t of the normality
range. Unfortunately, those variations may lealétioal cardiac arrhythmias:

o itis considered as “too low” under 3 mmol/l (hypddmia)
o itis considered as “too high” over 5.3 mmol/l (leykalemia)

Thanks to boundaries, those 2 parameters enabtkeftoe 3 different anomalies.

Those boundaries can be wider than the laboratenalureference intervals: the
thresholds have been defined in order to catchrédbry value anomalies that have a
high probability to lead to clinical symptoms, atuations that are assumed to
endanger the patient.

In that example the aggregation engine generatesbi®ary variables:
hyperdigoxinemiahypokalemiaand hyperkalemia Those variables are accompanied
by starting dates and stopping dates when theiregatre set to 1 (Figure 25). LOCF
(Last Observation Carried Forward) is used to pukate the available values.
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- No assessment of digoxinemia
- Assessments of potassium: Event (lab) Status Start Stop

BECROA | HYperdigox. 0 - .
”thrma- AWy |Hyperkaliemia 1 2 6

range Hypokaliemia 0 - -

Figure 25. Example of laboratory result aggregationthe Digoxin and Potassium values of a stay

General principles

All the different laboratory parameters that araikable in the data of the various
hospital partners are examined. The list of thennsgndromes that those parameters
could help to detect is defined. Finally, a mappgigle is designed, comparing:

- the reference interval that is declared in the bgtaach laboratory

- the reference interval of each parameter that @fobnd in the literature,
taking into account the threshold beyond/above wilmical symptoms may
appear

- the observed distribution of the values contaimethe datasets (with respect
to the observed diseases of the patients)

Finally, for a given syndrome, several theoretitaboratory parameters can be
involved. E.g. the “pH” and the “base excess” cathlbe used to diagnose acidosis.
Moreover, for a given laboratory parameter, seveiféérent real-data parameters can
be used. E.g. either NPU12474 or NPU12491 IUPAC:sarhn be used to measure
the “pH”. For a given parameter, several IUPAC codeight exist to render the
measurement method that is used but also the warais that can be used. The
ranges that are defined must take into accourdiffexent units that are used.

The complete mapping process is described in thesmg sections ofAppendix 4:
Description of the output of this work (use of XML files)

- Section12.3 (How to implement the rules for a prospective (tissnsactional
use of the CDSS)®n page 212

- Section 12.4 (How to implement the rules for a retrospectivee us
(retrospective use of the CDSS, dashboards, cordel€eomputation)?pn
page 214

3.4.1.6. Synthesis of the data aggregation

Diagnoses:
The 18,000 ICD10 codes are aggregated into 48 aagsgof chronic diseases.
Administrative information:

The various administrative and demographic fields aggregated into 15 different
variables.

Drug administrations:

The 5,400 ATC codes are aggregated into 250 drtegodes. Those categories are
designed to be redundant: they enable transveasagj@ries such as “hepatic enzyme
inhibitors”.  The classification has to consider phacodynamics and
pharmacokinetics, although most of the existingssifecations are based on
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therapeutic indications. Drug discontinuation isoalraced as a potential ADE cause,
the number of variables is then 500.

Lab results:
The laboratory results are aggregated into 35 &boy signals.

The data aggregation produces one dataset per ahedipartment. In each dataset,
588 variables can be usedcasmditionsto explain 56 different outcomes.

3.4.2. Step 2: qualification of the events as “pote  ntial condition”
or “potential outcome”

An informal analysis is first performed: in the dahble data, some can be identified
as “potential condition of an ADE” and some othass “potential outcome of an
ADE”. Table 17 shows examples of classifications.

Table 17. Examples of information classification: ptential condition / potential outcome

Kind of information Ex. of potential ADE condition Ex. of potential ADE outcome
ﬁ?(;r:mggantlve Age, gender Death, too long stay
Diagnosis Chronic renal insufficiency Hemorrhage at the middle of the stay
Lab results Admi_ssion with Hyperkalemia at the

too high an INR middle of the stay
Drug prescription Vitamin K antagonist Specific antidote

Finally by means of the data-to-events transforomatiit is possible to simply
consider that all the events that occur after thBept's admittance are potential
outcomes.

Example of theLaboratory Results

In the previous example (Figure 25 on page 81)ypetkalemia (too high potassium
level) occurs from the™ day (included) to the"6day (included). As the potassium
level is assessed, two binary variables are gesgbriat the datasetyperkalemia
(which is true in this case) arypokalemia(which is false in this case). They both
can be used as conditions and as outcomes:
* Hyperkalemia(in this case: equals 1 from day 2 to day 6):
1. Hyperkalemiais able to be an outcome with value=1. All theeotavents
that occur before day 2 will be candidate to expthat outcome.

2. Hyperkalemiais able to be a condition for every outcome thetuo
between day 2 and day 6.

* Hypokalemig(in this case: equals O all along the stay):

1. Hypokalemiais able to be an outcome with value=0. All theeotavents
will be candidate to explain the absence of outcommatever their date.

2. Hypokalemiais able to be a condition with value=0 for evetaome,
whenever it occurs.

This approach has two important advantages:
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e A statistical association doesn’'t have any directiBut taking the dates into
account prevents cause-to-effect relationship sigar Events that are
posterior to the outcomes cannot be interpretecbaditions. Events that are
anterior but too far from the outcome are not takém account.

e OQOutcomes can become conditions in their turn. Tégproach makes it
possible to consider aADE domino effect A domino effect is observed
when a first reaction leads to an outcome, and th@tome (alone or in
combination with other factors) induces anotheconte. For instance:

first drug A & age>70> acute renal failure
thenacute renal failure & drug B hemorrhage

3.4.3.Step 3. statistical associations between pot ential
conditions and outcomes

The previous steps enable to identify potential A@aditions and potential ADE
outcomes. The aim of statistical analysis is therdéentify some links between (the
combination of) potential conditions and potenbatcomes. A result of the section
1.3 (State of the Art in Data Miningon page 18 is the choice of decision trees and
association rules for that purpose. This choicgoise with respect to the type of the
available data, and the expected output, whichsest &f rules.

Decision trees are an important part of medicalsorang [Dzeroski 1996].
Fortunately many statistical methods enable to gcedhem. Decision trees and the
CART method [Breiman 1984, Fayyad 1996, Lavrac 199Qinlan 1986, Ripley
1996, Zhang 2001] are used by means of the RPARKaga of R [Therneau 2007, R
2008]. Association rules [Agrawal 1993] are alsedis addition to decision trees.

Decision trees and association rules enable totifgdeseveral decision rules
containing 1 to K conditions such as:

IF( condition_1 & ... & condition_K) THEN outcome rhigoccur

Each rule is characterized by its confidence (bpprtion of outcome knowing that
the conditions are matched) and its support (2pgnton of records matching both
conditions and outcome). In addition, the relatisgk is computed (3: probability of
the outcome knowing that the conditions are metiddd by the probability of the
outcome knowing that the conditions are not met) anFisher’'s exact test for
independency between the set of conditions andutmme is performed.

Those statistics are not only provided by the methdut recalculated afterwards.
Indeed, those methods do not natively take the tiomstraints into account. Decision
trees could conclude “drug A & lab result3 outcome C” although the 2 conditions
and the outcome are not compatible with respetitdachronology. But once the rules
are available, we are able to compute again thos#stges by integrating time
constraints.

Confidence = P( outcome | conditionl..n condition_K) (1)
Support = P( outcome condition_1n...n condition_K) (2)
Relative risk _P(outcomd condition_1n ...n condition_K) (3)

P(outcomg condition_1n ...n condition_K)
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Decision trees and association rules are autontigtieanched for each outcome in
each hospital and each medical department. Thoasandiles are provided by both
methods.

3.4.4. Step 4. filtering of the associations

Thousands of rules are generated, and reliablistatatare computed afterwards due
to the complexity of time constraint integratiom &ddition, hopefully the most
probable reasons why outcomes occur are in relatitim the patient's underlying
conditions rather than with the medication managem&s a consequence, most of
the rules that are discovered deal with the effédiseases rather than the effects of
medication. For those reasons, the rules requike tautomatically filtered according
to the following criteria:

e The rule must contain at least one of the followewgnt types as a condition:
1. one drug,
2. or one drug discontinuation,

3. or one laboratory parameter that is implicitly kakto a drug (e.g. INR for
vitamin K antagonist, digoxinemia for digoxin...)

e The rule must increase the prevalence of the owtcom
relative risk > 1

* The rule must lead to a significant Fisher’s exast for independency
between the set of conditions and the outcome leaat one place (the rules
are discovered separately in every medical depat)me
p value < 5%

In addition, an automatic modification of conditsorelated to the age of the patient is
performed: the thresholds used for the age arevattcally rounded off to a multiple
of 5 years. This simple modification enables to seenduplicate rules.

3.4.5. Step 5: validation of the rules

Several technical meetings are organized with @gpehysicians, pharmacologists,
pharmacists and statisticians. The rules are examby the experts and validated
against summaries of product characteristics afiography. That review uses
several drug-related web information portals [Preronama 2009, BDAM 2009,
Thériaque 2009], Pubmed referenced papers [Pubi®@d],2and French summaries
of product characteristics provided by the Vidah@any.

During this review, the experts may suggest differaodifications: queries to check
what the pathological context of the cases is, whdt the drugs involved precisely
are, or tuning of the rules, to test different s&sor subclasses of drugs. Sometimes,
rules are manually enforced in agreement with anat&nowledge in order to test
some hypothesis.

Finally, the rules are reorganized: the conditiohgach rule are characterized using
one of the following types:

* Subgroup conditions help defining a subgroup that is used as the epter
group for some statistic computations, such aselagive risk.

» Cause conditionsare those that are explained in the commentseofuie.
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« Segmentation conditionsdo not explain why an outcome occurs, but have an
Impact on the statistics that are computed.

Those kinds of conditions are explained hereatfter.

The cause conditionsre the most common conditions. A rule has at leas “cause
condition”, quite often there are only “cause coioais”.

The subgroup conditionsare used when it makes no sense to considereatettords
at the same time: doing so could lead to overesitigdéhe value of the relative risk
for a given rule.

Let’s imagine a rule and its basic statistics:
VKA & drug_X-too high INR (VKA=vitamin K antagonist)
confidence = P(too high INR | VKA drug_X) = 10%
prevalence = P( too high INR) = 1%
relative risk = confidence / prevalence = 10
Fisher’'s exact test p value = 0

A fast interpretation of those statistics coulddlida the following conclusion: “the
risk of having too high an INR is multiplied by 1hendrug_Xis administered”.
This is false because it makes no sense to useptiieol group that is implicitly used
here: the control group isnd (VKA and drug_X) which means io VKA or no
drug_X. But it is well known that the probability of eogntering too high an INR
without intake of VKA is very weak and has no irtgrin the field of ADE detection.
The solution of this problem is to consider thatorder to discover causes of INR
deviations, only the patients who are under VKAatmeent have to be used to
discover and evaluate the rules. This is what vlec¢&subgroup conditions”.

Considering that VKA’ is a subgroup condition, the statistics becomeaKges
appear in bold):

VKA & drug_X-too high INR (VKA=vitamin K antagonist)
confidence = P(too high INR | VKA drug_X) = 10%
prevalence = P( too high INRVKA) = 10%

relative risk = confidence / prevaleneel

Fisher’'s exact test p valuel

In that example, the rules cannot be validated amgnas the Fisher's exact test p
value is not significant anymore.

In the rules generated in this work, the followsupgroups are systematically used to
correct the statistics:

- “VKA” is used as “subgroup condition” (and is matyadded if necessary)
as soon as the outcome is one of the following:

0 “too high an INR” (VKA overdose, risk of hemorrhgge
0 “too low an INR” (VKA underdose, risk of thrombokis
o ‘“vitamin K administration” (probable sign of VKA avdose)

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 85 of 262



- “"Heparin” is used as “subgroup condition” for thet@me “too long APTT”
(Heparin overdose, risk of hemorrhage)

- When the outcome is “hyperkalemia”, two subgrougssystematically mined
separately: patients with renal failure and pasenthout renal failure.

- Finally, in most cases, when the outcome is a @seref blood cell count
(thrombopenia, anemia, neutropenia), the only destdgroup is made up of
patients without any ICD10 code of malignant digeas

In all those cases, the “subgroup” approach previtiet false discovery of rules.

The segmentation conditionsare conditions that can modify the probabilitytioé
outcome. They are systematically explored. Thefmd®n helped to improve rule
management by reducing overlap and void spacesleingmting such conditions
(when justified) also helps to reduce over-alertibigre is a simple example of 2
rules:

drug_X & age70 => renal failure

confidence=15%

explanation: drug_X can induce renal failure
drug_X & age<70=> renal failure

confidence=3%

explanation: drug_X can induce renal failure

The explanation of the rules is exactly the sanu,far a given stay zero or one of
those rules will fire, providing a more reliablendiolence.

3.5. Central rule repository

A central rule repository is built. The aim is toogp together rules from various
origins through a common format, and to automdticakecute and test all the rules
in all the available datasets.

3.5.1. Knowledge integrated in the Central rule rep  ository

The central rule repository is fed by different sms:

e Automatic rule production from the Denain hospi(e) and the RegionH
hospital (Dk), using data mining (decision treesd amssociation rules)
[Chazard 2009 (2)].

e Manual transformation of rules coming from foreigources: academic
knowledge from the SPCs (provided by the Vidal Camyp and scientific
articles (presently Jah et al.)

The different sources of rules are explained hezeaHow the rules are stored and
what they are used for are also described.

Each of the various sources of ADE rules has ite olaracteristics. A comparison is
provided in Table 18. It seems that an efficierle nepository should incorporate
rules from various sources because of the advasmtyk drawbacks of each method.
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Table 18. General considerations about various soces of rules

Academic Staff operated

Question knowledge record reviews Data mining

Number of rules Very high Low Medium

Need for validation No, already Yes, performed during  Yes, must _be perfo_rmed,
performed before the review but sometimes difficult

Confidence of the rules Not available Computedpeets Automatically computed

Depends on the

Number of the conditions Few (1 or 2) - Variable, potentially high
review, often few

Popplatlon segmentation, No No Yes

confidence optimization

Ability to propose rules when conditions

never occur (e.g. absolute contra- Yes No No

indications)

Ability to describe Yes Sometimes possible No

very rare events

Yes depending on the methods

Ability to find all the interesting (association rules better than

Yes Yes but limited by the

rules of a dataset size of the review .
decision trees)

Time needed to find rules Already available  Vergdiconsuming Quite fast

Time needed to update confidence over Not possible Very time-consuming Very fast

space and times

3.5.1.1. Rules discovered by data mining (decision trees and
association rules)

As described previously, data mining is used in ghesent work to discover ADE
detection rules. Decision trees [Breiman 1984, Bdy}996, Lavarc 1999, Piatetsky-
Shapiro 1991, Quinlan 1986, Ripley 1996, Zhang 200herneau 2007] and
association rules [Agrawal 1993] are used. Thesrale computed separately for each
medical department and are tuned and organized bgnamittee of experts. The
obtained rules associate a variable number of tondito a traceable outcome and
take chronology into account. The conditions careharious natures:

e adrug prescription

» the presence of a group of ICD10 diagnoses
* an acute or chronic laboratory result anomaly
e data about the patient (e.g. gender, age)

» data about the organizational conditions of thephakstay (e.g. admission by
emergency, with a too high INR, on Saturday, etc.)

Advantages:
* The rules can be automatically implemented.
» Confidence (positive predictive value) and suppoetprovided.

« Each rule can consider a variable number of cadis®g, various natures (lab,
drugs, diagnoses, demographic and administrativeahlas, organizational
causes).

* The population is segmented in order to optimize donfidence of the rules
and to decrease over-alerting.

* The rules are contextualized: their confidenceoimputed separately on each
medical department.
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Drawbacks:

* Only events that are not too rare can be obsereeduse a strong statistical
link is required. Rare or unobserved events ardraated.

* Only conditions that are observed can be consideadx$olute contra-
indications should never appear in the output, vewéheir implementation in
a CDSS is mandatory. For instance, if two drugs @etraindicated in
association because of a high probability of outepowe hope we’ll never be
able to observe those drugs in association. As\aemuence we won't be able
to discover such a rule by means of data miningvéd@r, the integration of
such a rule is mandatory in case it would happen.

* Trees are known for their instability in relationthvsampling and for the risk
of omitting interesting rules in case an intereggtocondition always ranks
second in the procedure.

Integration of this knowledge in the repository:

* The rules are implemented without any change irdteerepository. Only the
rules that can be validated by the expert in agezgwith SPCs, drug-related
web information portals or Pubmed referenced asicre used [Morimoto
2004, Chazard 2009, Vidal 2009, Pubmed 2009].

3.5.1.2. Rules from academic knowledge

Vidal S.A. [Vidal 2009] is a French company thabyides information about drugs
and therapeutics. That information is used by atrathd-rench physicians and is also
available in different languages in other countriéglal’s knowledge comes from
official summaries of product characteristics, rdce studies, official
recommendations, literature, and experts’ advicelaké products and services
include drug information, therapeutic guidelinesl @ecision support modules. Being
a partner of the project, the Vidal Company prosittemalized association rules that
are deduced from the summaries of product charsintst Those SPCs are initially
produced by the French national drug agency, thE3¥PS (Agence Francaise de
Sécurité Sanitaire des Produits de Santé) [AFSSARS].

The rules provided by Vidal S.A. describe four tlevels:
» absolute contra-indication,
* relative contra-indication,
e use caution, and
e notice.

The rules are always built as follows: two causesipht together are linked to one
effect. The effect is expressed according to anetgry thesaurus. Both causes can
be of several kinds (but at least one of the camutis a drug or a class of drugs):

e drugs or classes of drugs

e classes of diagnoses

» creatinine clearance lower than a given threshold

e age, gender, pregnancy, allergies, breast feeding...

Advantages:
» That source provides all the “official” informati@nd is exhaustive.
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« Even rare outcomes are mentioned.

» Even conditions that might never occur togetherdmscribed (exhaustive list
of absolute contra-indications).

Drawbacks:
e The number of rules is very high.

e Support and confidence (positive predictive valuef)the rules are not
provided (academic knowledge relies on clinicabl&i and spontaneous
declarations that do not reflect the prevalenceADEs [Morimoto 2004,
Murff 2003]).

* Some outcomes described by the rules are not edéodbe EHRs except in
unstructured free text (e.g. clinical events). Ostme of the outcomes are
usable in this work. For that purpose, a mappirgtbde defined.

» There are only and always two conditions per nuesegmentation.

* There is no contextualization: the knowledge ispaiged to be valuable all
over the hospitals and medical units.

Integration of this knowledge in the repository:
* The rules are first restricted to absolute contdigations.

* The rules are then limited to those where the effean outcome that can be
traced in the database. Some approximations are tdomace some outcomes,
e.g. ‘drug_A => rhabdomyolysis is transformed into drug A =>
hyperkalemia & elevation of muscle enzymes & remalfficiency.

e Only rules that were not already discovered byDh& Mining procedure are
added into the repository.

3.5.1.3. Rules from scientific articles

In a recent paper, Jah et al. published a lisOdadl8rts from the VigiLanz commercial
application [Jha 2008]. Those alerts are rules ase@ of a drug as the cause, and a
laboratory alert. Ten of those alerts are validag@DESs or potential ADES.

Advantages:
* The rules are easy to implement, the outcome e afale.
* Rules have been validated by a staff operated daesrew.
» Confidence (positive predictive value) and suppaxte been computed.
Drawbacks:
* The number of events is low.
* There is only and always one condition per rulerghs no segmentation.
* The rules are not contextualized.
Integration of this knowledge in the repository:
* The rules are implemented without any change indleerepository.

3.5.2. Rule description and storage in the central rule repository
An XML [XML 2009] scheme has been conceived to defhe rules. XML is chosen
because of the following characteristics:
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« XML enables to build semi-structured databasesimptex data scheme with
much cardinality can be defined in a much simpleaywhan by using
relational databases. Any update of the schemasig teo.

« XML can be easily produced by many programs. Rpseriare able to
automatically generate XML in addition to standaydtput (Figure 26).
During the test phase, it was easier to edit the dath only a simple text
editor and to get preliminary results.

* XSL and XSL-FO transformation enable to quickly igasmany kinds of
outputs (e.g. text files, HTML, PDF, and other XMiiles). All the
programming languages are able to load XML datachvis useful when the
computations are too complex for XSLT.

* A unique central repository can then be used teesath our knowledge about
ADEs, including free text comments and bibliograptaferences.

The XML data scheme contains two main parts: (&) ride description (2) the last
available data about rule occurrences on everyep{ggure 27). A more detailed
description of those files (rules, roots of rulescurrences, lexicon, explanations...)
is provided in the Appendix in the sectib®.2 (Rules XML files)

R semi-structured and graphical output

Flat data table 3 ~
’ XML Structured output

Figure 26. Automatic XML output of R scripts
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Figure 27. XML data scheme

All the rules are included in the central reposit@Figure 28) and, whatever their
origin, in a few minutes all the validated rules ¢@ automatically evaluated in every
medical department (Figure 29) [Chazard 2009 (#hht evaluation is important for

several reasons:

- A rule might have been discovered in only one meddiepartment or directly
imported from academic knowledge. It must be euvalllan every other
department.

- The hospitals that don’'t have any CPOE are not @zedule discovery, but
can be used for automated machine evaluation ofrtles and then for
potential ADE detection.

- Some additional statistics are interesting and havee computed. They are
detailed below.

- Time consideration is complex and is partially takato account in the data-
mining discovery of rules. Conversely, the automateachine evaluation of
the rules fully respects time constraints.

The automated machine evaluation of the rules tree90,000 available stays from
all the hospital partners.
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Figure 28. Rules inclusion in the repository
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Rules by medical dept

Figure 29. Automated machine evaluation of the rukein every department

The automated machine evaluation of the rules esatd add knowledge into the
database: rule occurrences. It is possible to ansesxeral questions for each rule,
separately in each medical department. A rule setaof conditions leading to an
outcome, such &; & ... & C,=>0. The questions are:
- Do some hospital stays match the conditions?
number of stays = #(£n ... n Cy)
- Among those stays, do some stays encounter thetexpeutcome?
number of stays =#( @ Cy n ... n C)
support =P(0On Cy n ... n C)
confidence=P(O | Cn ... n C)
- What are the identifiers of the stays that matehdbmplete rule? They will be
used in the case review.
- Is it possible to quantify the strength of the asstoon?
P(O/C,n...nC,)
P(O/(C,n...nC)))
p value of the Fisher’s exact test for independdretyeen the outcome (O)
and the set of conditions{@ ... n Cy)

NB: the computation is less optimistic in some saae discussed in the
section 3.4.5 (Step 5: validation of the rules)

- When the outcome occurs, what is the delay betweenonditions and the
outcome?

relative risk RR=
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median delay between t1 and t2 where
t1: time when all the conditions are met
t2: time when the outcome occurs

- Are those patients similar to others? (Descripsitagistics only)
on the subset @ C; n ... n G, compute some descriptive statistics: sex
ratio, average age, proportion of alcoholism, prajan of renal failure,
proportion of hepatic insufficiency, etc.

- What happens then to those patients? (Descriptatstscs only)
on the subset @ C; n ... n C, compute some descriptive statistics:
proportion of death, average length of stay, etc.

3.6. Conclusion

In the Methodchapter, data extracted from hospitals are minechéans of decision
trees and association rules in order to identifyEA@etection rules. Those rules are
filtered, tuned and validated by Experts. They thien described into a central rule
repository. This rule repository is completed usimdes from the summaries of
product characteristics, and rules from a commeA&ZE detection system. All the
rules are described by using the same formalisnenTthe rules are automatically
evaluated in all the datasets. This enables tonzatioally compute statistics for each
rule in each medical department, and to detecinpiateADE cases.
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4. RESULTS

4.1. Overview of the chapter

A first part of the chapter gives an overview of thata mining results, through some
examples of decision trees (label 1 of Figure &gfisn4.2 of the present chapter).
Then the decision rules that are present in treenepository are described, as well as
the statistics that are computed by means of madmimomated rule evaluation (label
2 of Figure 30, sectiom.3 of the present chapter). Preliminary resultsthe
evaluation of the clinical impact of ADEs are pmaail in sectiond.4 (as this
evaluation is not automated, it is not displayedayure 30). Finally, the web tools
that enable ADE-related knowledge display and cesew are presented through a
use case (label 3 of Figure 30, sectoh of the present chapter). Those tools are fed
by the data of the repository, the rules of theos@pry, and the statistics that have
been computed.

@
Data Mining

Rules/

Figure 30. Breadcrumb trail — Results of data minimy,
rules of the repository and related statistics, wekools

4.2. Overview of data-mining results
Decision trees and association rules are systeafigticomputed in order to explain

each outcome by all the available potential coodgj in every hospital, and then in
every medical departments. Thousands of ruleswdoeratically generated.

Example of decision tree and rule generation
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In the following example the outcome “VKA underdd#dR<1.6)" is followed-up.
When patients are under vitamin K antagonist (VKPdatment, the international
normalized ratio from prothrombin times (INR) isa¢ed in order to evaluate the
treatment. In the case of too high INR, there kK& overdose; the patient could
present a hemorrhage. In the case of too low INBretis a VKA underdose; the
patient is exposed to a risk of thrombosis. A tsegutomatically generated.

The first split of the tree shows that the outcoimemostly associated with the
admission of a patient with too high an INR (riskbbeeding, Figure 31). When a
patient is admitted into the department with toghhan INR, there might be an over-
correction of the treatment and a risk of thrombasi29 % of cases. Elderly patients
admitted with too high an INR and a hypoalbuminesmuia over-corrected in 87 %
cases. Albumin is the blood protein to which VKA=® dinked. Only the unlinked
fraction of VKASs is biologically active. Hypoalbumemia was probably the cause of
the too high INR but it also increases the effelctV&A correction, which was
probably ignored by the physician.
That rule is interesting because it mixes togettmexe kinds of conditions:

» apharmacokinetics condition: hypoalbuminemia

* an epidemiological condition: the age

e an organizational condition: admission with toothamn INR

The patients who are admitted with a normal INRugadnd receive at the same time
VKA and a digestive prokinetic drug have too lowI&iRR in 67 % cases (Figure 32).
Digestive prokinetic drugs decrease the bio-avditglof VKA.

The patients aged less than 76 who are given VKd\lzeta lactam antibiotics have
too low an INR in 60 % cases (Figure 32). Sevantdrpretations are possible: the
antibiotic indicates an infection; infections maycliease hepatic catabolism and
decrease VKA bio-availability. Otherwise, antiba#tidecrease vitamin K production
in the digestive tract, that effect might be kncavnd overbalanced by the physician.
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[ Too low INR during the stay (p=1,08%) |

Too high INR ft the entry?

No Yes
Vitamine K antagonist?
No Yes
0,8%
Prokinetic jrug?
No
0,5% 7,75%
0,
0% 58,3%
Betalactamy antibiotic?
No Yes
4.8% 66,7%
Age >[76.25? o
0,
No Yes 20% 85,7%
2,65%
0 30%
60% 0%
Figure 31. First rule gives p(too low INR during say)=86 % instead of 1 %
[ Too low INR during the stay (p=1,08%) | [[Too low INR during the stay (p=1,08%) |
No Too high INR f the entry? ves No Too high INR ht the enty? Yes
1,08% 1,08%
Vitamine K fintagonist? Age 185 Vitamine K fintagonist? Age =185
Y No Yes No Yes
o Prokinetic firug? 292% 8% Prokinetic frug? . 292%
05% ves 0% No
Hypoalbyminemia? Hypoalbyminemia?
No Yes No Yes
0% 58.5% 0% 583%
Betalactan| antibiotic? Betalactam fntibiotic?
No Yes
66,7% 66.7%

Age >[76.252
Yes

20%

85,7%

0%

60%

20% 85,7%

Figure 32. Second and third rules give p(too low IR during stay)= 67% and 80%

Overview of the rules discovered by means of daiaimg

For many kinds of outcomes, several cases are \@isan the database and, by
means of data mining, reproducible causes areifehtor those outcomes. Some of
those causes are drug administrations or drug wlise@tions. This is detailed in the
following sections. Those outcomes are presentdciole 19.
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Table 19 Traceable outcomes that enabled to discav&DE detection rules

Anemia (Hb<10g/dl)

Bacterial infection (detected by prescription ofilaiotic)

Diarrhea (detected by prescription of an anti-tieat)

Diarrhea (detected by prescription of an antiprspel)

Fungal infection (detected by prescription of aaysc antifungal)
Fungal infection (detected by prescription of gofsdvin)

Fungal infection (detected by the prescriptionazfall antifungal)
Hemorrhage (detected by a prescription of haeniostat

Heparin overdose (APTT>1.23)

Hepatic cholestasis (alkal. phosphatase>240 Ublloubins>22 pmol/l)
Hepatic cytolysis (alanine transa.>110 Ul/l or atgia transa.>110 UI/I)
High a CPK rate (CPK>195 UI/I)

Hypereosinophilia (eosinophilocytes1p

Hyperkalemia (K>5.3 mmol/l)

Hypernatremia (N&150 mmol/l)

Hypocalcemia (Cd<2.2 mmol/l)

Hypokalemia (K<3.0 mmol/l)

Hyponatremia (N&130 mmol/l)

Increase of pancreatic enzymes (amylase>90 Ulippase>90 Ul/I)
Neutropenia (count<1500/min

Renal failure (creat.>135 pumol/L or urea>8.0 mmol/|
Thrombocytosis (count>600,000)

Thrombopenia (count<75,000)

VKA overdose (detected by a prescription of vitaiin

VKA overdose (INR>4.9)

VKA underdose (INR<1.6)

In the dataset that is used in this work, somerotliécomes are quite rare, so that
they do not allow for data-mining-based rule dismgv For example, too high
digoxinemia blood levels couldn’'t be observed. Attnvulsive drugs were observed
(it might be a signal of seizure) but they wererlyealways administered from the
day of admission: in the dataset there was probablyany first seizure during
hospitalization. The outcomes that are too rareuta induction in the current dataset
are presented in Table 20.

Table 20 Traceable outcomes for which no case orddew cases can be observed in the dataset

Outcome Number Incidence rate

Acetaminophen overdose 1 0.00% [0;0]
(detected by prescription of N-acetyl-cystein)

Digitalis overdose 0 0.00% [0;0]
(detected by the prescription of antidote)

Digitalis overdose (digoxinemia>2.6 nmol/l) 17 0.03% [0.03;0.03]

Drug overdose leading to methemoglobin formation 0 0.00% [0;0]
(detected by the prescription of antidote)

Drug overdose leading to sulfhemoglobin formation 0 0.00% [0:0]
(detected by the prescription of antidote)

Glaucoma (detected by the prescription 58 0.11% [0.11;0.11]
of antiglaucoma miotic)

Hyperalbuminemia (albouminemia>60 g/l) 0 0.00% [0;0]

Hypercalcemia (calcemia>2.6 mmol/l) 92 0.15% [0.150.19]

Hypocapnia 73 0.33% [0.32;0.33]

Lithium overdose (to high a lithium rate) 2 0.00% [0;0]
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Opioids overdose 11 0.02% [0.02;0.02]
(detected by the prescription of antidote)
Pancytopenia 71 0.11% [0.11;0.11]

Such outcomes should probably be explored agabgger datasets. However, this
kind of situation justifies the import of ADE detem rules from the summaries of
product characteristics.

Finally, for some specific outcomes, several casesobserved but cannot be linked
to any drug reproducible context in the currenadat. Those outcomes seem to be
more in relation with the patients’ underlying cdrahs than with the medication
management. This is the direct opposite of the A@dHinition we use. It is
comforting to observe that a great number of ouepare due to the diseases of the
patients rather than the drugs they are adminstéMe rule could be found in the
present work, but perhaps another dataset coutrgre interesting results

Those outcomes are presented in Table 21.

Table 21 Traceable outcomes that don't allow for AIE detection rule discovery

Outcome Number Incidence rate
Acidosis (pH<7.35) 263 1.17% [1.16;1.19]
Alkalosis (pH>7.45) 451 2.01% [1.99;2.04]
Cardiac failure 258 0.48%  [0.48,0.49]
(detected by prescription of cardiotonic agent)
Delirium (detected by the prescription of an antipsychotic) 983 1.83%  [1.82;1.85]
Gastric ulcer (detected by the prescription of antiH2) 233 0.43%  [0.43;0.44]
Hypercapnia 297 1.33%  [1.31;1.34]
Hyperglycemia (detected by the prescription 296 0.55%  [0.55;0.56]
of insulin analogue)
Hyperglycemia (glycemia>15 mmol/l) 246 0.39% [0.39;0.4]
Hyperthyroidism 145 0.24%  [0.23;0.24]
(T4>160 nmol/l or fT4>22 pmol/l or T3>3 nmol/l)
Hypoalbuminemia (albuminemia<30 g/l) 1712 2.75%  [2.73;2.77]
Hypoglycemia (glycemia<2.8 mmol/l) 141 0.23%  [0.22;0.23]
Hypothyroidism 427 0.69% [0.69;0.7]
(T4<60 nmol/l or fT4<12 pmol/l or T3<1 nmol/l)
Hypoxemia 379 1.69% [1.67;1.71]
Inflammation (CRP>12 mg/l or VS1>50) 3145 5.05%  [5.01;5.08]
Leukocytosis (leukocytes>15.109/1) 862 1.38%  [1.37;1.39]
Leucopenia (leukocytes<3.109/1) 195 0.31% [0.31;0.32]
Edema (detected by the prescription of diuretic) 1173 2.19% [2.17;2.21]
Seizure (detected by the prescription of intravenous 725 1.35% [1.34;1.36]

anticonvulsive)

A representative example of such outcomes is tharoence of a leucopenia, defined
as a leukocyte count under 3®1er liter of blood appearing at least 2 days afier
admission. The decision tree that tries to expdaich an outcome is printed in Figure
33.
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Hemostasis disease

TS
No n=6093 Yes
Immunomodulating factor Cancer
No n=5979 Yes No n=112 Yes

Antiepileptic

0.0070¢
n=5021 YES

Anemia Other hepatic disease
Antithrombotic No|[  ~@  |ves  Yes[ wz [No

mr

=28 Yes| n30 [No

Anticonvulsivant

T

n=63 No| n29 |Yes

0.0952 0.444
n=21 n=9

0.0455 0.429
n=22 n=¢

Figure 33. Decision tree: circunstances that leadta leukopenia (leukocyte count <9/1)

The branch that is drawn in red provides us withftllowing rule:
Hemostasis disease & cancer & other hepatic diseadeucopenia
with 12 stays matching the conditions
# (Hemostasis diseasecancern other hepatic disease) = 12
and 6 stays matching the conditions and the outcome
# (Hemostasis disease cancern other hepatic disease leucopenia) = 6
the confidence of the rule is then 6/12 = 50%

Such a rule does not contain any drug-related tiondiln that case, the outcome
seems to be more linked with the patient’s undegyconditions than with the
medication management.

In the other rules of the present tree, some dapgear but they are always involved
knowing that a severe disease is already observed:

- The antiepileptic and antithrombotic drugs are Imgd knowing that the
patient already receives immunomodulating factdsgf such drugs are
administered only in severe hematologic diseaseaddlition, their presence is
linked with the absence of outcome.

- The anticonvulsivant drugs only appear knowing that patient already has
an anemia.
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The list below reproduces all the rules that canclael in the tree, from the right to the
left. Each branch provides the probability (p) tlaateucopenia occurs. Drugs are
underlined:

Hemostasis disease & cancer & other hepatic disease = p=0.5

Hemostasis disease & cancer & NO other hepatic disease = p=0

Hemostasis disease & NO cancer & anemia & anticonvulsivant - p=0.429
Hemostasis disease & NO cancer & anemia & NO anticonvulsivant = p=0.0455
Hemostasis disease & NO cancer & NO anemia = p=0

NO Hemostasis disease & immunomodulating factor & NO antiepileptic
& NO antithrombotic = p=0.444

7. NO Hemostasis disease & immunomodulating factor & NO antiepileptic
& antithrombotic = p=0.0952

8. NO Hemostasis disease & immunomodulating factor & antiepileptic > p=0
9. NO Hemostasis disease & NO immunomodulating factor - p=0.007

o gk =

How many outcomes are mined, how many of them aetedted by the rules?

Figure 34 is a flowchart of the different outcontkat are explored during the data-
mining process. The review of the SPCs enableddntify 228 different outcomes:

83 of them can be traced in the current data bynsie& 56 specific variables (some
of the 83 initial outcomes are very similar to @msther):

- 12 of those outcomes are so rare that no rule eadidzovered by means of
data mining

- 18 of those outcomes frequently occur but seenetmbre in relation to the
patients’ underlying conditions than to medicatimanagement

- Finally 26 of those outcomes appear to occur iati@h to the medication, and
allow for rule discovery.

Finally 27 outcomes are taken on board by the ABtedion rules that are described
in the rule repository, as 40 additional rules frtme Vidal's knowledge base are
added in the rule collection as detailed in sectidh3.3 Qrigin of the rules (data
mining, SPC9)on page 110.

Data-mining-based
rule induction

27 outcomes
26 outcomes with ADE
linked with drugs detection rules

56 different L 18 outcomes more linked
228 SPCs OUCOMES < with patients’ underlying SJI;1CS rules
outcomes conditions

Traced* integration

12 rare outcomes

(*) Those outcomes cover 83 of the initial SPC outcomes

Figure 34. Flowchart of the different outcomes explred in this work
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4.3. Decision rules integrated in the central rule repository

4.3.1. Validated rules

Two hundred and thirty-six validated rules are nmtegrated in a central rule
repository. This list is probably not exhaustivéher datasets would probably enable
to detect other rules. The complete list is prodide chapterl4 (Appendix 6:
Validated rule} on page 227. The following statistics are autecady computed for
each rule in every medical department:

- number of cases, confidence and support
- relative risk, p value of a Fisher’s exact test
- median delay of appearance of the outcome, othgrdeal quantiles
- descriptive statistics of the concerned cases
A complete output is available in English, Frenald ®anish.

The following section displays the complete exampiefive decision rules. Such
outputs are computed for all the 236 rules and cba displayed here.

4.3.2. Detailed example of five rules

In the five following examples, a rule is first debed as a set of conditions that lead
to an outcome. The link between causes and consegsiés illustrated using a right
arrow “=>”. When a condition is the absence of an eventctmalition appears in
gray.

For each rule, a table is provided. In the tables hospitals (H1, H2, H3, H4 & H5)
are displayed. For each hospital, the first linealled “Hx_all” and shows the various
statistics when computed in every medical departraethe same time. Then, when
available, the statistics are computed departmgdepartment.

Below the table, some free-text is made availablmse explanations are to be used
in the Scorecards (a web tool presented in sedtid(Presentation of the results: the
Expert Explorer and the Scorecajden page 117) and for the design of a
contextualized CDSS. There are 3 kinds of text:

- A short text that can be used to display the exgilans briefly.

- A long text that explains the rule in details. longetimes includes
bibliographic references.

- A text that can be used as recommendation of action

The different lines of the table help to noticetttiee confidence of the rules varies a
lot from one department to another. It is probathlye to differences in the patient
population (age and disease patterns), in thentex@{ and in monitoring policies.
Taking into account those various statistics widyent the CDSS from over alerting.
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Example of rule b003-0

Rule: VKA & selective serotonin recapture inhibitor

& - VKA overdose (INR>4.9)
Department f;opn\;i)dence (Sf:l ;)qpuoerrt‘ o) zn;(ai;an EzLative ‘I:iasht::r's test P
H1_all 212129.5% 2/6110=0.3%o 5 6.59 0.0376
H1_chir No stay
H1_geriatrics 1/250% 1358=28% 6 1271 00822
H1_gynobs No stay
H1_med_a 1/7=14.3% 1/1337=0.7%o 5j 8.64 0.1146
H1_med_b 0/7=0% 0/1026=0% 0 1
H1_pneumo 1/7=14.3% 1/881=1.1%o 4 4.31 0.216
H2_all 4/39=10.3% 4/11923=0.3%o 7.5 36.95 0
H2_apoplexy 2/5=40% 2/369=5.4%0 13.5j 145.6 0.0004
H2_cardio_endocrino 1/16=6.3% 1/1967=0.5%o 3 6.42 0.1514
H2_geriatrics 1/8=12.5% 1/493=2%0 1] 60.62 0.0322
H2_gynecology No stay
H2_icu No stay
H2_internal_med 0/1=0% 0/1514=0%o 0 1
H2_obstretrics No stay
H2_orthopedic No stay
H2_rheumatology 0/6=0% 0/446=0% 0 1
H2_urology 0/1=0% 0/1107=0%o 0 1
H3_all 0/1=0% 0/1022=0% 0 1
H4_all 0/5=0% 0/7685=0%o 0 1
H5_all 0/8=0% 0/1816=0% 0 1
Comment:

« Increased effect of the oral anticoagulant and hemorrhagic risk by SSRI.
+ Selective serotonin reuptake inhibitors inhibit the oral anticoagulant

metabolism and increase the risk of hemorrhage.

« When receiving SSRI, the dose of vitamin K antagonist will be adapted and
clinical and laboratory monitoring will be enhanced.
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Example of rule b004-0

Rule: VKA & proton pump inhibitor &
- VKA overdose (INR>4.9)

Department gpopn\;i)dence (Sf:l ;)qpuoer:‘ o) zn;(ai;an E:II(ative ‘I;iaslll:eer's test P
H1_all 9/33=27.3% 96110=1.5% 4 | 2046 0
H1_chir No stay

H1_geriatrics No stay

H1_gynobs No stay

H1_med_a 3/12=25% 3/1337=2.2%0 4 16.56 0.0009
H1_med_b 3/9=33.3% 3/1026=2.9%o 7] 2119 0.0004
H1_pneumo 3/12=25% 3/881=3.4%0 3] 8.05 0.0064
H2_all 0/101=0% 0/11923=0%o 0 1
H2_apoplexy 0/7=0% 0/369=0% 0 1
H2_cardio_endocrino 0/25=0% 0/1967=0%o 0 1
H2_geriatrics 0/15=0% 0/493=0%o 0 1
H2_gynecology No stay

H2_icu 0/3=0% 0/357=0%0 0 0
H2_internal_med 0/4=0% 0/1514=0%o 0 1
H2_obstretrics No stay

H2_orthopedic 0/34=0% 0/1132=0% 0 0
H2_rheumatology 0/9=0% 0/446=0%o 0 1
H2_urology 0/4=0% 0/1107=0%o 0 1
H3_all 0/4=0% 0/1022=0% 0 1
H4_all 1/35=2.9% 1/7685=0.1%o 4 3.08 0.2812
H5_all 0/4=0% 0/1816=0% 0 1
Comment:

*  Proton pump inhibitors may induce VKA overdose.

« The frequent intake of proton pump inhibitors increases the effect of the

vitamin K antagonist and therefore the risk of bleeding.

Ref.: A prospective case-control from an emergency department. G.
Cadioua La Revue de Médecine Interne Volume 27, Supplement 3,
December 2006, Page S304 54éme Congrés de la Société nationale

francaise de médecine interne, Congrés SNFMI.

« When receiving a PPI, the dose of VKA will be adjusted and clinical and

laboratory monitoring will be enhanced.
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Example of rule b012-1

Rule: VKA & amoxicillin and clavulanic acid & age = 70
- VKA overdose (INR>4.9)

Department f;opn\;i)dence (Sﬂl-g:\qpuoerrt1 o) m:lg;an E:II(ative ‘I:iasht::r's test P
H1_all 15/73=20.6% 15/6110=2.5%o Bj 16.54 0
H1_chir 0/3=0% 0/1150=0%o 0 1
H1_geriatrics 5/12=41.7% 5/358=14%o 5j 14.42 0
H1_gynobs No stay

H1_med_a 2/13=15.4% 2/1337=1.5%o 4 9.7 0.0197
H1_med_b 3M7=17.71% 3/1026=2.9%o K] 11.13 0.0031
H1_pneumo 6/32=18.8% 6/881=6.8%o 9.5j 6.63 0.0005
H2_all 1/10=10% 1/11923=0.1% 6] 33.09 0.0306
H2_apoplexy No stay

H2_cardio_endocrino 1/2=50% 1/1967=0.5%0 6j 51.71 0.0202
H2_geriatrics 0/2=0% 0/493=0% 0 1
H2_gynecology No stay

H2_icu No stay

H2_internal_med 0/5=0% 0/1514=0%o 0 1
H2_obstretrics No stay

H2_orthopedic No stay

H2_rheumatology No stay

H2_urology No stay

H3_all 0/1=0% 0/1022=0%o 0 1
H4_all 0/8=0% 0/7685=0%o 0 1
H5_all No stay

Comment:

« Hemorrhage risk due to increased effect of VKAs under penicillin.
«  Penicillin antibiotics reduce the hepatic metabolism of the vitamin K
antagonist and increase the available fraction. Hemorrhagic risk is thus

increased.

Ref: thésaurus IAM-AFSSAPS June 2009.
« When receiving penicillin antibiotics, the dose of the vitamin K antagonist
will be adjusted and clinical and laboratory monitoring will be enhanced.
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Example of rule b038-0
Rule: VKA & anti-diarrheal > VKA overdose (INR>4.9)

Department f;opn\;i)dence (Sf:l ;)qpuoerrt‘ o) zn;(ai;an EzLative ‘I:iasht::r's test P
H1_all 9/41=22% 9/6110=1.5%o 3] 16.45 0
H1_chir 0/4=0% 0/1150=0% 0 1
H1_geriatrics 1/2=50% 1/358=2.8%o 2] 12.71 0.0822
H1_gynobs No stay

H1_med_a 3/9=33.3% 3/1337=2.2%0 3] 2213 0.0003
H1_med_b 3/22=13.6% 3/1026=2.9%o 4 8.56 0.0066
H1_pneumo 3/11=27.3% 3/881=3.4%0 3] 8.79 0.0049
H2_all 2/9=22.2% 2/11923=0.2%o 2j 75.64 0.0003
H2_apoplexy No stay

H2_cardio_endocrino 1/4=25% 1/1967=0.5%o 1 25.83 0.0401
H2_geriatrics 1/4=25% 1/493=2% K] 122.2 0.0162
H2_gynecology No stay

H2_icu No stay

H2_internal_med 0/1=0% 0/1514=0%o 0 1
H2_obstretrics No stay

H2_orthopedic No stay

H2_rheumatology No stay

H2_urology No stay

H3_all 0/2=0% 0/1022=0% 0 :
H4_all 0/8=0% ‘ 0/7685=0%o 0 1
H5_all 011=0% 0/1816=0% 0 :
Comment:

» Increased effect of VKAs with anti-diarrheal treatment.

« Under anti-diarrheal treatment, the effect of vitamin K antagonist
anticoagulant treatment can be increased.

« In the case of an anti-diarrheal treatment, the dosage has to be adapted
and the clinical and biological monitoring has to be increased.
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Example of rule b134-0

Rule: other beta lactam
- fungal infection (detected by the prescription of a systemic
antifungal)
Department ((;opn\;i)dence (Sf;g)qp:er;tl o) Zﬂ;:;an :?itsell(ative SLSILl:r's test P
H1_all 5/23=21.7% ‘ 5/6110=0.8%o 3 ‘ 13.93 0
H1_chir No stay
H1_geriatrics 0/1=0% ‘ 0/358=0%o ‘ ‘ 0 1
H1_gynobs No stay
H1_med_a 2/2=100% 2/1337=1.5%0 3j 102.7 0.0001
H1_med_b 4/21=19.1% 4/1026=3.9%, 2.5 6.6 0.0036
H1_pneumo 1/2=50% 1/881=1.1%o 6j 9.55 0.1039
H2_all 18/126=14.3% 18/11923=1.5%o 4 7.73 0
H2_apoplexy No stay
H2_cardio_endocrino 2/15=13.3% 2/1967=1% 5j 7.89 0.0279
H2_geriatrics 1/5=20% 1/493=2%, 28 3.75 0.2463
H2_gynecology No stay
H2_icu 2/17=11.8% 2/357=5.6%o 1.5] 4.44 0.0912
H2_internal_med 11/75=14.7% 11/1514=7.3%o 5 2.78 0.0028
H2_obstretrics 0/1=0% 0/1969=0%o 0 0
H2_orthopedic 0/2=0% 0/1132=0%o 0 1
H2_rheumatology 112=50% 1/446=2.2% 2] 7.93 0.126
H2_urology 0/5=0% 0/1107=0%o 0 1
H3_all 0/3=0% 0/1022=0%o 0 0
H4_all 0/101=0% 0/7685=0%o 0 0
H5_all 1/3=33.3% 1/1816=0.6%0 8] 15.11 0.0662
Comment:

* Occurrence of fungal infection during treatment with some cephalosporin
related drugs.

« In some patients receiving cephalosporin related drugs (such as
carboxypenicillins), fungal infection might occur, requiring the use of a

systemic antifungal drug.

» Monitor the occurrence of fungal infection during treatment with

cephalosporin related drugs.
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4.3.3. Classification / Overview of the rules

The 236 rules can be classified according to séysiats of view. The following
sections describe three kinds of classifications.

4.3.3.1. Modules

A module corresponds to a group of rules that teatie same outcome. The modules
and number of rules are detailed in Table 22.

Table 22. Modules and corresponding number of rules

Module # rules
Coagulation disorders
hemorrhage (detected by the prescription of haemostatic) 7
heparin overdose (activated partial thromboplastin time>1.23) 5
VKA overdose (INR>4.9) 57
VKA overdose (detected by the prescription of vitamin K) 2
thrombocytosis (count>600,000) 5
thrombopenia (count<75,000) 24
VKA underdose (INR<1.6) 18
Nosocomial infections
bacterial infection (detected by the prescription of antibiotic) 4
fungal infection (detected by the prescription of a systemic antifungal) 8
fungal infection (detected by the prescription of local antifungal) 2
lonic and renal disorders
hyperkalemia (K">5.3 mmol/l) 63
hypocalcemia (Ca™ <2.2 mmol/l) 1
hypokalemia (K*<3.0 mmol/l) 1
hyponatremia (Na'<130 mmol/l) 2
renal failure (creat.>135 pmol/l or urea>8 mmol/l) 8
Others
anemia (Hb<10g/dl) 2
diarrhea (detected by the prescription of an anti-diarrheal) 1
diarrhea (detected by the prescription of an antipropulsive) 1
hepatic cholestasis

(alkaline phosphatase>240 U/l or bilirubins>22 pmol/l) 3
hepatic cytolysis

(alanine transaminase>110 Ul/l or

aspartate transaminase>110 Ul/l) 4
high a CPK rate (CPK>195 Ul/l) 2
hypereosinophilia (eosinophilocytes>10°/l) 4
increase of pancreatic enzymes (amylase>90 Ul/I or lipase>90 Ul/I) 7
lithium overdose (to high a lithium rate) 1
neutropenia (count<1,500/mm3) 2
pancytopenia 1
paracetamol overdose (detected by the prescription of acetyl-cystein) 1
Total 236

4.3.3.2. Clinical niches

The rules can also be classified according toadimiches. The modules focus on the
different circumstances that could lead to givemcomes. Conversely, the clinical
niches try to explore what could happen to spedficups of patients. Formally,
clinical niches look more like a classification aating to the causes of the rules.
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In the scope of the present work, as proof of threcept, it was decided to focus the
data mining on specific clinical niches:

- the consequences of anticoagulation
- the consequences of proton pump inhibitors

The discovery of rules in those niches is exhaasfaccording to the available
datasets), but it is not in the other niches. Asula consists of one or several
conditions, it can belong to several niches: a ndetaining vitamin K antagonists
and proton pump inhibitors belong to two differenthes. The rules can be classified
as follows:

- the consequences of anticoagulation: 111 rules
- the consequences of proton pump inhibitors: 16rule
- rules out of any clinical niche: 111 rules
The detailed results are displayed in Table 23|er'ah & Table 25.

Table 23 Anticoagulation niche

Module # rules
hemorrhage (detected by the prescription of haemostatic) 7
heparin overdose (activated partial thromboplastin time>1.23) 5
VKA overdose (INR>4.9) 57
hyperkalemia (K+>5.3 mmol/l) 20
thrombopenia (count<75,000) 4
VKA underdose (INR<1.6) 18
Total 111

Table 24 Proton pump inhibitor niche

Module # rules
anemia (Hb<10g/dl)
diarrhea (detected by the prescription of an anti-diarrheal)
diarrhea (detected by the prescription of an antipropulsive)
fungal infection (detected by the prescription of a systemic antifungal)
hemorrhage hazard (INR>4.9)
hepatic cytolysis

(alanine transaminase>110 or aspartate transaminase>110)
hypocalcemia (Ca™ <2.2 mmol/l)
hyponatremia (Na+<130 mmol/l)
increase of pancreatic enzymes (amylase>90 Ul/I or lipase>90 Ul/I)
neutropenia (PNN <1500/mm?®)
thrombopenia (count<75,000)
Total 16
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Table 25 Rules out of the niches

Module # rules

anemia (Hb<10g/dl) 1
bacterial infection (detected by the prescription of antibiotic)
fungal infection (detected by the prescription of a systemic antifungal)
fungal infection (detected by the prescription of local antifungal)
hepatic cholestasis
(alkal. phosphatase>240 Ul/l or bilirubins>22 pmol/l)
hepatic cytolysis
(alanine transaminase>110 Ul/I
or aspartate transaminase>110 Ul/I)
high a CPK rate (CPK>195 UI/l)
hypereosinophilia (eosinophilocytes>109/I)
hyperkalemia (K+>5.3 mmol/l)
hypokalemia (K+<3.0 mmol/l)
increase of pancreatic enzymes (amylase>90 Ul/I or lipase>90 Ul/I)
lithium overdose (too high a lithium level)
neutropenia (PNN <1,500/mm°)
Pancytopenia
paracetamol overdose (detected by the prescription of acetyl-cystein)
VKA overdose (detected by the prescription of vitamin K)
renal failure (creat.>135 pmol/L or urea>8 mmol/L)
thrombocytosis (count>600,000)
thrombopenia (count<75,000)
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Total 111

The

4.3.3.3. Origin of the rules (data mining, SPCs)

236 rules can also be classified into sevetaigories (Table 26):

SPCs only:rules that only come from the Vidal knowledge basé that do
not produce significant statistics. The contribotad the present work is to
compute the confidence of those rules, and to dfyaheir usefulness:

40 rules
DM & SPCs: rules that have been found by data mining andicoatl by the
Vidal knowledge base: 25 rules

DM+: rules found by data mining, that are confirmed/ial and bring new
knowledge (additional segmentation conditions, ificemt reorganizing of the
knowledge): 127 rules

DM++: rules found by data mining and that cannot be daarVidal’s
knowledge base but can be indirectly explainedthgminformation coming
from that base (e.g. effect of a drug discontirargtnew context variables,
calcemia instead of albuminemia...):

44 rules
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Table 26 Count of rules per origin

Source # rules

SPCs only 40
DM & SPCs 25
DM+ 127
DM++ 44
Total 236

4.4. Evaluation of the ADE detection: preliminary r  esults

The main operational objective of this work is teacdver ADE detection rules and to
execute them in order to detect potential ADE camepast patients’ records. A
further step is to ensure that the cases are réddigs. Another further step is to
evaluate the impact of those ADEs on the patiemtBaspital. For that purpose, an
evaluation is currently being performed in onelr@ hospitals. Preliminary results are
detailed here concerning two sets of rules (modlules

- 57 rules leading to a VKA overdoses, detected biN&P>4.9

- 63 rules leading to hyperkalemia;*6.3 mmol/l

Then, a global description of all the potential ADR&ses is provided, whatever the
kind of ADE.

The figures presented in the following subsectiqist.1, 4.4.2, & 4.4.3) are
computed by using stays from Denain, Frederikslzerd Nordsjaelland hospitals
where CPOEs are available, in order to get reliableonological data about the
drugs. As for the rules discovery, only the sténa tasted at least 2 days are used.

In the following subsections, the “filtering of tmeles” refers to the filtering settings

that have been empirically decided in order t@fithe rules in the Scorecards and in
the CDSS. For a given hospital, only the rules theet the 3 following conditions are

applied (those statistics are described in se@&ibr?2 Rule description and storage in

the central rule repositoly

- confidence= 10%
- relativerisk > 1
- p value of the Fisher’s exact test < 5%

The next subsections provide the preliminary resnilthe evaluation of several rules:
- rules that deal with the appearance of a hyperkal¢sectiord.4.1),
- rules that deal with the appearance of a VKA ovsed@ectior.4.2), and
- all the rules grouped together.4.3).

4.4.1. Cases of Hyperkalemia (K+>5.3 mmol/l)

4.4.1.1. Definition

In this work, hyperkalemia is defined as the ocence of a potassium blood level
strictly over 5.3 mmol/l. This outcome is importdr@cause such a value could lead to
severe and potentially lethal cardiac rhythm treablPatients suffering from renal
insufficiency are more likely to have a hyperkalamspontaneously or due to the
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action of drugs. Patients who don’t suffer from alemsufficiency can also have
hyperkalemia, mainly as part of adverse drug events

4.4.1.2. Rule-based detection

Number of cases:

In the test hospital, 604 cases of hyperkalemia r@ocurred during hospitalization
(second day or later), over 36,210 stays. The émud rate amounts to 1.67%
[1.65;1.69]0f the stays

Note: Most of those cases are probably more inti@tato the patient’s underlying conditions than to
drug intakes.

Number of cases within validated rules:
Without filtering the rules, 588 cases of hyperkaike have occurred within the rules.
The incidence rate amounts to 1.6Q2%1;1.64]of the stays.

Filtering the rules, 322 cases of hyperkalemia haseurred within the rules. The
incidence rate amounts to 0.89948;0.90]0of the stays.

Number of rules:

The cases of hyperkalemia are detected by meags8 ofiles: 29 of them concern
patients without renal failure and 34 of them conceatients suffering from renal
failure.

Estimate of the accuracy of the detection rules:

29 different cases from the test hospital have lbeelewed by experts. According to
them, there was an ADE as described in the ruléXirases. The estimate of the
accuracy of the rules in the field of hyperkalemia5.9%69.0;82.7]

4.4.1.3. Clinical impact of ADEs leading to hyperka lemia

In the test hospital, 175 cases of hyperkalemiadatected using the ADE detection
rules, over 21,737 stays. Two groups are defined:

- the 175 stays that involve a hyperkalemia withia fitered rules, that are
called “potential ADE group”

- the 21,562 other stays, that are called “controugf

Both groups are compared with respect to severdéblas. Several differences are
found and displayed here. Comparisons of quantéatiariables are computed by
means of Student’s tests. Comparison of binaryabées are computed by means of
Fisher's exact tests (as the proportion of ADEois,|Chi-square tests are not always
feasible). Confidence intervals are provided wi®b&o confidence.

A cause-to-effect relationship would require a ctete case review that is not
performed here.
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Higher length of stay in potential ADE group

The average length of stay in
control group is 7.96 days
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Figure 35. Length of stay in control group (left)
and potential ADE group (right)

Higher death rate in potential ADE group

The proportion of death in control group is 3.15%.

The proportion of death in potential ADE group %42%.

The odds ratio is 1.08;16.5] which is significantly different from 1 (p < 2.26).

Higher multimorbidity rate in potential ADE group

The “multimorbidity” variable is set to 1 if the ftBrent principal diagnoses of the
stay belong to several medical specialties; othswtiis set to 0.

The proportion of multimorbidity in control group 8.15%.
The proportion of multimorbidity in potential ADE@up is 10.9%.
The odds ratio is 3.2.25;6.30] which is significantly different from 1 (p = 2.446).

4.4.2. Cases of VKA overdose (INR>4.9)

4.4.2.1. Definition

Patients who are at risk of thrombosis or myocéaidiarction are most often treated
using vitamin K antagonists (VKAS). In that cades tlose must be regularly adapted.
For that purpose, the International Normalized &REctbm prothrombin times (INR) is
systematically assessed. In case of too high an tN&e is a VKA overdose: the
patient is at risk of encountering a hemorrhagecdse of too high an INR, the
therapeutic choice of the practitioner dependsheniiR level. In this work an INR
over 4.9 is considered as “too high”. For very higthues, the VKA can be stopped,
and vitamin K can be administered. If the patientoeinters a hemorrhage, a
traceable consequence can be the occurrence okama
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4.4.2.2. Rule-based detection

Number of cases:

292 cases of VKA overdoses (INR>4.9, second dalater) have occurred during
hospitalization over 35,442 stays. The incidende smounts to 0.82%6.82;0.83] of
the stays.

Note: Most of those cases are more probably linkil the patient’s diet or genetic background than
with drug interactions.

Number of cases within the validated rules:

Without filtering the rules, 248 cases occurredhwitthe rules. The incidence rate
amounts to 0.70%®.69;0.71]of the stays. The number of cases and the incedeate
are the same when the rules are filtered.

Number of rules:

57 rules enable to detecting VKA overdoses. 1heit involve VKA, antibiotics and
sometimes other conditions. 44 other rules invM¥&\, other drugs than antibiotics
and sometimes other conditions. Finally, 6 othdesuinvolve VKA and other
conditions that are not related to drugs.

Estimate of the accuracy of the detection rules:

11 different cases from the test hospital have eeiewed by experts. According to
them, there was an ADE as described in the rulgs aases. The estimate of the
accuracy of the rules in the field of VKA overdose45.4%430.5;60.4]

4.4.2.3. Clinical impact of ADEs leading to VKA ove  rdoses

In the test hospital, 232 cases of VKA overdosegtected by an INR over 4.9) are
detected using the ADE detection rules, over 21st8ys. Two groups are defined:

- the 232 stays that have an INR over 4.9 withinfilkered rules, that are called
“potential ADE group”

- the 21,505 other stays, that are called “controugf

Both groups are compared with respect to severdéblas. Several differences are
found and are displayed here. Comparisons of ca#ing variables are computed by
means of Student’s tests. Comparison of binaryabées are computed by means of
Fisher's exact tests (as the proportion of ADEois,|Chi-square tests are not always
feasible). Confidence intervals are provided wi®b&o confidence.

A cause-to-effect relationship would require a ctete case review that is not
performed here.
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Figure 36. Length of stay in control group (left)
and potential ADE group (right)

Higher death rate in potential ADE group

The proportion of death in control group is 3.28%.

The proportion of death in potential ADE group i63%.

The odds ratio is 2.8.77;4.63] It is significantly different from 1 (p = 3.74&))

Higher multimorbidity rate in potential ADE group

The “multimorbidity” binary variable is set to 1tifie different principal diagnoses of
the stay belong to several medical specialtiegraiise it is set to 0.

The proportion of multimorbidity in control group 8.07%.
The proportion of multimorbidity in potential ADE@up is 6.90%.
The odds ratio is 2.3.30;3.91] It is significantly different from 0 (p=0.00323).

Higher vitamin K administration rate in potential RE group

This binary variable is set to 1 if vitamin K ismathistered in the absence of too high
an INR, or if vitamin K is administereguickly afterthe occurrence of too high an
INR; otherwise it is set to O.

The proportion of vitamin K administration in cooitgroup is 1.06%.
The proportion of vitamin K administration in potieh ADE group is 23.3%.
The odds ratio is 289.9;39.7] It is significantly different from 1 (p< 2.2e-16)

Lower anemia rate in potential ADE group

This binary variable is set to 1 if an anemia osdarthe absence of too high an INR,
or if an anemia occurguickly afterthe occurrence of too high an INR; otherwise it is
set to 0.

The proportion of anemia in control group is 15.9%.
The proportion of anemia in potential ADE groufy i86%.
The odds ratio is 0.41.26;0.72] It is significantly different from 1 (p0.000379).
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Higher VKA discontinuation rate in potential ADE grup

VKA are considered as “discontinued” after a givete if the VKA is administered
before the given date and never administered #ftdrdate until the discharge. The
binary variable “VKA discontinuation” is set to fla VKA is discontinued before the
discharge in the absence of too high an INR, &rK#A is discontinued before the
discharge anduickly afterthe occurrence of too high an INR; otherwise gasto O.
The proportion of vitamin K administration in cooitgroup is 7.16%.

The proportion of vitamin K administration in potieth ADE group is 32.8%.

The odds ratio is 6.3.72;8.41]. It is significantly different from 1 (p < 2.2e5)L

4.4.3. All kinds of potential ADE

4.4.3.1. Rule-based detection

All the stays that match any of the validated r@esconsidered as “potential ADES”.
This groups together very various outcomes, frormdrehage hazard to fungal
infections. It is useful in order to get globaltsacs on ADEs.

Number of cases within validated rules:

Without filtering the rules, 3,333 cases of potehtADE have occurred. The
incidence rate amounts to 9.40981,9.49]of the stays.

Filtering the rules, 1,431 cases of potential ADdvén occurred. The incidence rate
amounts to 4.04%4.00;4.08]of the stays.

As the review is still in progress and has beest fiocused on VKA overdoses and
cases of hyperkalemia, it is still not possibleptovide global figures about the
accuracy of the rules.

4.4.3.2. Clinical impact of potential ADEs (alltog  ether)

In the test hospital, 451 cases are detected Ing tise complete set of ADE detection
rules, over 21,737 stays. Two groups are defined:

- the 451 stays for which at least one of the fillereles fires, that are called
“potential ADE group”

- the 21,286 other stays, that are called “controugf

Both groups are compared with respect to severdéblas. Several differences are
found and displayed here. Comparisons of quantéatiariables are computed by
means of Student’s tests. Comparison of binaryabées are computed by means of
Fisher's exact tests (as the proportion of ADEois,|Chi-square tests are not always
feasible). Confidence intervals are provided wi®b&o confidence.
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Higher length of stay in potential ADE group
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Figure 37. Length of stay in control group (left)
and potential ADE group (right)

Higher death rate in potential ADE group

The proportion of death in control group is 3.07%.

The proportion of death in potential ADE group &4%%.

The odds ratio is 6.2.71;8.08] which is significantly different from 1 (p < 2.26).

Higher multimorbidity rate in potential ADE group

The “multimorbidity” variable is set to 1 if the ftBrent principal diagnoses of the
stay belong to several medical specialties; othswtiis set to 0.

The proportion of multimorbidity in control group 2.99%.
The proportion of multimorbidity in potential ADE@up is 9.09%.
The odds ratio is 3.2.27;4.53] which is significantly different from 1 (p = 9.89.0).

4.5. Presentation of the results: the Expert Explor er and the
Scorecards

This section shows two web tools that are desigaige@art of this work. Both tools
enable to display information to physicians in thedical departments. The Expert
Explorer is a tool that enables to display all #wailable information about a given
stay (hospitalization): diagnoses, lab resultsgdretc. The Scorecards is a tool that
displays the rules and the statistics that hava bemputed within the present work.

An overview of those tools is described, and comepleby an ODP-compliant
description that is provided in the appendix. Toeld are presented through a use
case that will give a more comprehensive view of tleey can be used.
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4.5.1. Description of the Expert Explorer

The Expert Explorer is a web tool that enablesispldy all the details of a given stay
in an easy-to-use navigation interface. The datal@ded by using the same data
model as defined in sectidh2 (Definition of a common data modein page 50.
Once logged in, everyone can simply visualize ladl &vailable information about a
given stay.

The Expert Explorer has been totally specified a$ @f the present work. It has been
implemented by IDEEA Advertising, a Romanian sofevangineering company that
is involved in the PSIP Project.

A complete ODP-compliant description of the tool asailable in chapterlO
(Appendix 2: ODP description of the Expert Expldren page 163. However, the
section4.5.3(Use case example of the web tools for ADE disgovedatabasgson
page 118 shows a complete use case that helpsderstiend more easily the main
features of the tool.

4.5.2. Description of the Scorecards

The Scorecards are a web tool that enables totd®Hes in the past stays of a given
medical department or hospital. The tool is coneecto the Expert Explorer
described above. The tool is directly fed with tesults of the present work, in the
XML format defined in chaptet2 (Appendix 4: Description of the output of this work
(use ofthe XML files)) on page 201. Once logged in, the user can sepdteatial
ADEs that are detected by the data mining procedaraddition, the rules that help
to detect several cases in the medical departmdmbspital are displayed, as well as
information about ADEs. Finally, it is possible ¥tsualize the real-data cases that
match the rules by means of the Expert Exploreis ool is very convenient for
physicians because it enables them to learn whi€@ESA may occur in their
department, and to be informed about probabilities.

The Scorecards have been totally specified asqgbatie present work. In addition,
this visualization tool is fed by the XML files ptoced in the present work. It has
been implemented by IDEEA Advertising too.

A complete ODP-compliant description of the tool asailable in chapterll
(Appendix 3: ODP description of the Scorecards)page 186. However, the section
4.5.3(Use case example of the web tools for ADE disgaunedatabasgn page 118
shows a complete use case that helps to understaral easily the main features of
the tool.

4.5.3. Use case example of the web tools for ADE di scovery in
databases

This section shows a sequence of commented scisnsiat correspond to the
following possible scenarios:

“A physician working in a hospital, from which theeb tools are available, uses
those tools for 3 purposes.

Firstly, he wants to have a comprehensive overaiethe ADESs that have been
detected in his medical department during the éastonths (scenario 1).
Secondly, he wants to explore one of those prob&bIe cases to form his own
opinion (scenario 2).

Thirdly, he has to participate in the review of soases (scenario 3).”
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This use case is developed in the next three sectio

4.5.3.1. Scenario 1: Comprehensive overview of pote ntial
ADEs in a given medical department - the Scorecards

As the Scorecards are a web tool, the user justohase a computer connected to the
web and equipped with a web browser. He first iags the Scorecards (Figure 38).

¥ PSIP - Scarecards Connection Page - Mozilla Firefox:
Fichier Edition  Affichage  Historique  Marque-pages  Outils 7.

http:f . expert-explorer eu/scorecards!

(;w. Scorecards / Tableaux de Bord

Haspital / Hopital ¥
Depertment/Senice ¥
Password / Mot de passe

Connection / Connexion

Figure 38. Login page of the Scorecards

Then, he has access to the synthesis page (Figurd8the tool is multilingual, the
user is able to get it in French, English or Danising the language toolbox on the

top of the page.
The synthesis page (Figure 39) consists of 3 zones:

1. The big blue table displays the number of deteé&tBdEs month per month.
Each line of the table is a kind of ADE; each catuista month of the current
year.

2. The line chart displays the same information addbé using a chart

3. In the yellow zone, the user can change the péniadder to explore the years
2007, 2008 or 2009 instead of 2010. He is also &blhoose some kinds of
ADEs and validate the form in order to generate dbarecards per kind of

ADE.
In this example, the user checks 5 different kiodADEs that are of interest for him
and he validates the form.
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PSIP - Scorecards Synthesis - Mozilla Firefox

Fichier Edition &ffichage  Historique  Marque-pages  Outils 7
g, & ar % (o btz o, expert-sxplorer eufscorscards synthesis, php?lang=en - | D= { J
1w PSIP - Scorecards Synthesis + '
7/// 5
: 7.
ou are logged &3t expert [Engish |  Print Contact  Disconnect @
Synthesis \
Number of stays with adverse events
Deselectall || Selectall Jan | Feb | Mar | Apr | May | Jun | Jul | Aug | Sep | Oct | How | Dec
WA averdoss (INR-4.9) 5 B 3 & 3 B 4 |
VA averdoss (detectsd by a prascription 3 o 2 q 3 A
at witamin )
Anemia (et D) 1 2 4 3 4 3 1 1
Bacterial infection (detected by prescription
of antibiotic) & 5 = e 2 2 i
Disrrhoe (detected by preseription of an
anti-diarrhoeal) 1 b 1 ! 2 & i
Diarrhoea (detected by prescription of an
antipropulsive) 2 I 1 i 2 b Y
Renal failure (creat.=135 micromaollL or a 10 12 10 18 13 l
ures=16.6 mmolL)
Thrombasytosis (court=G00,000) 2 4 1 a 2 2 1
Thrombopenia (court=73,0001 K 3 4 K 3 4 2
Musber of detected cases by effect and by month <
Edit detailed statistics
[ Analysis period
JanHul 2010 ) ‘
[~ Detected effects
Selectall ] I Deselectall
KA, overdose (INR=4.9) (33)
[ igh & CPH rate (CPK=195 LI (5)
WA overdose (detected by a prescription of witamin K) (17)
[ hypereosinophilia téosinophiie=10°9 1) (7)
[ anemia (Ho=1 e/ (18]
Iyperkalemia (H+=5 3) (65)
] bacterial infection (detscted by prescrigtion of artisictic) (25) 3
O hypocalcemia (ca++<2.2 mmald) (7)
D diarrhoea (detected by prescription of an anti-ciarrhosal) (3
[ hypokalemia (H+=3) (2)
] diarrhoea detected by prescription of an antipropulsive) (21
[ hyporatremia (Nas<130) (4)
] fungal intection (detectee by prescription of & systemic
antifungal) (15) [ inerease of pancrestic enzymes (amylase=90 LN or
- lipase=a0 LI (5)
fungal infection (detected by the prescription of local antifungal) (13)
[ neutropenia (court=1500imma3) (11
hemorrhage (detected by a prescription of hemostatic) (25)
D renal failure (creat=135 micromalil or urea=16.6 mmolL)
D heparin overdose (APTT=1.23) (2) (76)
[ hepstic cholestasis (alkal. phosphatase=240 11 or birubing=22 [ thrombocytosis (eourt=600,000) (15)
mald) (223
D thrombopenia (count=73,000) (26)
[ bepatic cytobysis (alanine transa =110 or aspartate transa_=110) (3)
Generate Scorecards }
v
Terming & @

Figure 39. Synthesis page of the Scorecards

Once the user has validated the form, a new pager@40) displays 5 links to the 5
different scorecards he has asked for.

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 120 of 262



) PSIP - Generating Scorecards - Mozilla Firefox

Fichier Edition Affichage Historique Marque-pages Outis 7

i PSIP - Generating Scorecards =+

ou are longed &5 exp

it % (' http: v, expert-explorer.eujscorecards/scorecard_generation.php v < | @ y:

[English | Prit Corlact  Disconne ot (g}

Scorecards generated

Return o synthesis

s VKA averdose (INR=4.9) - View Scorecard

* VKA overdose (detected by a prescription of vitamin K) - Wiew Scorecard

¢ fungal infection (detected by the prescription of local antifungal) - View Scorecard
* hemarrhage (detected by a prescription of hemostatic) - View Scorecard

o hyperkalemia (K+=53) - View Scorecard

Tetming €W

Figure 40. List of generated scorecards

In this use case, the user focuses on the latdsbroe, that describes cases of
hyperkalemia (K>5.3): this kind of abnormal lab value endangess fatient, as it
could lead to lethal cardiac rhythm troubles. Theeruclicks (Figure 40) on the
hypertext link “View Scorecard” to reach the pagke page opens (Figure 41).

The complete scorecard is displayed (Figure 41%. ¢bnceived to be either explored
on the screen or printed on paper. The page cavanones:

1. Atthe top of the page, the user can read the peti@ place, and the outcome
that is traced

2. In the yellow area, descriptive statistics are cota@. They describe all the
stays that have been detected within all the rules.

3. In the blue zone, all the rules that enable toadgietential ADE cases in the
current department are displayed. For instance,uee can read that Low
Molecular Weight Heparins (LMWH) can induce hypdekaia especially for
patients suffering from renal insufficiency (rule°l. In the current
department, 17% of patients with LMWH and renaluf@ encountered a
hyperkalemia in a median delay of 4.5 days (2 Jases

4. At the bottom of the page, more detailed explamatiare provided for each
rule. They can be reached by clicking on the irgehypertext links placed on
the number of each rule.
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Data from 01/01/2010 To 31/07/2010

0

fou are logged as file_mafthiou Review cases  Synthesis [ Englsh |89  Print Gontact  Disconnoct{Z)
Hyperkalemia (K+>5.3)
Characteristics of identified stays, all the rules together
Data from the coded diagnostics

Effective 85 Cancers 25%

Average age 75 Cardiomyopathies 60%

Men - Women 42% - 58% Renal insufficiency 20%
Hepatic insufiiciency 83

Deathis 15% Respiratory insufficiency 31%
Alcoholism 8%

Histogram of the appearence’s delay of the event: Characteristics of identified stays, all rules togsther:

15 Hyperkalemia (K+>5.3)
1

1
i
H

s
: H m

Jan Feb Mar Apr May Jun Jul fug Sep Dch Now Dec

1012 15-15 t6-18 1921

g 3 —
Adverse events occurred under the abave conditions B

Number of cases
confidence ; median delay

Conditions leading to Hyperkalemia (K+>5.3)

{1) LMWH can induce hyperkaliemia, specially with renal

insufficiency. 2
Renal fallure & Low welght heparin & Age <70 17% ; 4.5)
(2) HMWH can induce hyperkaliemia, specially with ACE inhibi 2
and renal insufficiency. =
Renal fallure & High weight heparin & Anglotensin conversion enzyme inhibitor 13%; 2}
(3) The suspension of some laxatives may reveal hyperkalemia. &
Renal fallure & Suspension of other laxative & Hepatic cholestasis 34% ;2
(4) The p of prop may reveal hyper o
Renal fallure & Propulsive laxative 34% 2
(5) Angi g and sartans may cause 3
hyperkalemia. =
Renal fallure & Angiotensin conversion enzyme inhibitor & Oploid 1% 2
(6) The suspension of potassium lowering diuretic may reveal 6
hyperkalemia. =
Renal fallure & Suspension of potassium lowering diuretic & NO Thrombin Inhibltor 11% 1 3
{7) The ion of ami I ide may reveal hy i 5
Renal fallure & Suspension of aminoglycoside 17% ; 15]
(8) Prescription of nonsteroidal anti-inflammatory drugs may cause 4
hyperkalemia. =
Renal fallure & NSAI & NO Potass) 50% ;1)
GLOBAL 65

Confidence (a%]: percentage of stays for which the effect occurs among the stays meeting the conditions.
Miegian delay: from the moment when all congitions of the rule are met, period from which over 50% of effects will be appeared

Details of rules

[1] LMWH can induce hyperkaliemia, specially with renal insufficiency.
Renal fallure & Low weight heparin & Age < 70 — Hyperkalemia (K+>5.3)

Somes aldosteronism or metabolic acidosis cases have been described with heparins. The risk is increased
in case of a kidney insufficiency.

Réf. : Martindale -The complete drug reference- 34&éme ed, The Pharmaceutical Press, London 2005 :
927-31.

In case of a low molecular weight heparin treatment, the dosage has to be adapted and the clinical and
biological menitoring have to be increased.

i

[2] HMWH can induce hyperkaliemia, specially with ACE inhibitors and renal insufficiency.
Renal failure & High welight heparin & Angiotensin conversion enzyme inhibitor — Hyperkalemia (K+>5.3)

Somes aldosteronism or metabolic acidosis cases have been described with heparins. The risk is increased
in case of an angiotensin-converting enzyme inhibitor treatment and renal insufficiency.

Réf. : Martindale -The complete drug reference- 34éme ed, The Pharmaceutical Press, London 2005 :
927-31.

In case of an high molecular weight heparin treatment, the dosage has to be adapted and the clinical and
biclogical monitoring have to be increased.

Figure 41. Scorecard of hyperkalemia (K>5.3)
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If the user wants to check one of those staysubehas to click on the number of
stays beside a given rule, on the right. Doing (Rigure 42), a popup displays the
different cases that match the rule. If the usekslon the “View stays details”
hypertext link, he is automatically redirected lte Expert Explorer. The user doesn’t
have to log in again or to retrieve the stay.

Number of cases
confidence ; median delay

Conditions leading to Hyperkalemia (K+>5.3)

(1) LMWH can induce hyperkaliemia, specially with renal 2
insufficiency. =
Renal fallure & Low welght heparin & Age <70 7% ; 4.5

(2) HMWH can induce hyperkaliemia, specially with ACE inhibitors 2
and renal insufficiency. =
Renal fallure & High welght heparin & Anglotensin conversion enzyme inhibitor 13% ;2§

(3) The suspension of some laxatives may reveal hyperkalemia. 1
Renal fallure & Suspension of other laxative & Hepatic cholestasis 34% ; 2

(4) The suspension of propulsive laxative may reveal hyperkalemia. 1
Renal fallure & Propulsive laxative 34% ;2

(5) Angiotensin-converting enzyme and sartapsmausauea
hyperkalemia.

Renal fallure & Anglotensin conversion enzyme inhibitorn | Angiotensin-converting enzyme and sartans may
(6) The suspension of potassium lowering diy| cause hyperkalemia.

hyperkalemia.

Renal fallure & Suspension of potassium lowering diuret|
(7) The suspension of aminoglycoside may re| June 2010 (1 cases):

Renal fallure & Suspension of aminoglycoside
(8) Prescription of nonsteroidal anti-inflamma| . W View Stay details

hyperkalemia.

Renal fallure & NSAI & N

July 2010 (0 cases):

May 2010 (2 cases):

[ Close |

Confidence (a%}: percentage of stays for which the effect occurs among the stays meeting the conditions.
Median delay: from the moment when all conditions of the rule are met, peried from which over 50% of effects will be appeared.

Figure 42. When required, a popup displays the IDsf the potential ADE cases.

4.5.3.2. Scenario 2: Description of a given stay -  the Expert
Explorer

Immediately after having clicked on the identifief a given stay, the user is
redirected to the Expert Explorer. We directly shib main screen of this tool here
(Figure 43).
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Figure 43. Main screen of the Expert Explorer
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Figure 44. The 3 zones of the Expert Explorer maipage

The screen is made up of 3 main parts (Figure #gtire 43):

- A the header contains several buttons that willléscribed later

- B: the drug panel helps reviewing all the drugg thlaere administered to the
patient

- C: the lab panel helps reviewing all the laborat@sults
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Figure 45. Use of the lab panel

Let’s review first the lab panel. By clicking onethK1” checkbox (label 1 on Figure
45, see also Figure 43), the user makes the Patasshart appear on the screen.
Several charts can appear on the same page ifSaeges

In this case the user notices that the Potassiumreaches a value of 5.7 on the
seventh day (label 2 on Figure 45, the red dotiteel has been manually added for
didactic purposes).

The Potassium checkbox has a blue background belcause it is identified as the
outcome within the rules that fire on the preséay.s
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NO rerud Pahung B srgu tersn Converton reyme nlstor & sges =70 — hyperkalema (0353}
O el fakong B pabaciaem — etk (K+539.3)

K1

L | =

| B | ] Fdek A

Figure 46. When required, a popup displays informabn
about the rules that fire on the current stay

If the user wants to see the rules that fire fat ttay, he just has to click on the
button “rules info” in the head panel. A popup agseas displayed in Figure 46.

In the present case, according to the rules, thesdinvolved are statins, beta
blockers, angiotensin conversion enzyme inhibaog potassium.
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Figure 47. Analysis of the administered drugs

On the drug panel (Figure 47 & Figure 43), the wser now review the drugs. The
drugs that correspond to the various rules appeaa pink background so that they
are easy to localize (labels 1-4). The user caclch®at the potassium (label 1), the
beta blocker (label 2), the association of the @tegisin conversion enzyme inhibitor
and potassium sparing diuretic (label 3) and tlairstlabel 4) were administered
before day 7, the date of the outcome. All thosagslrare known to increase the
potassium blood level. On Figure 47, two red dolieels have been manually added
for didactic purposes; they show the seventh ddooth lab chart and drug chart.

In the present example, the user can also notieergactions of the physicians.
Hopefully the potassium is suspended before thetkgbemia occurs (label 1). But
as the potassium level reaches a very high levghotassium lowering drug is
administered during the seventh day (label 5).
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Figure 48. The "more information" popup

The user can also access additional informatiodliblking on the “more information”
button of the head panel. A popup appears as gglan Figure 48. It enables to
review the ICD10 diagnoses that have been encogddebphysicians. In the present
case, the hypokalemia is encoded, but not the kgjsmnia.

Finally, the tool also enables the user to readatieymized letters and reports. This
feature is not shown here and is detailed in th&®@Bscription of the tool in chapter
10. In that precise case, the hypokalemia is meeatioin the report but not the
hyperkalemia. The physician concludes “woman adcwmitfor a hypokalemia in
relation to a gastro-enteritis (...) after correctithre potassium level is normal (...)".

4.5.3.3. Scenario 3: Review of a stay

Finally, some users are also designated as Exgedtare allowed to give their advice
on a given stay to validate it ageal case of ADE. If the user is an expert, he can
review a stay for which one or several rules fitdd.can then fill in a form in order to
validate the ADE status of the stay, and to qubke c¢ause-to-effect relationship
described by the rules. This information will beedsin order to assess theal
positive predictive value of the set of rules, tisizvery important for the assessment
of the system.

The forms are not detailed here. Only the mainene\page is displayed (Figure 49).
For each stay, the following features are avaitable

- A picture showing whether the stay has already begrewed or not (top,
middle)

- Alink to the Expert Explorer for the present s(eop, left)
- Alink to the forms that are used to validate ttagy gtop, right)
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- Then, the list of the rules that fire for the pras&tay is provided. Beside each
rule there is a link to the details of the rules.

Indeed, for a given stay, several rules might éinel predict the same outcome at the
same time.

View the stay /7774955 - FEEESTCtReRE e A s scss this sty

b060-1] NO Renal failure & Low weight heparin & Age 2 70 — Hyperkalemia (K+>5.3) (3%)
LMWH can induce hyperkaliemia.

View the stay WZDB - _ Assess this stay

b138-0] NO Renal failure & Suspension of other laxative — Hyperkalemia (K+>5.3) (4%)
The suspension of some laxatives may reveal hyperkalemia.

b149-0] NO Renal failure & Potassium — Hyperkalemia (K+>5.3) (3%)
Prescription of potassium may cause hyperkalemia.

View the stay #//.73035 - [Revieued by an other wser | Agsess this stay

b083-1] Proton pump inhibitor — Hyperkalemia (K+>5.3) (1%)

b143-0] NO Renal failure & Beta blocker & NO Calcium blocker — Hyperkalemia (K+>5.3) (1%)
Beta blocker may cause hyperkalemia.

b146-1] NO Renal failure & Angiotensin conversion enzyme inhibitor & Age 2 70 — Hyperkalemia
(K+>5.3) (1%)
Angiotensin-converting enzyme and sarians may cause hyperkalemia.

b148-0] NO Renal failure & Potassium — Hyperkalemia (K+>5.3) (3%)
Prescription of potassium may cause hyperkalemia.

Figure 49. List of the potential ADE cases to revie
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5. DISCUSSION

5.1. Contribution of the present work to ADE detect  ion

Summary

In this work, a common data model is first defirffeee sectio2.1 on page 49). More
than 90,000 complete stays are loaded into a repgpdhat fits the data model. Those
complete records include diagnoses, lab resultsy ddministrations, administrative
and demographic data as well as free-text rep@ften the drugs are not available
from any CPOE, they are extracted from the fre¢-tegorts by means of semantic
mining (see sectio?.4 on page 59). Then, ADE detection rules areodised by
means of data mining, in particular decision tr@ed association rules (see sec3idn
on page 74). Those rules are completed by using $DE detection rules extracted
from the SPCs. All in all, 236 rules are describey enable to trace 27 different
outcomes (see sectichl on page 95). All those rules are described fingua
common formalism and are loaded into a commonnepesitory (see sectidh5 on
page 86). There, all the 236 rules are automajiadkessed in every hospital and
every medical department. Several statistics aten@atically computed, such as the
confidence. In addition, two web tools are desigmedrder to show epidemiological
information about the potential ADE cases and fol@e those cases (see sectdoh
on page 117). Finally, a preliminary evaluatiortlod clinical impact of the potential
ADEs is performed as well as a preliminary evalatof the accuracy of the ADE
detection (see sectigh4 on page 111).

Data sources

Many other scientific papers deal with rule-basetkdtion of adverse drug events.
Those papers concern prospective ADE preventiohinvd CDSS [Paterno 2009, Jha
2008] or retrospective ADE detection past stays [Honigman 2001, Kaushal 2003].
The fact that the rules are used for ADE detecto®DE prevention doesn’t have

any impact on the formalism or the content of thles. The present work deals with
retrospective ADE detection, but also proposessi the same detection rules in a
CDSS for ADE prevention: the rules are versatile.

As in the present work, the various contributioss the same information source for
ADE detection:

- data from the EHRs: diagnostic codes (ICD10 or IZD&ug allergies,
patients’ characteristics (demographic data, pregyla and laboratory results
[Kaushal 2003],

- data from the CPOESs: drugs with or without doseugteal 2003], and
- free-text reports [Honigman 2001].

Formalism and content of the rules

In all the papers that have been reviewed, eaehcansists of one or two conditions
that lead to an effect. Those two conditions caofidifferent types but, as diagnostic
codes and free-text are not available when a CI33%ed, they are not involved in
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the rules usable for ADE prevention. The conditioesd in the ADE detection rules
can be of different types:

- adrug and another drug [Bates 1994, Jha 1998FDeP000, Gandhi 2005,
Judge 2006, Paterno 2009, Schedelbauer 2009, T889]

- adrug and a lab result [Bates 1994, Kuperman 1988&,1998, Honigman
2001, Field 2004, Morimoto 2004, Schedelbauer 2009]

- a drug alone with its dose [Bates 1994, Morimot64£0Gandhi 2005, Judge
2006]

- adrug and a patient characteristic [Bates 1994jrivtiio 2004]

- adrug with its dose and a patient characteriSiahgdelbauer 2009]

- adrug and a drug allergy [Bates 1994, HonigmariL28@hedelbauer 2009]
- adrug and a chronic disease [Schedelbauer 2009]

The present work uses nearly all the previous kofdsonditions combined together.
Only drug doses and drug allergies are not takém aocount. In the PSIP project,
those features are supposed to be already implech@nthe CPOESs instead of being
supported by the CDSS itself. In addition, the enéswork considers drug

discontinuations as conditions of an ADE; this deatis not described in other
researches.

In several works, a traceable outcome is availdhl¢Handler 2007], Handler et al.
perform a systematic review of 12 studies desagit86 unique ADE signals. Over
the 36 different signals that are detected, 7 dnairistrations of antidotes, and 19 are
abnormal laboratory test results; 10 are suprapleertzc medication levels which
formally peaking are not an outcome but a suspgicucumstance. In the present
work, an outcome is systematically traced and awofbabnormal laboratory results
(38 kinds of outcomes, from which 19 are involvadADE detection rules), or drug
prescriptions (18 kinds of outcomes, from whichré mvolved in ADE detection
rules). As the doses are not used, we are not tbldetect supreatherapeutic
medication levels.

Finally, despite a low number of conditions invalve the rules, some projects use
segmentation conditions, i.e. conditions that doaxplain the outcome but modulate
its confidence. Those conditions are the age, ¢halrfunction, the hepatic function

and the patient’'s weight [Bates 1994, Schedelb2068]. In the present work, such
conditions exist but are not systematic: they aedwonly if the Data Mining shows

that they significantly modulate the confidence tbé rules. Unfortunately, the

patient’s weight is not used as it is not suffitherdocumented in the data. But the
method used here would enable to take the weightaiccount in another dataset.

Schedlbauer et al. describe a typology of ADE pnéwe rules [Schedlbauer 2009].
According to the authors, the rules can be class#is follows (Table 27).

Table 27. Categories of drug alerts [Shedlbauer 200

O BA. Basic Drug Alerts
Provision of basic clinical decision support. Ctal information systems should first have
basic alerting systems in place before moving omdoe enhanced alerting features.

o BAL. Drug allergy warnings
Alert is generated in orders of medication to whiich patient has an electronically
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documented allergy

o BAZ2. Drug-drug interactions
Alert is generated when the mode of action of ang & known to be affected by
the simultaneous prescribing of another drug.

o BAS3. Duplicate medication or therapeutic duplicataderts
Alert is generated when the patient is already ndng the medication just ordored
or a different drug in the same therapeutic catggor

o BAA4. Basic medication order guidance
Alerts providing dosing strings with default dosioging the most appropriate
initial dosing

0 AA. Advanced Drug Alerts
Provision of enhanced clinical decision supporCROE system.

o AAL. Drug-lab alerts
Alerts are generated when administration of druguiees close monitoring of
laboratory parameters before or/and after admirasion.

o AAZ2. Drug-condition alerts
Raise awareness of specific prescribing for certainditions.

= AA2.1 Drug-disease contraindication alerts
alerts are generated to warn against prescribinguaertain drug in a
specific disease.

= AA2.2 Drug-condition alerts aiming at appropriateszribing
alerts are generated to encourage prescribing oédain drug in a
specific disease or condition.

= AA2.3 Drug-age alerts
Alerts are generated to discourage prescribing oteain drug in the
elderly.

o AAS3. Drug-formulary alerts
alert provided when a particular brand or drug istrincluded or not recommended
in the formulary of the prescribing location.

o AAA4. Dosing guidelines
Advanced medication dosing alerts that take intooaat complex patient
characteristics such as age, weight, height, réaattion, liver function, and fluid
status; co-morbidities, other medications the pdtimay be currently taking and
indication for the drug.

= AA4.1 Dosing guidelines based on renal function
= AA4.2 Dosing guidelines based on age

= AA4.3 Dosing guidelines based on pregnancy/femtle o
childbearing potential

= AA4.4 Dosing guidelines based on pediatric patievegght
based dosing

= AA4.5 Dosing guidelines based on drug utilizatiestriction
= AA4.6 Dosing guidelines based on indications

o AAS5. Complex prescribing alerts
Combined features of basic and advanced alerts

Rules of typeBAl describe drug-allergy warnings. This feature is/vmportant, but
such rules can probably not be found by using datang as those events are never
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supposed to occur. This is typically the reason aingh rules must be imported from
an SPC knowledge base such as provided by the \ddatpany. However, this
feature is not so simple to implement, as the dilleggies are not precisely described
in the ICD10 classification. As a consequence, enEHRS, drug allergies are
described by using free text and are difficultake into account automatically.

Rules of typeBA2 are generated in the present work.

Rules of typeBA3 and BA4 are out of the scope of the present work, but are
mandatory in any CPOE. As part of the PSIP Projastthis kind of alert is quite
classical, it was decided that it was taken carbyothe CPOE itself and not by the
CDSS developed in the project.

Rules of typeAAl andAA2 are typically what is done in the present workaditition
to all theAA2.xtypes, the present work adds a significant coatigin by identifying
other kinds of contexts such as laboratory resulisig discontinuations, and
potentially administrative or organizational comatis.

Rules of typeAA3 are very dependent on the local cultures. Sucblsrare not
provided by the present work and probably mainlpee on the scientific and
economic policies of the managers of a hospital.

Dosing guidelines -as described in the rules oé #p4 are not directly provided in

the present work. For technical reasons, the dasesiot taken into account in the
data mining step. However, most of our VKA-relatedes tend to provide dose-
adaptation recommendations.

Finally, most of the rules we provide are “complprescribing alerts”, which
correspond to thAA5type.

Origin of the rules

In many papers that deal with ADE detection or prgwon, the rules have been
written by experts.

In quite numerous studies, data mining is used rtalyae ADE reports (post-

marketing data) [Almenoff 2005, Almenoff 2007, B&806, Bennet 2007, Coulter

2001, Hauben 2005]. As opposed to the present woose approaches are based on

classical supervised rule induction. To our miret interest of such an approach is

limited:

- ltis currently admitted that less than 5% of tHeEs are reported. As no data

is available to know whether the 95% other repares missing at random or
not, it is difficult to conclude about the represgiveness of such reports.

- The statistical associations that are discoveredige some results such as
“knowing that an ADEY has been reported, the drXghas a probability of
P(X]Y) to be responsible for the ADE”. But the questibat is of real interest
to the physicians is another one: “Knowing thatdieg X is prescribed, what
is the probability P{]X) that the ADEY occurs?”

If such studies might bring interesting knowledties knowledge can'’t directly be
used for ADE detection or ADE prevention.

The interest of data mining of the EHRs is discdssesome papers [Berlin 2008,
Cerrito 2001] but the “data mining” term often ceats classical multivariate
methods such as logistic regressions, using addnitumber of explicative factors
that are preselected using expert knowledge [In(2a@8].
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In the present work, we mine hundreds of variabbldsacted from the EHRSs, taking
time into account. Data-mining-induced rules aniggextracted from the SPCs are
pooled together. 17% of the rules only come from 8PCs, and 72% of the rules
only come from the data mining.

Contextualization of the rules

In this work, all the rules are automatically telsie every hospital and medical
department in order to compute statistics suclhasonfidence. Those statistics vary
with respect to the site. As a consequence, wememnd filtering the rules using
thresholds applied to the local statistics. Inlitezature, it seems that the behaviors of
the CDSSs are never contextualized. Most of the,tino statistic is computed and
when statistics are computed, only one site is aseldno recommendation is made to
filter the rules: the rules are supposed to hagestime interest everywhere.

Meta-rules and over-alerting prevention

In the literature, meta-rules are not explicithsdeébed. Kuperman et al. introduce a
feature that is very close to meta-rules [Kuperni®94]: for instance a patient
receiving both potassium and potassium sparingetiog would only have the
interaction reported if one of the three most rés@mum potassium measurements is
above 4.7 or if the serum potassium has not beersuned in the last 3 days. This
kind of feature is interesting as it may reducerealerting.

In most papers, this kind of feature is not pogsibk the outcome is described in free
text but cannot be automatically traced, as in \aal's rules describing contra-
indications. Ignoring the appearance of the outc@tbe most classical approach in
the CDSSs, but it induces over-alerting: it is mpaissible to know whether the
outcome is traced or not, is to occur or has ajremdurred.

Meta-rules for the prospective implementation areppsed later in the present
discussion.

Chronology consideration

In the literature, the time constraints seem nobdotaken into account. It is not a
critical issue in the case of prospective impleragoh (CDSS). However, even for a
prospective use when the outcome is traced, tlser® icertitude that the outcome
occurred after the drugs were administered. Inthirel meta-rule we propose in the
present discussion, the problem is solved: wendjatsh the case when the conditions
may be responsible from the outcome and the casa Wie conditions may worsen
the outcome. In addition, in the present work wepieically used a 5-day delay: if a
drug is discontinued on daly then it can still be involved in an outcome thaturs
till day d+5. In further works, this 5-day delay should be agpld by using the half-
life of the drug.

Positive predictive values of the set of rules

There are two different ways to compute the posipivedictive value of a set of rules
(Figure 50).
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Figure 50. Two different ways to compute the positie predictive value of a set of rules

The first way is to consider the probability thatase is a real ADE, knowing that the
case matches all the conditions of at least one andl leads to the outcome. This
corresponds to the use of rules for ADE detectiorpast records. That figure is
provided in many articles, we’ll call it “PPV1” fepart of Figure 50).

The second way is to consider the probability thegal ADE occurs knowing that the
conditions are met. In that case, we don’t knowhé& outcome occurs or not. This
figure would be useful to qualify the warnings o€BSS that does not wait until the
outcome occurs to alert. That figure is providea ifew articles, we’ll call it “PPV2”
(right part of Figure 50). It should necessarilyleer than PPVL1. If there were only
one rule, PPV2 would result from the multiplicatiohPPV1 and the confidence of
the ruleP(outcome|conditions) = #0/#C

Values of PPV1:

- In Kuperman et al.’s work, PPV1 = 5% [Kuperman 1]994

- InJhaetal.’s work, PPV1 = 10.5% [Jha 1998] aR¥VP= 1.6% [Jha 2008].

- In the review performed by Handler et al. [Hand2@07], several outcomes
are considered. Cases of hyperkalemia are tracéd diiferent studies and
lead to PPV1 comprised between 0 and 67%. Cadéfincrease are traced
in 4 different studies and lead to PPV1 comprisetiveen 5% and 100%.
Cases of Vitamin K administration are traced inf8ecent studies and lead to
PPV1 comprised between 2% and 30%.

- In the present work, for rules enabling to dete¢tAVoverdoses we get
PPV1 = 45.4%]30.5;60.4] (see sectiod.4.2.2 on page 114) and for rules
enabling to detect cases of hyperkalemia we get1PPW5.86%[69.0;82.7]
(see sectiod.4.1.2 on page 112). Those very good results aeetal the fact
that the rules are well segmented. In additiorthose modules we expected to
get good results. Other more complex modules wereimcluded in the
review.

Values of PPV2:
- In Field et al.’s work, PPV2 = 6.4% [Field 2004].
- In Honigman et al.’s work, PPV2 = 3.3% for drug-klbrts [Honigman 2001].

Incidence rate of ADEs

According to the literature, ADEs are common anduocin 2.4 to 5.2 per 100
hospitalized adult patients [Bates 1994, Bates 1@98ssen 1997, Nebeker 2005,
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Senst 2001]. In [Jha 1998], 2.8 ADEs occur for IfMiients*days, this could
correspond to 5-10% of the stays.

In the present work, we identify 4% of potential B®in the datasets (see section
4.4.3.1 on page 116). One can assume that on thkasd only half of those potential
ADEs are real cases of ADEs (the accuracy is 459 KA overdoses and 76% for
cases of hyperkalemia). On the other hand, we assimy several purely clinical
outcomes (such as rashes). All in all, those result compatible with the commonly
admitted figure of 5% of ADEs during hospitalizatso However, only a complete
review of the cases and the stays that do no naattghule could enable to provide an
ADE frequency.

Clinical impact of ADEs

The clinical impact of the ADEs is not systemalicaheasured in the literature.
Though, the clinical impact is a part of the defom of ADEs. In [Kuperman 1994],
3% of the detected interactions with outcome hase to a change in drug
prescriptions. In [Bates 1994], 64% of the ADEs @vasidered as severe. Petersen et
al. [Petersen 1992] define severe ADEs as “ADEsltieg in death, at least 1 month
of disability or a minimum of 4 added hospitalipatidays”. According to [Bates
1997], each ADE is estimated to increase the lengtiospital stay by 2.2 days and
to increase the hospital cost by $3,244.15.

In the present work, several statistics are contpufehe interpretation of the
following figures must be done very carefully: fiysthe figures concerpotential
ADE casesand notvalidated ADE casessecondly a cause-to-effect relationship
cannot be established without a complete casewevie

The patients who are qualified gperkalemia as part of a potential ADiave a 9.8
day higher length of stay, and the death rate7igihes higher (see sectidm.1.3 on
page 112).

The patients who are qualified ¥KA overdose as part of a potential AD&Rve a 9.9
day higher length of stay, and the death rate7igithes higher (see sectidm.2.3 on
page 114). In addition, the outcome leads to acpm®n of vitamin K in 23.3%
cases and to a definitive VKA discontinuation in82 of cases.

The patients who are qualified pstential ADE (whatever the outcomegve a 10.0
day higher length of stay, and the death rate3githes higher (see sectidm.3.2 on
page 116).

According to those figures, the potential ADEs wbilave an important clinical
impact. But it cannot be excluded that the patidratée ADEs because of a worse
health status, which could explain the higher nitytaate. However, diagnoses of
severe diseases didn’'t appear as segmentation tiomsdiin the decision trees.
Similarly, the longer the stay is, the higher thiebability of detecting outcomes is:
that could explain the higher length of stay. Oe tther hand, specific impact
measures such as “VKA discontinuation” or “vitanknadministration” seem to be
quite reliable.

The grand challenges of clinical decision suppoxtstem

In [Sittig 2008], Sittig et all identify the grarnchallenges of clinical decision support
system. According to the authors, the CDSS of tiheré will have to address several
iIssues that are listed in Table 28.
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Table 28. Summary of the grand challenges of clinéd decision support system [Sittig 2008]

Grand Challenge Description

Improve the human-computer interface

Disseminate best practices in CDS design, dewstop, and implementation
Summarize patient-level information

Prioritize and filter recommendations to the user

Create an architecture for sharing executable @D8&ules and services
Combine recommendations for patients with co-nalitibs

Prioritize CDS content development and implentesma

Create internet-accessible clinical decision sup@positories

Use free-text information to drive clinical deors support

Mine large clinical databases to create new CDS
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The present work and, more generally speaking P> Project, answer or try to
answer several points.

Points #1 and #2are well defined in the objectives of the PSIPjéuto Ergonomists,
psychologists and human-factor engineers involvethé project are aware of those
challenges and are currently trying to bring innoxeaanswers to those issues.

Point #3 highlights that most of the time only drug-preptian-related conditions are
used in the CDSSs. Concretely, all the CDSSs deebiased, and very often the rules
only take into account drug-related conditions. Tmesent work is innovative as
discussed before, as the data-mining step enabl@sdgrate diseases, lab results,
drug-related information, demographic informationseX, gender...) and
administrative description of the stays (admisseason or day of week, admission
by emergency or ICU, etc.). Theoretically, in thregent work we would have been
able to discover even organizational causes. Wnfately, the 236 rules we have
discovered “only” take into account the age, chrodiseases, lab results, drug
prescriptions and drug discontinuations, becauserdmg to statistical results the
other conditions don’t appear to be involved in déippearance of the outcomes.

Point #4 highlights that in many existing CDSSs the alarts not sorted nor filtered.
The CDSS that is under development in the PSIReBrenables to sort and filter the
alerts. Those features are directly based on angtieat contribution of the present
work: we are able to automatically compute sevstaistics that can be used to sort
and filter the rules, such as the confidence, ét&tive risk and the Fisher’s p value.
In addition, what is not described by Sittig et &.the possibility that the sorting and
filtering of the rules vary with respect to the gdawhere the CDSS is used: this is
contextualization. That feature is also made ptsdly the present work, as all the
statistics are computed separately in each hospitdlin each medical unit. Contrary
to the accepted wisdom, we demonstrated that thBdemce of the rules is deeply
dependent on the place where they are used. Asngaegoence, defining a
contextualized CDSS seems to be a good way todserthe accuracy of the alerts.

Point #5is addressed by this work, as we have defined amgbped a common data
model, and a sharable set of XML files to desctitmbehavior of the CDSS through
a set of rules and related mappings. In additiothée PSIP Project, the CDSS is not a
standalone application but is reachable through can€ctivity Platform. As a
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consequence, it is very easy to load the same kugel into a new CDSS, or to
connect any new tool to the existing PSIP CDSSuilfinche connectivity platform.

Point #6 is only a focus on a specific kind of variableedacan be generalized
through point #3. This issue is fully addressedtly present work. However, it is
interesting to notice that, according to data ngniesults, the laboratory sign of co-
morbidities seems more reliable than the ICD10 dmgpof those morbidities.

Point #7. this challenge is commonly shared by the PSIepto

Point #8 is now possible as the behavior of a CDSS candseribed by using the
XML files that are provided by the present workteltectual property issues have to
be solved first.

Point #9 is partially addressed in the present work. Indémee-text records are used
for the retrospective data mining that enablessoaver past ADE cases. But till now
free texts have not been used to discover situatadrrisk of ADE within the daily
drug prescriptions. However it would be an intangsfeature, as when a physician
prescribes a drug, the diagnoses of the patieatstdirnot available. But on the other
hand, in the present work the diagnoses of theepiatire not deeply involved in
ADEs, except chronic diseases that can alreadgthieved from the previous stays of
the patient.

Point #10is exactly the objective of the present work.

5.2. Discussion of the method

Weaknesses
Despite its advantages, the present procedurersdiften two main weaknesses.

First, only the data that are recorded can be minedSome clinical events might
occur and might be present in the data of the EHKRuastructured free-text
observation but not encoded as structured infoonaffhe main advantage of non
automated methods is to be able to take into acaery kind of information, even
unstructured informations.

Secondlydiagnostic codesare important to describe acute and chronic desedsl!
now we have only been able to take into accountrgbrdiseases and acute diseases
that are necessarily the admission ground. Foamest, the diagnosis “polytrauma”
can only be the referral diagnosis, as it is nobpble that a polytrauma occurs during
the hospitalization. Conversely, “hemorrhage” cobéd either the admission ground
or an adverse event occurring during the hospéttn. It is simpler for chronic
diseases: a disease labeled as “chronic renaficisaty” is necessarily an admission
ground. In Danish hospitals, the referral diagnasisencoded in the EHR at the
admission, while in France the admission grounceggstered using free-text and is
later encoded as the “principal diagnosis”. Builggthe physicians are not allowed
to encode it since the patient hasn't been dis@thrgs a consequence, in a CDSS
context, only the chronic diseases are availalfléhe patient has already been
admitted in the past.

Other important data haven't been integrated ag Wexe not sufficiently available:
the patient’'sveight and the patient'drug allergies.

Finally, the binary approach for laboratory results and drug administration
aggregation can be discussed. This kind of transition has the inconvenient of an
information loss. But it enables to date the evefstsexample is shown in Figure 51.
The case of this example matches the following: rule
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vitamin K antagonist & hypoalbuminemiz risk of hemorrhage (too high INR)

After a binary transformation of VKA doses, albunfilood level and INR (left part
of Figure 51), it appears clearly that the VKA adisiration and the
hypoalbuminemia have predated the too high INR amdcandidates to explain it.
This kind of representation seems to be the only wa discover statistical
associations while taking time into account in gl of thousands of cases. If we
look at the quantitative variables without any lyjn&ransformation (right part of
Figure 51), depending on the threshold that is @hp# is not clear whether the VKA
administration and the albumin level can explaimot the too high INR values. As
far as we can mine the data, a quantitative appreaems not to be compatible with
the time acknowledgment. In some cases we weretalgenerate some quantitative
variables for data that are measured once andaodg per hospitalization: this is the
case of the patient’s age.

A

l_ h
VKA VKA
A g t > t
l_ - A
Hypoalbu- Albumine \
minemia cause
(cause) 0 ( )
. > > t
Too high INR™ —— I\R
(effect) (effect)
0 .
> >
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Figure 51. Example of ADE case matching the rulg¢KA & hypoalbuminemia- too high INR
Left: with binary transformation. Right: with out binary transformation.

Advantages
The present procedure also has some advantages.

The first advantage is to be able to confirm alyelaabwn rules, to complete existing
knowledge and to discover some new rules, as ddtail Chapterd.3.3.3(Origin of
the rules (data mining, SPC%ih page 110.

The main new kinds of knowledge are:

- The consequences of drug discontinuatiotimse kinds of conditions are
rarely described in the summaries of product chartics. However,
particularly concerning pharmacokinetic drug intdi@ns, it seems easy to
accept that the importance of their effect might tbe same as for the
introduction of new drugs.

- Organizational causeghe rules from the present work can take into anto
practical causes. For instance the condition “tgept has been admitted with
too low an INR” increases the probability that fregient has too high an INR
during the hospitalization. This kind of conditioms typically useful but
absent from academic knowledge. Organizationalioigtances are probably
not enough considered.
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- Segmentation conditionghe aim of such conditions is to identify facttinat
are not directly responsible for an ADE but thagngficantly change the
confidence of the rules. Most of segmentation cioial are related to the age,
and the threshold that spontaneously appears ysclese to 70 years old. In
many rules, the segmentation condition is the ajeseh a drug or a disease,
and this absence increases the confidence of teelnusuch cases, it can be
supposed that, in case the disease or the drugesem, the patient benefits
from more frequent monitoring of many laboratorygraeters. Paradoxically,
the absence of the drug or the disease may indhighar rate of ADEs.

As opposed to academic knowledge, the resultseoptbsent work enable to sort the
knowledge according to the probabilities of thecoutes. For instance the “contra-
indication” and *“use caution” sections of the Fiensummaries of product
characteristics of current VKAs are 3,300 word lohtpreover the knowledge that
first appears in the text is already well-knowntbg physicians so that the events that
are first described rarely occur. The readers &edéd by the huge amount of
information. Conversely, by means of the Scorecardsthe automated computation
of the confidences of the rules, it is possibletfar physicians to get comprehensive
and ordered information about the ADE cases thatyrédappened in their medical
department. By means of the link that enables tieve the cases in the Expert
Explorer, they can learn while reviewing the caségatients they remember. The
fact that the ADE statistics are linked with reates has an impact on the perception
of the tool by the practitioners of a medical déxpant.

Statistics such as the confidence are automaticaligputed for each rule in each
medical department. The output presented in chdgtékppendix 6: Validated rules)
on page 227 demonstrates that the confidence ofules varies a lot from one
department to another. It is probably due to déifees in the patients, in treatments,
and mostly in monitoring policies. Taking into aoob those various statistics will
prevent the CDSS from over-alerting: by means ofarneles presented in section
5.3.2(Meta-rules for the implementation into a CD®8)page 142t is possible for
the CDSS to have a behavior adapted to the firal us

The fact that the confidences of the rules areuatatl on-the-fly on fresher datasets
will help to monitor the changes in therapeuticichs and consequences in several
medical departments. This is particularly importdat the Prospective Impact
Assessment that will be performed as part of th Foject (latest workpackage). It
is possible that, if some specific ADEs are highiegl, the medication practices are
improved and the number of cases decreases. Aasugeof the confidences of the
rules could be a good piece of evidence of positiyeact. But on the other hand, in
order to avoid alert-fatigue, it will be very impant to take into account the change
in the confidence and, by means of meta-rule, ectlate some rules. This will be
automatically done by means of the actual prodgaturally, it will be done only for
departments where it is appropriate: the statisiiescomputed separately in every
medical department.

Those results are encouraging and announce a npwagh to the ADE studies,
current approaches being essentially based on spaffated case reviews [Bates
2003] or database queries [Honigman 2001, Honig2®&3, Seger 2007].
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5.3. Perspectives

5.3.1. Reusability of the tools

All the programs and methods that have been us#dnwihis work can easily be
reused in industrial context or in further reseasch

The Expert Explorer and the Scorecardsconsist of a set of PHP Scripts and a
MySQL database, making it easy to install the taslst is on any new web server. A
few hours are required to install duplicate versioh both tools, assuming that data
compliant to the data model are provided as wedl dsscription of users and medical
units. In addition, the SQL scripts are limitedltasic data management operations
and a database abstraction library is used (PDOP HMita Objects). As a
consequence, an Oracle database can very easilyeoeinstead of MySQL without
modifying the PHP scripts.

The data-mining scripts use the R language. This warrants that those tscaige
widely reusable and can easily be interfaced with existing database system. R is a
system for statistical computation. It consists aflanguage plus a run-time
environment. The R language is very similar in @paece to Chambers & Wilks' S
language. R is free software distributed under &J&Wle copyleft, and an official
part of the GNU project ("GNU S"). Since 1997, fResource code is updated by a
core group (the "R Core Team"). Besides this comeig many R users contribute
application codes: nearly 1,500 publicly-availapkckages are distributed through
the Comprehensive R Archive Network (CRAN). Dozeofs thousands people
currently use R worldwide.

5.3.2. Meta-rules for the implementation intoa CDS S

The knowledge rules provided by this work are naipprly speaking operational

rules for a CDSS: they describe knowledge and eamsied for ADE detection in past
stays, but they do not explain how a CDSS hasdctiie a prospective use during the
medication process. Three meta-rules enable tefoan the knowledge rules into

operational rules which described the behaviorthefCDSS. They are proposed on
Figure 52, Figure 53 and Figure 54.

For a given medical department, the knowledge rcdesbe ranked into 3 categories:
* the rule provides no stay (denominator=®)ctivate the rule
» the rule provides some stays (denominator>0)

butp value> 0.050r confidence< thresholddr relative risk< 1
- deactivate the rule

» the rule provides some stays (denominator>0)
andp value< 0.05and confidence>thresholdind relative risk > 1
-> activate the rule

*The threshold has to be defined according to tbeesty of the outcome. For
example, a 10 % threshold seems appropriate.

The same static filter is currently applied in 8worecards.

Figure 52. Meta-rule n°1: static filter
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The rules are provided with a description of thiagéetween () all the conditions
are met and £} the outcome occurs. LpBObe the 88 percentile of the delay. As
consequence, when the outcome occurs, in only 20%ases the outcome occy
with a delay greater thgo80 days. In other words, when conditions have been
for a delay op80days, the confidence of the rule is divided by 5.

* For a given rule in a given medical department, theg80 threshold of the
delay (it is an expiration delay80

e For the given stay, compute the delay between ecawas®l now (the

prescription day)delay

a

me

* If delay>p80, do not use the rule anymore

Figure 53. Meta-rule n°2: temporal filter

This meta-rule is to be used when a rule involvelsbkarelated anomaly as tf
outcome:

A+B > C (C being an abnormal value of a laboratory patam

* IF the conditions A&B of the rule are present & thecome C is not present

& the outcome C is monitoreé don't alert

* IF the conditions A&B of the rule are present & thecome C is not present

& the outcome C is not monitore# request monitoring C

* IF the conditions A&B of the rule are present & thécome C is present
—> alert by showing values of C and explactording to the chronology of
events:

0 IF A&B startedbefore the outcome C: A&B arpotential initial
conditions of the outcome.

o IF A or B startedafter the outcome C: A&B arpotential conditions
of worsening the outcome but not the initial causesf the
outcome.

This meta-rule requires that secondary threshotdsdafined for each laborato
parameter.

Example:

Initial rule: VKA & hypoalbuminemia> too low an INR

If both conditions are present, the behavior of GiESS depends on the INR:
* IF INR is monitored & INR is not too low> don't alert

* IF INR is not monitored> request monitoring of the INR
e.g.no value of NPUO1685 is readable in the dataseirduthe last 5 days

¢ |F INR is monitored & INR is too low> alert

o IF VKA and hypoalbuminemia were both present betbestoo low
INR value, present conditions as “initial condisdn

o IF VKA or hypoalbuminemia was not present beforetito low INR

ne

'y

value, present conditions as “worsening conditions”

Figure 54. Meta-rule n°3: rules with laboratory-related outcomes
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5.3.3. Reusability of the rules described using XML files

The main outputs of this work are:
* Clean and structured datasetsrom various hospitals and departments

e Structured XML files, described in chaptelr2 (Appendix 4: Description of
the output of this work (use of the XML filegn page 201, including:

o Mapping policies. those files enable to aggregate the data intatsve
(for diagnoses, drug administrations, and laboyatesults).

0 Rules identified as set of conditions linked to outc@me

o Occurrences of the rulesi.e. statistics computed for each rule in each
medical department or hospital

0 Lexicon to automatically make the conditions and outcormeshe
rules readable for humans. It provides labels igli&h, French and
Danish.

o Explanations to understand how a rule can be argued and wieat th
prescriber could do when an alert fires. It prosidexts in several
languages (English, French and Danish) for sewesab (short text,
long text, action) and for several users (physi&ianurses and
patients).

e Automated HTML output, making it possible to present all the rules,
statistics and explanations at the same time, asvrshin section4.3.2
(Detailed example of five rulesn page 102, and in chaptet (Appendix 6:
Validated rulespn page 227

The format of the structured XML files has beeneagron by all the different users,
who are the persons involved in the next workpaekagf the PSIP Project. Those
XML files are frequently updated and loaded onAilgday several partners for several
uses:

* Retrospective usethe files are used to produce information aboaysfrom
which the patients have already been dischargegl(&i55). For that kind of
use, the present output is used as it is and kedirio all the available stays.
Those stays are stored in a central repositorgrit@sg all the extractions of
all the available hospitals. This kind of architeet is used by several
processes:

o The automated HTML outputs described above

o The periodic ADE Scorecards:this tool enables to visualize the rules
and the related statistics in a given medical depant

o The Questionnaire of the Expert Explorer:it is loaded in order to
review and validate or invalidate the rules

* Prospective use: the CDSS-or that kind of use, the present output is used as
it is too. Each time a drug is prescribed, the CR@&vides the Connectivity
Platform developed in PSIP with the data concerrhrgg current stay. The
CDSS is queried and uses the XML files to answegu(le 56). This kind of
architecture will be used by several software appibns:

o The IBM prototype, a tool connected to a CPOE

0 The Medasys Prototype a tool connected to a CPOE
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o The Web prototype a web tool enabling drug prescription
simulations, for education purposes.

o The Patient component a tool designed to provide patients with
information in relation to their own treatment

I

ople out

Central
repository

& Scorecards: ‘ Expert Explorer:
- 5% knowledge on ADEs| | TV case visualization |

“Hospital X T CDSS

I :
EHR, lab, CPOE _| Connectivity
| DRG, CPOE... 3 platform

Figure 56. Prospective use of the set of XML files
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6. CONCLUSION

In this work, we have defined a simple data modejroup together data extracted
from EHRs and CPOEs. This data model has beentoseallect more than 90,000

hospital stays. Mainly by means of data mining, 288 detection rules have been
described in a rule repository through a set ofyeasusable XML files. Those rules

enable to detect and prevent 27 different kindsub€omes.

The execution of those rules on large datasetsitdasg past hospitalizations enable
to detect potential ADE cases with a good accurany to compute automatically
interesting statistics. In order to exploit suclsules, two web tools have been
developed and can be easily implemented: the Saaledo display epidemiological
information about ADEs, and the Expert Explorerdwiew the potential ADE cases.
The same rules can also be used for ADE prevemmian CDSS. The definition of
several statistics and related thresholds enablesduce the false positive rates, and
would participate in reducing the over-alerting3iSSs.

The present work contributes to the challenge ofEAdetection. It seems that this
work is the first successful experiment of dataingrbased rule induction for ADE
detection. One output of this work is a set of 2@fidated and commented rules.
Those rules seem to have a good accuracy thanktheéosegmentation and
contextualization of the rules. In addition, thi®n highlights the contribution of
factors that have always been ignored: drug discoations and organizational
causes.

This work must be continued in order to detect lEsguent outcomes on larger
datasets, to evaluate more precisely the accuractheo ADE detection, and to
guantify more precisely the clinical impact of ADEs

Finally, the method used here can incorporate dilmels of data as soon as they are
available in the EHRs, such as the structured tegilany paraclinical exam (e.qg.

electrocardiograms). In addition, the method shoeedinexpected ability to detect

some cases of nosocomial infection. This field desseto be more deeply explored.
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9. APPENDIX 1: TIME REQUIRED TO PERFORM THE
DATA MINING TASK

9.1. Objective of this chapter

The main objective of this section is to answee¢hguestions:

- How much time does it require to compute statistitcs new dataset of an
already known partner?

- How much time does it require to compute statistits dataset of a new
partner?

- How much time does it require to discover new railes

Figure 57 displays the main steps of data extractdata management and data
analysis for one medical department of one hospita¢ different steps to integrate a
hospital in the analysis cycle of this work areadletl hereafter.
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Figure 57. Global process for data extraction, datananagement and data analysis
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9.2. Description of the tasks and needed time

9.2.1. Getting data from a hospital, first time

Steps on the diagram: la

Full duration: 1 man-month for the hospital,
1 man-week for the data mining team

Level of automation: Low

The hospital has to perform a data extraction fienEHRs in order to provide

laboratory results, drug prescriptions, diagnoadsjinistrative information and free-
text records. An iterative quality control is perfeed on the data. This quality control
is described in sectioB.2.5 (Iterative quality control)on page 57. The objective of
the quality control is not to correct the datasself but to correct the data extraction
process.

At the same time, as no French hospital is ablprtwide IUPAC codes for their
laboratory investigations, a custom laboratory niagas to be designed. Its aim is
to transform the custom labels of laboratory patanseinto precise and common
laboratory parameter descriptions. The mappingge®as expert-operated. For each
observed laboratory parameter, it uses the laleé¢s declared units, the reference
interval and the observed distribution of the valirethe dataset.

9.2.2. Getting data from a hospital, next times

Steps on the diagram: 1b
Full duration: <6 hours
Level of automation: Full

Generally speaking, once the first extraction ifqrened, the extraction process is
automated and next data extractions require less @hhours. It is then very easy to
get the updates of the datasets. A fast qualityrobis performed on each new export.

9.2.3. Aggregating the data

Steps on the diagram: 2
Full duration: 1 hour
Level of automation: Full

Some treatments are applied to data so that theypedreated during the next steps.
The design of the mapping policies (diagnoses, agtnative information, drugs, and
laboratory results) is now stable allowing for juglutomated transformations.

9.2.4. Discovering new rules

Steps on the diagram: 3
Full duration: ~1 month, several persons
Level of automation: Low
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Discovering new rules follows a three-step procedur

- Statistical outputs are automatically produced rideo to prepare the expert
sessions. Thanks to automation and scripts opttoizait requires only 2
hours. Hundreds of rules are produced but a pierifilg session is performed
and varies with respect to duration.

- Then an expert committee is in charge of filterimglidating, re-organizing
and tuning the rules. This step requires thathal éxperts have prepared the
domains that are investigated. When this is the,casday with 6 experts
usually allows preparing 60 rules. During the smssi explanations of the
rules are prepared.

- Finally, a long step consists of checking and nestll the results of the
validation session, as well as preparing and taaingj the explanations of the
rules in English, French and Danish.

9.2.5. Testing the rules of the central repository on an
aggregated dataset

Steps on the diagram: 4
Full duration: Y5 hour
Level of automation: Full

All the 236 rules of the central repository candpplied to every medical department
dataset in a few minutes. The process is fully mated.

9.2.6. Publishing the datasets and the rules occurr  ences on the
web tools

Steps on the diagram: 5
Full duration: 3 hours
Level of automation: Full

The datasets are loaded on the Expert Exploreringak possible for physicians to
review all the hospital stays. The rules occurrerare loaded on the Scorecards Tool,
making it possible for the physicians of the deperit to know how many ADE
occurred during the past month, to read the exfitams and to review the related
hospital stays. The process is fully automated.

9.3. “How much time...”: use case point of view

9.3.1. Already known partner: computing statistics

Steps on the diagram: 1b, 2, 4, 5
Full duration: < 7 hours
Level of automation: Full
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Each time a known partner wants to send a new elatde whole process requires
less than 7 hours. This includes:

- the data extraction

- afast quality control

- data aggregation

- computation of the statistics of the rules

- publication of all the files on the Expert Exploesrd Scorecards

9.3.2. New partner: computing statistics

Steps on the diagram: l1a, 2, 4, 5
Full duration: 1-2 months
Level of automation: Full

If a new partner joins the project, it requiresviedn 1 and 2 months for the whole
statistics to be available on the Scorecards fboé steps are the same as above,
except that obtaining a good data extraction reguarlot of time.

9.3.3. Discovering some new rules

Steps on the diagram: 3, 4,5
Full duration: 1 month for several persons
Level of automation: Low

All the available datasets can be used every tindigcover some new rules. The
duration of the process is not dependent on theuatnaf data. Several statistics are
automatically computed but the expert-operate@rfilg and reorganization of the
rules is time-consuming. The process also includeslescription of the explanation
of the rules in English, French and Danish.
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10. APPENDIX 2: ODP DESCRIPTION OF THE EXPERT
EXPLORER

Authors: Adrian Baceanu & Emmanuel Chazard

10.1. User requirement and Enterprise Viewpoint

The PSIP project follows two main objectives:
- To produce epidemiological knowledge on Adversed¥uents

- To design a clinical decision support system (CD8f)ementing some ADE
detection rules, those rules being deduced from whéing of the structured
hospital data bases, and semantic mining of freectdlections (e.g.
discharge letters).

As a part of the project, an EHR visualization tbals been required. The Expert
Explorer has been designed to meet the followiggirements:

- Stay display: the tool must be able to display a given hosgitay by means
of visual and comprehensive pages. This visuatimatbol must display
medical and administrative information including@ginoses and procedures,
drug prescriptions, laboratory results, and rep@ig. discharge letters).

- Stays review and validation:Once a rule provided by the data-mining team
is implemented in the Scorecards (next tool, presem sectiorll on page
186), the Experts must be able to review all thepital stays that match the
rule and to fill an evaluation form. The resultdl\Wwe used to validate the rule.
The rules-review tool uses the stay-display feature

- Reports: the tool also allows for reports design, execu#iod display. These
reports will be used by physicians of the mediegattments to get on the fly
customized information about ADESs in their medidapartment.

Moreover, the tool must respect some common repents:

- The tool must be usable for every member of theareh project, some users
being able to connect from another country to halsdatabase.

- Anonymity and confidentiality of the datasets ar@nalatory [Biceanu 2009].

The functional requirements to have access to aifgpescorecard are described
below.

For disambiguation purposes, in the present sedtienfollowing terms will be used:

“Rules” and “scorecards” are related to the impletagon of data-mining-
based rules in the Scorecards tool (presentecttroed 1 on page 186).

- "Queries” and “reports” don't refer to the data-mip results. They are a
feature of the Expert Explorer, which allows theengsto design themselves
queries and to execute them again in report padesse queries and reports
will be called as the “reporting tool of the ExpEstplorer”.

10.1.1. Use case 1

- Goal: To access the details of a specific stay usingjtesf the reporting tool
of the “Expert Explorer”.
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- Actors: Medical Personnel of the hospital, Medical Expar®lved in a case
review, Members of the PSIP project.

- Interface: The “Expert Explorer”, being a web-based data \ligation tool,
has a detailed graphical interface. The functidrtb@interface can be
accessed easily and are available in English,dutgpages are available in
multiple translations like French and Danish.

- Preconditions: The tool must have access to a MySQL databaseinomga
relevant information on clinical stays. The dat&bamist use the PSIP data
model. Anonymity and confidentiality of the datasate mandatory. The
users must know the login credentials.

- Basic course of events:

1. The user opens the application and is presentdd awwelcome message
and the menu

2. The user opens the “Data Set” tab, selects the imgidata set and clicks
“Apply”

3. The user opens the “Reports” tab, then the “Defapert” option

4. He then chooses the fields which will be displayedthe lines of the
report, and the fields from the columns of the repbhis way the report is
defined.

5. The user clicks the “Generate” button and the systaves the report

6. The user clicks on the “Report Details” and theteysdisplays the report

in a table structure, with options to sort the @ahblith a click on the
columns names.

7. Then the user can go to the “Rules” tab and sdlextoption “Define
Rule”. This will allow him designing a query.

8. He has to select the fields, the operators andvéihees to construct the
new rule, and he clicks the “Submit” button

9. The system saves the query and provides the usieraviink to the details
of the query. The query is presented as a set mditons and the stays
that it identifies.

10.The user reviews the details of a stay by clickangts id, which will bring
up the page with all the details for that stay fstef the stay, medical
procedures taken, ICD10 diagnoses, administratedgsdr laboratory
results, laboratory charts, drug charts and freé decuments linked to
that stay).

- Alternative paths:

2a. The user can use the default selected data set

3a. The user can consult a previously generatemttrep

7a. The user can review a previously declared query

10a. The query didn’t find any stay, the user caragck to the page where he
comes from.

- Post Conditions:New report is added to the software. New queriesadded
to the software.
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10.1.2. Use case 2

- Goal: To access the details of a specific stay and camplee pre defined
questionnaire in order to determine if it was oswaan ADE.

- Actors: Medical Experts

- Interface: The “Expert Explorer”, being a web-based data \igaton tool,
has a detailed graphical interface. The functiohshe interface can be
accessed easily and are available in English, miespages are available in
multiple translations like French and Danish.

- Preconditions: The tool must have access to a MySQL database inoga
relevant information on clinical stays. The databasust use the PSIP data
model. Anonymity and confidentiality of the datasetre mandatory. The
users must know the login credentials and have éBXaccess.

- Basic course of events

1. The user opens the application and is presentdd awwvelcome message
and the menu

2. The user has to login using his username and padswo

3. The user opens the “Data Set” tab, selects the ingdata set and clicks
“Apply”

4. Then the user can go to the “Rules” tab and corikaltist of previously
defined rules

5. User clicks the “See the stays” link
User can select a stay from the list of stays ifledtby the rule

7. User reviews the details of a stay by clicking tnid, which will bring up
the page with all the details for that stay (stgpsthe stay, medical
procedures taken, ICD10 diagnoses, drugs admitadtiralaboratory
results, laboratory charts, drug charts and free decuments linked to
that stay)

8. User access the review page where he is askedaseumstions, one at a
time

o

- Alternative paths
3a. The user can use the default selected data set;

4a. The user can directly access the details afeathat was assigned to him
for review;

8a. If the expert already reviewed the stay, thbe fguestionnaire is
automatically completed with his previous answarg] he has the option to
modify his answers, or cancel and go to previoggepa

- Post Conditions: The answers of the questionnaire are saved for late
analysis. Rules reviewed by the user are markea\aswed by the current
user.

10.1.3. Use case 3

- Goal: Management of data used by the “Expert Exploreg¥iew of the
actions of the experts
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- Actors: Tool administrators

- Interface: The “Expert Explorer”, being a web-based data \igaton tool,
has a detailed graphical interface. The functiohghe interface can be
accessed easily and are available in English, uiespages are available in
multiple translations like French and Danish.

- Preconditions: The tool must have access to a MySQL database inoga
relevant information on clinical stays. The databasust use the PSIP data
model. Anonymity and confidentiality of the datasetre mandatory. The
users must know the login credentials and have “iddstrator” access.

- Basic course of events

1. The user opens the application and is presentdd awvelcome message
and the menu

2. The user has to login using his username and padswo
The administrator opens the Admin tab

4. He can download and excel file containing the raspo from
guestionnaires completed between a selected pefibue

5. The administrator can upload a text file contairanigst of stays that need
to be reviewed

6. He can assign for review those stays for a speasfer or to all users

7. The administrator can go to the “Data set” tab seléct the working data
set

8. The administrator updates the data set by uploatbnthe server the
corresponding text files

9. Then the user can go to the “Rules” tab and corikaltist of previously
defined rules

10. The administrator can validate a specific rule fribat list
11. The administrator can delete a previously declané=l

w

- Alternative paths
9a. User clicks the “See the stays” link of a rule;
9b. He can assign for review the stays found byules

- Post Conditions: Data set is updated. The experts will have newsstay
assigned for review. Some rules could be removed.
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10.2. Information Viewpoint

1 - Opars the
apphication =
and saes beS 1a- update of data set—
wilcome moessage Process 4
9. Salecis tha Selecting Data sel L]
— ki e— Actor 2
dara sat Administralor
bl
3- galection of lines 'F B
an columres of the report 1r.2- B quary
har BpIart FEview
A- nama choasing
for tha repor Process 2
35~ gaving the r x| ————i| DQ‘TIHII'IQ A r&pﬂr‘l
1.3
- recjuast for validaidalele
[ | —r—|
fepan dalaik qusary
.
1.1- adciekata
7= norw # ) i
— GURTY P .
|-
Actor 1 N i ) Process 3
- . : I & -
General Usar and link 1o delais Dﬂflﬂlﬂﬂ :'II"I(:1 neviewing
Queries
& revinw of 1]
the saved quenes K. ”
_‘
14- requast f
frur all quesries ™
| ————11- provvide 311 stays
13- resguast for
] Actor 3
sy o Process 4 Repor page Estpar Lser
Raview of the slays
Td-open grededined
quastionnaira
] 15- Fil and gave_ |
quashonnare
. A

Figure 58. Data flow diagram

10.3. Computational viewpoint

The functional decomposition of the “Expert Expldres shown in the simplified
UML diagram depicted in Figure 59.
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User
name: string
id: int
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DB handle

+ db handle: object
+ data set: string
#response: object
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Reports Queries
- field id: int - field id: int
- target: int - operators: int

A 4 A A 4
DB stay handle

+ db handle: object
+ data set: string
#stay id: int
#response: object

A

Review form

# stay id:
string
+ user id: int

Figure 59. Simplified class diagram

10.4. Engineering viewpoint

The figure shows an overview on the distributedfpten and infrastructure. The
database contains the data available regardingtélys and defined reports or queries.
That information is read by the tool. Then the hssare processed and the data is at
the moment transformed into an Extensible HyperTdatkup Language XHTML
file — viewable in a Web browser.

Responses from the tool are stored in the DB. Betaipdates can also be performed
by external applications, but in either situatiarrjgorous check is performed on the
data to be loaded and the results of the loadioggss itself.
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Figure 60. System context diagram showing the engiaring overview

10.5. Technology viewpoint

- The application is written using HTML, CSS, PHPA&yalscript. The tool can
also be installed on the local intranet of an oizmtion, but it is dependent on
a computer network and a server running the requ@reironment

- The tool is hosted on an Apache Server and cacdessed at the web address
http://www.expert-explorer.eu/

- The application is linked to a MySQL database cosepoof PSIP data model
tables and additional table containing user-relatéormation. As discussed
later, an Oracle database can easily be used dhstea

- Inside the application an extra table is creatadled flat table, which is an
aggregation of the other seven tables and hasietate specific to the data set
used.

10.6. Detailed description of the interface and use flow

10.6.1. Introduction

One of the available solutions to have a data \imateon tool was the Oracle
Business Intelligence Suite (OBI). We needed a toatork specially with the PSIP
data model as OBI applies more easily to a Busiimsfligence "star-model". It led
us to develop a custom solution. This solutionvedlovorking especially with the
PSIP data model, to generate laboratory resultstsshdrug charts, and to allow
different users to fill questionnaires to evalutite stays. This solution is a tool easy
to use and focused on the goal it was designed for.

The Expert Explorer is a web-based data visuabtmatool. It allows representing
several data from a given stay: medical and adtnatige information, diagnosis,
medical procedures, laboratory results and drugcpiions. The application also
offers a general overview of the medical departmdiie medical personnel can
identify particular cases in the medical unit ttmeye in charge. This is done by some
primary statistics such as death rate, distribubgrpatient gender or the percent of
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stays that are taken care of in an ICU. The usergemerate reports based on the
available details of the stay. He can target spee#lues of the variables, and see the
distribution of the stays in percent or mean valUdge application is also a tool used
as a support for evaluating the rules defined endita and semantic mining process.

Using Expert Explorer one can apply primary staigsion the existing data sets:
generate reports, update data sets used in thé&atppl, define queries and load
queries from files, see the details of the staysesponding to the queries.

The Expert Explorer allows for several tasks:
- report generation: reports design using basicssizgi report publication
- visualization of the hospital stays from variousadats
- queries import: the queries can be then execut&dsqueries

- validation of the stays obtained from data-minitige expert can view the
data-mining-based rules and the related staysyalmthte them (or not) using
a pre defined questionnaire.

10.6.2. Implementation and availability

Expert Explorer is hosted on a web server and @lahe to anyone that knows the
login credentials.

Data is stored using a MySQL database and it usestructure of the PSIP data
model defined during the first phase of the projéd discussed later, an Oracle
database can easily be used instead.

The users that access the application can fit tthifeerent profiles:
- general users, or guests that don’'t need a password
- medical experts that should login with a usernantegassword and
- administrators.

10.6.3. First Page

On the first page, the user is presented with acameé message, and the general
menu.

Under the menu, on the top left, there are linkisagin page, and New Account page.
Those pages will be presented later. On the rightisplayed the current data set. The
data set used, determines from which databasdakie will be shown, and on which
database the queries will be applied.
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Figure 61. "Expert Explorer" welcome screen

To change the working data set, the user hasdk ch Data Set from the main menu.
He will be presented with a new window where thailable data sets are listed.

10.6.4. Data sets

Before any activity, the user should choose tha dat that he wants to work on.

On the same page with data set selection, the astnaitors can update the data set,
by uploading to the server the corresponding filespdate the flat table.

The flat table is a special table, used for dataimgi it represents an aggregated
version of the 7 table data set, and doesn’t hafixeed number of columns. That is

the reason why, every time a new file is loaded, tdble is recreated automatically.
So, the flat table structure for different datassetuld be different. Because of this

when defining or loading from files the queries dzhon the flat the table, those
queries will apply only for the current data set.

To change the working data set, simply selecoitnfthe list and click Apply button.
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The data set page offers three more options. Thiedine highlighted with a text and a
Click here link, will redirect user to the page wiée can select which columns from
the flat table are displayed in a report in thesrdétails page. The option is only
present if for the current data set (the one dygalaunder the menu, in the top right

side) there is a flat table loaded.

The user is presented with a screen with all thearne variables from the flat table
of the current data set and he has to choose tée which will be included in the

report. X marks a variable that is not presenheareport.
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Figure 63. Selecting flat table outcomes

The second option allows user to load the flatedbf the data set selected in the list.
Not the current oneThe user clicks on browse, select the desirej &hd then he
must click Apply. If no error occurred, the file lbe loaded and the total number of
records loaded will be displayed.

The third option on the data set page is used datgpthe current data set, or the data
set that is selected from the list. The user néedsad the .txt files containing data.
The files must be using the structure of the 7etalaita set.

10.6.5. Reports

Defining and visualizing reports was the first ftion implemented in Expert

Explorer. This allows the user to apply some pryretatistics on the available data.
Can be a useful option for the medical personndlatee an overview of the medical
unit they control.

The user has to choose the fields which will beldiged on the lines of the report,
and the fields from the columns of the report.
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Figure 64. Defining a report

For each line field the target value has to becsete This is because the report works
like this: on each line are selected only the stidn fit the selected value. The

columns are used for statistic results. The userttaelect the desired field and how
the data will be displayed. There can always beeddww lines or columns and also
choose the order in which the fields are displayeitie report.

A report name can be entered, and then the Gertmstiten will save the report. After
the report is saved the user can go to Report Betasee the result.

Or, he can navigate to Saved Reports, from the maimu, and consult a list with all
the reports defined so far. From that list, user ®a@lect any report and then click on
View Report button to see the result of the report.
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Figure 65. Saved reports list
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The report is displayed in a table structure, wipitions to sort the table with a click
on the columns names.
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Figure 66. Visualizing a report

If, when the report is defined, user checked thgoop“Last column used to list
patients”, then on the last column there will benk to a page that is listing all the
stays that are identified by report’s criteria.
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Figure 67. Stays identified by a report
10.6.6. Rules

This section is used to define queries, one by on®g load queries from files. Those

queries are not properly speaking the data-minihgsr It is an additional feature that
can be used by any physician to get some desaigata.
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Figure 68. Defining a query

To define a query, the user has to select thedfiglie operators and the values to
construct an IF - AND - THEN structure which is et ®f conditions leading to a
result, or an outcome.

To define this structure, for each condition therusas to choose the table where the
field is located, the field he targets, the oparatnd enter the value. The step is
repeated for each condition. Values are mandataayat least two conditions have to

be entered. One special operator is REGEXP an@stsimed that the user choosing
it knows how to use it (what value to enter).

There are two types of queries definition: thetfitfsfines a query using only the fields
from the PSIP data model. The second one usegettis from the flat table.

Using the “Import rules” option the user can loatkdes from an external file. A
guery is the combination of several conditions. Tipdoaded file should contain 1
line per condition.

- first column contains the identifier of the query

- second column contains the variable

- third column contains the comparison operator

- fourth column contains the value to compare with.
The last condition for each query will always be tutcome, the “THEN” part of the
query.
Example :

rl01-1 lab hypoalbuminemia = 1
rl01-1 drug vitamin_K_antagonist = 1
rl01-1 labto_high INR = 1
rl01-2  drug proton_pump_inhibitor = 1
rl01-2 admin age > 70
rl01-2 lab hyponatremia = 1

Columns are separated with TAB.
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Figure 69. Error handling while importing the queries

If there are two fields in different tables witletekame name, the user will be asked to
choose the correct field. (eg. In Figure 69 thklfiend is present in two tables).

When loading queries that are based on the flatetathe application will
automatically detect the field, for each conditiand will assign the query only to the
current data set.

After the queries are loaded or defined, the useravided with a link for each query
to the page presenting the query details.

But first of all, he can navigate to the saved ggsefrom the main menu.
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Figure 70. List of existing queries
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On the “saved rules” page is the list of all themgs that were defined or loaded for
the current data set. For each query there is lkatbnQuery Details page. If an
administrator goes to the Saved Queries page, lhéavie two more options for each
query. The administrator can check as query ad waldelete it.

The query details page will display all the stdyattare returned by (or satisfy) this
query.

Below the list of the stays returned by the qu&ya report based on the flat table.
The columns used are defined on the Data Set pédgefirst line is an average of all
the values from the flat table, for each columm, $kcond line compute the averages
only for the values associated to the group ofsstaturned by the query.

There is also a button (Download .txt file contagstays). A click on that button will
provide a file in .txt file format, using tab agpseator, with all the stays’ ids.

On the Query Details page, the administrator widbdave an extra option, to assign
for review the stays returned by the query to gllezts, or only to selected expert.
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Figure 71. Query detail page

A click on a stay id will bring up the page with tide details for that stay.

10.6.7. Visualization of a stay

A hospital stay can be visualized in several castex
- As a standalone feature, the users are alloweghtew every stays.

- In the Scorecards (the tool is presented in sectibrin page 186), every
implemented rule is associated to a report whispldys links to the stays that
match the rule.

On the stay details page are displayed all thernmé¢ion available for that stay. The
user only has to click on the desired tab. Theofaihg tabs are available:

- The first tab displays a description of the stagnfdgraphics, principal
diagnosis, length of stay, etc.)
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- The second tab displays the different steps oftag, each step corresponding
to a medical unit visited during the stay.

- The third tab displays the medical procedures peréd during the step of the
stay. The procedures can be either diagnostices&feutic.

- The fourth tab shows the ICD10 diagnoses.

- Another tab displays the drug administrations dakalar form, and another
tab presents that information in a comprehensive lyameans of a specific
chart.

- The laboratory results can be displayed in a tabiglan or by means of a
specific chart.

- Finally, it is possible to read all the anonymizegorts free text documents
(e.g. discharge letter).
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Figure 72. Visualization of the details for a stay
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Figure 73. Laboratory charts
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Figure 74. Drug charts

In addition to the existing tabs, a button labeltedb & drug display” will open a
new window, using the full size of the screen, &seethe work of the reviewers by
presenting on the same page the drug charts addibeatory charts. In addition, two
buttons on the left-top of the screen will open ygmg containing essential
administrative information and ICD10 diagnoses.
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Figure 75. "Lab & drugs charts" window

10.6.8. User accounts

The program is structured on three user levelzoéss, depending on the role:
- Users (everybody) — can seel/visualize data withwating the power to
modify them; can design and visualize dashboards
- Experts — can see/visualize and interpret the detag result to this he may
register his advice and validate or invalidatertiles
- Administrator — has total access, the main roladpéat of implementing new
rules and assign them for review; the administratould also be in charge of
updating the database’s content
To register an expert, the user must click on tlee/Mccount link, and fill in all the
fields in the form.

PSIP - Expart Explorer

Rélum 1o prinaous page

Register tor an Expert Account
Your parme

Email

Regrams

Pasgwmond

Repeal Passwsand

Ragigter

This projedd is pariafy fonded by the Ecropean Commissaan

"';E"__H—H:'—.'-‘.--uu.--. © 2008-T0H0 PEP Prosect

Figure 76. Registering a new user account

After the account is created, the expert shouldogbogin page, enter his username
and password.
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A correct login will redirect the user to his hopege.

PSIP - Expert Explorer @
e e e e e e e e e [sESEF
["Daa tor || Repons, || Rues || S | [ Logour | 2

Facrl gt FRAHAL

Wenlcome Adilan Baceaus & Lopout

Expert Page
I bl dbaadobebied i il LS D O _
Il Faglent Isl Stay Age LT

14955 2458 8482 male
1531 =R {1 33,95 famata
1240 520 251 farials
504 823 gr.03 famaia
o915 1554 6591 male
FI6 b B4.3 famala
466G VIER 7202 famaia
04 413 76 42 male
a4 140D 40,75 finrada
2023 1650 7E 41 fermals
122F 1¥24 A7-55 male

Figure 77. Expert home page

The expert's home page contains two tabs: one wherdisted the stays that the
expert need to review, and another with the stagady reviewed.

10.6.9. Experts’ queries validation task

The querying functionality of the Expert Exploreancbe used by the physicians to
test their own ADE detection rules. In that casquastionnaire helps them validating
the queries as useful or not in ADE detection. Etspwill have access to the report
page. This page will be accessed by a new butfRap6rt”, displayed only for the
experts on the stay details page.
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Figure 78. Stay details page with the "Report" butbn present

The expert can review the details of each particsiay and he can go to the report
page where the pre-defined questionnaire can b@leted, in order to determine if it
was or wasn’t an Adverse Drug Event.

If the stay has a query associated, then two aaditiquestions about the query are
displayed.

If the expert already reviewed that stay, then fuestionnaire is automatically

completed with his previous answers, and he hasyltien to modify his answers, or
cancel and go to previous page.

On the questionnaire page, a button in the upperyk open the stay’'s details in a
new window, if the expert needs to consult the dtgils while completing the form.
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Figure 79. The questionnaire
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10.6.10. Administration

The administrator can review all the expert acceunhe administrator is the one that
assigns rules for review to the experts. This aaddne either by uploading a text file
containing the stay ids or by going through thevimesly defined rules and assign the
stay that the rules have returned.

PSIP - Expart Explorer (
- ) _ Diala SolFlFFFrr b

Ll Addmin ._ﬂi.;.si '-Il..-n:w |ITL-M; |E"I'_‘ TE\I | taek wpdute: SERCHD

d% Data Se1 (5 Confipre Expan Pages [ Quesbonnaines

Configurs Expert Paget

Choose an eapart  Adnan Bacoany ]

Felysvube e B! R T EHI MEY  dadat _

1 Fatient I Sray Aage fex

0O 15 Ta58 a0Ee male
Ll ¥E&%) 320 313.58 famale
0 1240 20 a5:31 female
O 504 823 ar.o3 famale

0O =15 1854 859 rhide
O 7% g 843 Tormalo
468 12686 7z Tamdle

Cl e a3 FEAZ maln
O 744 1400 A0LTE femala
O 2oia 1850 FEA female

O 137 1724 47 55 male
O i g4 8157 Temals
O 1451 1876 853 female
O 44 207 BEBE lentile

Figure 80. The administrator home page

To delete stays, the administrator can simply chtbekstays from the list and click
the Remove Stays button.

To add stays, the administrator will need to loddeain the format exported from a
Rule Details page, or a similar one, constructethtaming the structure described.

The administrator can export the questionnairésdfiby the experts.

PSIP - Expert Explorer ( :
7 el F 51.1:37,,{{% -

Hilivin '“;_ig_.u'aﬂ"; :._ﬂgm _r-.fp.l“. 1E Boes | Logoul | et e a0

o Doats Sel S Confipure Expen Bages g Quoshennares

Expert Cuestionnaires te files

Choose anepeit Al enpes
Stait dale:
A0
End dale
1002010
Drowiload
This penjet] k5 panmally landed by T Euiogssa Commission
iz
. TR e 20083310 PEIP Srocct

Figure 81. Export questionnaires

Also, the administrator has some additional fumiavailable on the pages previous
described.
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11. APPENDIX 3: ODP DESCRIPTION OF THE
SCORECARDS

Authors: Adrian Baceanu & Emmanuel Chazard

11.1. User requirements and enterprise point of vie ~ w

The results of data mining can be edited in thenfof “Periodic ADE Scorecards”
sent to the hospital partners. The scope of ther&ards” application is to present
the statistical results on the occurrence of ADErigher to support the discussion with
the healthcare professionals.

The application is accessed only by knowing theesmponding password, based on
the role of the user for a selected hospital andicaédepartment:

- physician
- head nurse
- nurses
- pharmacist
Once the application is accessed the user can atisbnactivities such as:
- select the analysis period
- consult a summary page for their department
- read individual scorecards
- review the cases.

The fact that the ADE statistics are linked witlalreases has an impact on the
perception of the tool by the practitioners of admal department. It is very
important for them to be able to review the cases| to remember them as “what
happened in my department last month” and not “ws#teoretically known”.

The functional requirements to have access to aifgpescorecard are described
below.

11.1.1. Use case

- Goal: access a generated scorecard for a given outcotneaiew the cases
identified by the rules

- Actors: medical personnel (physicians, nurses, head npinsemacists,
medical experts)

- Interface: a graphical web interface allows interactions wiité application.
The interface offers support for several langudgesjlish, French, Danish)
and can easily be improved to increase the numiteesupported languages.
The interface doesn’t require advanced knowleddeetased and all the
actions are performed using only the mouse

- Preconditions: the tool must be supplied with the latest XML dileontaining
ADE results, formatted based on the commonly agséedture. The user has
to use the access password

Basic course of events:
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1. the user logs in by selecting a hospital, departraed typing a password

2. the user is redirected to the synthesis page, wheselects the period of
analysis, then he selects the desired outcomesniergte the scorecards

3. the user is redirected to a page where he choosgsciic scorecard from
the ones generated

4. after choosing a scorecard, the scorecard pagempsaged with all the
implemented details when the application was design

5. user can review the rules leading to the outcorharacteristics of the
stays, the descriptions of each rule and the stetsmatch the conditions
and the outcome of a specific set of rules

6. the user can go to Expert Explorer to review actetestay, by using the
list of stays from a small pop-up window next tcleaule.

- Alternative paths:

2a. the user can select one or more outcomes arlvréhe chart with the
evolution of the number of stays with adverse evgoér month.

6a. the user can access a “case review” page, vhergtays that present the
outcome are displayed, along with the rules whimhditions are met by each
stay

6b. the user can go to Expert Explorer to revieselacted stay from this page
6¢. a medical expert can access the review fomaview the medical records.

- Post conditions:the log of actions is stored for later analydis.case of
review form access, the results are also stored).

11.2. Information view point

O R

2 —Performed action

e
Process 2

Log user action

—

1 — Request for synthes
|-
|

5 — Synthesis page

gl

Actorl |™

6 — Request for scorecalds
»

> o Process 3
3 —Request descriptio Get description

9 - Request review

Process 5

Review form

Process 1

Extract rules

results from
XML files

N

—

4 — Effect description
4+—

7 —Request descriptio

—_—

8 — Rule description

Figure 82. Data flow diagram

from lexicon in
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Get rules
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h
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11.3. Computational viewpoint

The functional decomposition of the Scorecardshisws in the simplified UML
diagram depicted in Figure 83. The XML extractiobjest is instantiated by
supplying reference to the file path of the soundes. The XML extraction class
provides methods for retrieval of rules resultsrfrML files. This class creates
additional class based on requirements: User Logagts methods for logging users’
actions, XML lexicon with methods for retrievingsibeiption in natural language for
elements like effect code and XML description witlethods for extraction of rule
descriptions, also in natural language. The Usassclcan create the Review form
class, with methods for review generation, valoatnd save for later analysis.

User
name, role: string
id: int
Review form XML extraction
# rule id: string + path: string
+user id: int + period: string
# response: string

Coy

Log XML XML
action lexicon description
- action: - code: - rule: string

string string

Figure 83. Simplified class diagram

11.4. Engineering viewpoint

The figure shows an overview on the distributedfpten and infrastructure. The
XML files containing data mining results are readthe tool. Then the results are
processed and the data is transformed into an &klen HyperText Markup
Language XHTML file — viewable in a Web browser.

- XMLresponse
I):<.I|V|L Scorecards Response Scorecard \
les XMLrequest tool —P page \\
\\ Viewable in
\{ WEB
browser

Figure 84. System context diagram showing the engiaring overview
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11.5. Technology viewpoint

The tool is developed using free Open Source enmemnts like PHP and MySQL.
This tool is dependent on a web server like Apattheould be implemented in either
intranet or internet networks, with restricted ascbased on passwords.

The data sources are the XML files containing thia anining results.

11.6. Detailed description of the interface and use flow

11.6.1. Introduction

The Scorecards tool has been elaborated to preékenstatistical results on the
occurrence of ADE in order to support the discusswith the healthcare
professionals. The Scorecards are part of the P®Wowledge Management
Platform”.

Periodic ADE reports or “ADE scorecards” are autboadly edited and transmitted

to the hospitals’ departments. This step takesepkdter the rules are applied on
monthly exports from medical databases of parttoigahospitals. This screening of
medical records allows to retrospectively identifyspital stays susceptible to hold an
adverse drug event (ADE).

The ADE scorecards are automatically generatedcttirdrom the XML files
containing ADE rules. The extraction of the datagstcumulative, meaning that a
report generated for a certain month is the resuthe scan of all the stays of the
previous months, starting with January, same year.

The Scorecards indicate for each type of identifidderse drug event its prevalence
in the relevant department and the mean delay péajance of the outcome after
drug administration. The ADE scorecard providesitamtthl information on the
hospitalizations at risk of ADEs including the fmMling: number of cases, patients’
characteristics (gender, age etc.), clinical castexd categories of diseases. These
reports are intended to support quality policy amahagement (through systematic
discussions with healthcare professionals) reldtedanedications in each medical
department.

This section illustrates the design of the ADE-8cards displays for both the
summarized data and detailed statistics and howotileés supposed to be used.

11.6.2. Interface design and development

The website for displaying scorecards was designgidg user-centered design
principles [ISO 2009]. From the beginning of thisrk, an ergonomist was integrated
in the designers-developers team to support cotperdesign. Moreover, a sample
of final users (4 physicians, 2 pharmacists, 3 heaces, 6 nurses, 1 health care
quality manager), participated in the design by e@nting on the first mock-ups and
the first version of the prototype, choosing featuamong parallel versions, and
proposing new features and/or facilities. Resulsmf the participatory design

supported the recommendations used by the devslopercontinuous evaluation

procedure ensures that recommendations are tateadoount [Marcilly 2010].

The tool is available using a web server. It canabeessed only by the person
knowing the login credentials. It is developed asHiIrML interface, using PHP as
the programming language, XML files and MySQL datsfor storage.
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11.6.3. First page of the Scorecards

The ADE-Scorecards aim to being used by differet¢gories of professionals (e.qg.
physicians, head nurses, nurses, pharmacists agbenguality management). By

logging in, users are identified (thus, the inteefa language is automatically adapted
and only the user’s department data are displgyéalcilly 2010].

The first page of the interface is the login paglgere user selects the hospital he
wants to study (Figure 85). Depending on the hakgiosen, the user is provided
with the departments of that hospital for which adaxists. Once selected the
department and the hospital, the user has to typasaword specific both to the
selected department of the hospital chosen andaiegjory of users he is part of.

@IT‘ Scorecards / Tableaux de Bord

Hospital / Hopital .
Department £ Semice 4

Password £ Mot de passe

| Connection / Connaxion

Figure 85. Access page for the Scorecards

11.6.4. “Synthesis and Edition of detailed statisti  cs” Page

After login, the user is redirected to the syntbgmige. The header of each page of the
Scorecards will contain information like the cuttr@ospital and department, analysis
period, the user using the application, and linksdufor changing the language, print
the page or contact the person responsible witlldlee

The Scorecards are designed in such way that thelgd @lso be used in a physical
environment, printed on paper. Also, the interfand data displayed are available in
different languages.
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Figure 86. Synthesis page

In the upper part of the synthesis page theretabla containing all ADEs and all the
identified cases, classified by month (Figure 8&)e user can select certain outcomes
to analyze, using the checkboxes next to each mé@mname. Under the table
containing the ADEs there is a graph with the etrofuof the number of cases where
the selected outcomes where found (Figure 87).Cha&t is automatically recreated
when user selects different ADE outcomes in théetab

Nunber of detected cases by effect and by month
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Figure 87. Number of detected cases by outcome ahg month

In the lower part of the synthesis page there dsagp down menu allowing users to
choose the period for which they want to get AD&istics. A choice in this menu
immediately changes the data displayed in the pusvtable/graph. Under the select
box of the periods, there is a list with the ADEammes and the number of stays that
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present the outcome (Figure 88). The user hasl¢éatsthe desired outcomes (or all
outcomes) for which the scorecards will be gendrate

Edit detailed statistics

Analysiz pariod
jan-dec 2007 (]

Detected affacts -
[ Ssiect all |

[ Deselect all |

[ anemia gribe1 0as) (53)

[ wacterial infection (prescrition of sntibiatic) (47)

[ dinerioen Lpregcrption of an anli-ciarrhoeal) (21)

[ dinerhann (prescription of an ardiproputsive) (3]

| Tunged infecton (prescription of & systemic antiunged) (250
[ tungadinfection (prescription of locat antifungal) (4)
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[ Genersls Scorecards |

Figure 88. Edition of detailed statistics

11.6.5. “Detailed statistics” Page

Once the desired outcomes are selected, and theef@e Scorecards” button is
pressed, user is redirected to the “Scorecard ggaempage” (Figure 89). In this page
user can select an ADE result and view its genératerecard or detailed statistics

page.

Scorecards generated

»  hemorfsgs (prescriplion of hemastatic) - View Scorecerd
o hyperkalemis (K+25.3) « View Scorecend
» hypocsicemia (calcamia=2 2 mmoll) - Wiy Scorecard

Figure 89. Generated scorecards

For each selected adverse effect a page is gedevateh presents (Figure 90):

- The characteristics of identified stays, all rulegether, that describe the
sample of stays presenting the adverse effectjdivad): number of patients
concerned, average age, gender proportions, propsif diseases that might
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have impact on ADEs (e.g. alcoholism, cancers,liesafficiency) and the
death rate (these deaths are not necessarily dbe taverse effect).

- Two charts: a bar plot chart representing the ifistion of the number of
outcomes per month during the current year andtadmam that describes the
delay between the outcome and the prescriptioheotlitug in days. The
histogram uses the Struges algorithm to defingithe classes on the X-axis.

Hemorrhage (prescription of hemostatic)

Characteristics of identified stays, all the rules together

Ciata from the coded disgnostcs

Eftective 25 Cancars 20%
Average age 78 Cardiomyopathies T2%
Men - Warmen 24% - TE% Fenal nsuificency 16%
Hepsbic insutficlency 4%
Desths 12% Respiratory insufficiency 2%
Alcoholizm B%

Hiztogram of the appeaence’s delay of the svent: Characteristics of identified stays, all nules

together: Hamorrhage (prascription of

b hemostatic)

all i ln

Jda= Feb Rar fer Hoy Jum Sal Aug Ses Ol How Dec

Adbearse gvents oocurred under the shove conciions. : .

Figure 90. First part of the details page

Next, the page is completed with (Figure 91):

e« The conditions (rules’ premises: patients’ condisio administered drugs)
potentially leading to an adverse effect with th@nfidence (percentage of
stays for which the event occurs among the staygingethe conditions), their
median delay (from the moment when all conditiohshe rule are met, the
period from which over 50% of events appeared)tarchumber of stays they
target.

* By clicking on the number of cases, a popup windéwgure 92) with the
cases that match the conditions and the outcontkeofules opens, grouped
by month. Further more, the details of every stay be seen by clicking on
the “View stay details”, action that will give a@seto a synthetic view of the
patients’ record using an EHR visualization toohea “Expert Explorer”
[Baceanu 2009].
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Mombre de cas detectes

Conditions leading to Hemorrhage (prescription of hemostatic) SCrtic i s Sor

(1) VKA increase the haemorrhagic risk. 13
VKA & Age < 70 & NO Respitatory msufficiency 16% 3l
VHA & Age = 70 & NO Respliatory imsufficlency 14%;35]
VHA £ Age < T0 & Respiratey insufficiancy 13%; 5
WHA & Age = T0 & Respi atory insadficiency 12% . 6]

GLOBAL 25

Confdence (g% percentage of stays for which the effec) ocouwrs among the stayvs meeting the condilions
Ideiam dalary from the maoment when sl condflions of fhe rde are med, period Trom which cver S0% of effects will be sopeared,

Figure 91. Middle part of the details page

2]

VEA increase the haemomhagic nisk.
Decemnber 2007 (1 cazes)

e 502093458 - View Stay detaile
HNHovember 2007 (0 cases):

October 2007 {2 cases):

* E01945042 - View Sray detals o

Closs
Figure 92. Pop-up window showing the cases

In the lower part of the page there are footnotesetich rule (Figure 93). They are
composed of the textual representation of the rak,a set of conditions and
description of the conditions, which may contaitoager description of the rules,
scientific explanations and references, and adeceicon with an arrow pointing to
the upper part of the document will move the fomuthe start of the page if the users
click on it.

Details of rules

[1] VKA increase the haemorrhagic risk.

VHA & Age < T0 & NO Respitatory insufficiency — Hemorhage {prescriplion of hemaostatic)
VKA & Age < T & Respiratory insufficiency — Hemorrhage (prescription of hemasialic)
VHA & Age 2 70 & NO Respinatary insufficiency — Hemarhage (prescription of hemostatic)
VHA & Age = TO & Respiratory insufficiency — Hamorrhage (prescriplion of hemasiatic)

Vitamin K antagonists increase the haemorrhagic risk

In caze of @ vitamin K antagonist treatment, the dosage has to be adapted and the clinical and biological
monitoring have to be increased

Top

Figure 93. Details of rules in the bottom of the pge
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11.6.6. “Review cases” Page

In the header of a Scorecard page, a link callezli®v Cases” will redirect the user
to another page. While the scorecards help getling-related knowledge, this page
would be used to list the cases to review, forvamgioutcome. The interest is that on a
scorecard, for each rule we can get all the relatags, but the same stay can match
several rules and then appear several times. Thesadnere to present each stay only
once, and to show for a given stay all the rules fined.

The “stay-wise” approach can be justified as fokowhe Knowledge Elicitation task
of the PSIP Project has two objectives: to provig®rmation on ADEs and to
provide ADE prevention methods. The Scorecards antive first objective: they aim
of bringing new comprehensive knowledge to the migss. But the same rules must
be validated with respect to the second objectmea CDSS use. In a CDSS, alerts
will be displayed for a unique stay. Several rutas fire at the same time. This
corresponds to a “stay-wise” approach to the ruldsat is the reason why the
validation of the rules is performed “stay-wise’damot “rule-wise”. In addition, for
concrete cases, the rules might combine together.

On this page all the stays that are selected sit teece in the scorecard for the current
outcome are displayed (Figure 94). Below each dtag,rules where the stay was
detected are displayed (as set of conditions) lamddnfidence of the rule follows.

If the user using the tool has certain accessgi@ite the medical experts), then a
specific button is added beside each stay. Thimbwllows for reviewing the stay by
means of a specific questionnaire explained in segtion.

_

ou are logoed as: axpart Back lo scoeebonrd | Eghth [w| Print—, Condsct  Disconnect {J)

Hemorrhage (prescription of hemostatic) - Review cases

Sraum- Fleview _

[L106-0] NSAl — Hemorrhage (prescrption of hemostatic] (1%)
Most NSAIDs increase the haemorrhagic risk

Stay /A0 Review Tods

[bO72-21 VKA & Age = 70 & NO Respiratory insufficiency — Hemorrhage (prescription of hemostatic) {7%)
VA increase the hasmorrhagic risk

Stay /0 72- Revev R

[b072-3] VKA & Age = 70 & Respiratory insufficiency — Hemorrhage (prescription of hemostatic) (13%)
VHA increase the haemorrhagic risk

Figure 94. Review cases page

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 195 of 262



On the bottom of the page (Figure 95), the rulgdamations are displayed, similar to
the bottom of the scorecard page.

[BOTT] HMWH increase the haemorrhagic risk
High weigdt heparin — Hemorehage (prescripion of hemostatic)
High molecular weight hepanns increase the hasmorrhadic risk

In case of a high molecular weight heparin reatment, the dosage has to be adapted and the chinical and
biclogical monitoring have to be increased

[b072] VKA increase the hasmorrhagic risk

VHA & Age < 70 & NO Respl atory insufficiency — Hemarrhage {prescription of hemostatich
VKA & Age = T0 & NO Respitatory insufficiency — Hemarthage {prescription of hemastatic)
VKA & Age = 70 & Respiratory insufficiency — Hemorrhage (prescription of hemostalic)
Vitamin K antagonists increase the hasmorhagic risk

In case of awtamin K antagonist treatment, the dosage has to be adapted and the climcal and biclogical
monitonng have to be increased.

[b1068] Most NSAIDs increase the haemorrhagic risk.
NSAI — Hemanhage (prescripiion of hemostalic)

Maost non-stercidal and-inflarmmatony drugs can increase the haemorrhagic fisk by acting on the platelets
aggragation.

Monitor the minor bleedings during freatment with NSAIDs

E@oeen |

Figure 95. Bottom of the "Review cases" page

11.6.7. “Review cases” questionnaire

For each outcome, and for each stay where at @astrule led to the specified
outcome, the user has the possibility to review stey. A small picture on the

“review cases” page indicates the user if the v undone, in progress or done.
Each form has the same structure: an introductiwewith useful information, a link

to visualize the manual of the form, and the fotself.

The first form (Figure 96) is an introductive forabout the specified outcome. It
consists of one unique question: is the outcomdlyrearesent, missing or
characterized by an aberrant value?
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Medical records revue form Effect - introduction
Stay 1

Effect hemorrhage hazard (INR?4.9)

User 2

Be careful

Entry already existing in the database. Any submission will modify the previous entry.

* : mandatory answer *:optional answer 77 Help with data capture 77

Q1 : Effect verification * (only one possible answer)

Lack of the effect Aberrant value Present effect

0 () 0]

confirm

Figure 96. First form of the questionnaire: existene of the outcome

The second form (Figure 97) is specific to eaclk tehding to the specified outcome
with the current stay. If there are three rulesliieg to the outcome, the form will be
displayed three times, once for each rule. It gia%f three questions:

* What are the motives for the non applicability lué tule for the stay?

* According to the user, how important is the conttidn of the cause(s) of the
rule to the outcome?

* How important is the certainty of the user’'s anwer
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Medical records revue form I I %?ﬁ] == ] Rule1/2

Stay 1
Rule b001-0

VKA & 5-HT agonist & NO respiratory obstruction —+ hemorrhage hazard (INR?4.9)

User 2

Be careful
Entry already existing in the database. Any submission will modify the previous entry.

* . mandatory answer *: optional answer 77 Help with data capture 7?7

Q1 : Motives for the non applicability of the rule on the stay * (several possible answers)

Lack of a cause | Route of administration Dose | Too short delay Too long delay Chronology | Other | None

N n (m] Il n N =] n

If the answer is 'Other’, point out the motive *

Q2 : According to you, the cause(s) of the rule * (only one possible answer)

Do not contribute to the effect 0 0] O (C] O | Fully contribute to the effect

0 1 2 3 4

Explanation *

Q3 : Certainty of your answer * (only one possible answer)

1 am not certain of my answer 0 O O @ O | lam fully certain of my answer

0 1 2 3 4

What information are you missing?

*

confirm

Figure 97. Second form of the questionnaire: one fm per rule

The third form (Figure 98) is a conclusion abow Adverse Drug Event, defined as a
set of causes and an outcome. It aims at evaluafiobow much such alerts could be
useful in a CPOE context. It consists of two quesi

» For all rules giving rise to this outcome during stay, does the user think
that at least one of the causes contained in ths has led/participated in the
outcome?

» For all rules giving rise to this outcome during stay, does the user think
that the information contained in the set of ndes relevant for understanding
the outcome?

For both questions, the user is asked about higiogr of his responses.
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Medical records revue form I I =0 : = ] Effect - conclusion
Stay 1

Effect hemorrhage hazard (INR74.9)

User 2

Be careful

Entry already existing in the database. Any submission will modify the previous entry.

*: mandatory answer *: optional answer 7?7 Help with data capture 7?7

Q1 : For all rules giving rise to this effect during the stay, do you think that at least one of the causes contained in
the rules has led/participated in the effect? * (only one possible answer)

Not at all O ® O 0 O | Quite
0 1 2 3 4
Are you sure of your answer? * (only one possible answer)
| am not certain of my answer O 0] O 0 © |1 am fully certain of my answer
0 1 2 3 4

Q2 : For all rules giving rise to this effect during the stay, do you think that the information contained in the set of
rules are relevant for understanding the effect? * (only one possible answer)

Not at all © © © O O | Quite
0 1 2 3 4
Are you sure of your answer? * (only one possible answer)
I am not certain of my answer 6] O @ O © |l am fully certain of my answer
0 1 2 3 4

| confirm ‘

Figure 98. Third form of the questionnaire: cause-o-effect relationship

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 199 of 262



Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 200 of 262



12. APPENDIX 4: DESCRIPTION OF THE OUTPUT OF
THIS WORK (USE OF THE XML FILES)

This appendix describes the main output of thegmiework. This output is a set of
XML files that are regularly updated and automdiycibaded by our partners for
several purposes:

- automatic loading into the Scorecards and the Expgslorer

- automatic loading into a CDSS, so that the sanesrohn be used by several
software programs through a Connectivity Platform.

12.1. Mapping XML files

12.1.1. Overview

Those files allow linking binary variables used fates execution to native fields of
the data modek.g.“too high INR” means “the value of INR is greatban 5”.

There is no difference between the documentatioroofdition variables and the
outcome variables for the mapping step. The usécasdition” or “outcome” is
embedded in the rules.

In June 2010 the mapping policies allow to genebs&@ binary variables suitable as
“condition variables” (48 from diagnoses, 500 frdnugs, 36 from laboratory results,
5 from administrative information) and among themadlow to generate “outcome
variables”.

12.1.2. Diagnosis mapping: mapping_diag.xml

12.1.2.1. Preview

<?xml version="1.0" encoding="UTF-8"?>
<variables>
<variable name="di1.tumor">
<code value="C000"><![CDATA[Malignant tumor ...]]></code>
<code value="C001"><![CDATA[Malignant tumor ...]]></code>

</variable>

<variable name="di1.hemato_hemostasis">
<code value="D65"><!/[CDATA|Intravascular disseminated coagulation]]></code>
<code value="D66"><!/[CDATA[Hereditary deficiency in factor VIlI]]></code>

</variable>

</variables>

12.1.2.2. Example
Merge together all the ICD10 diagnoses availabigtfe current stay:
« diagnoses of the “diag_step_stay” table
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» principal diagnoses of the “step_stay” table
» principal diagnoses of the “stay” table

Please notice that ICD10 codes are used without'dptif there is at least one of the
codes in the list then the binary variable “dil.tarfns set to 1 for any length of stay.
If no code is found, the variable “dil.tumor” i4 $& O for any length of stay.

12.1.2.3. Notes

Also refer to the corresponding section accordinthé use you intend to have:

e 12.3 - How to implement the rules for a prospectise (transactional use of
the CDSS)®n page 212

e 12.4 How to implement the rules for a retrospectige (retrospective use of

the CDSS, dashboards, confidence computation)page 214
For acute diseases (like Zkxx”) use the diagnoses of the current stay. In a
prospective use, if available, use the admissionmyt.
For chronic diseases (like “Okxx”) use all the previously available diagnoséshe
current_patientAn arbitrary temporal limit can be fixed: onlyetiprevious stays that
are less than 2 years old can be used.
Many countries use customized versions of ICD10nesa@odes are forbidden and
replaced with more precise codes. Here is howaogad:

* The visible extensions must not be exported:

o in Denmark supplementary letters might exist (A@O0A) then drop
them (e.g. AO0O)

o in France supplementary digits following a “+” cheter might exist
(e.g. AO00+00) then drop them (e.g. AO0O)

« However some codes might remain as customized cdfdascode does not
match any category, then try to shorten it digit ggit and see if any father
code could match a category.

Most of the codes do not match any category.

Nota beneAs diagnosis codes are not stamped with any ddten an acute disease
is described using an ICD10 code it is not possibl&now if it is the admission
ground or if it happened during the stay. Thisidiffty has been taken into account
while designing the mapping policies. The impleraéioh must remain basic.

12.1.3. Drugs mapping: mapping_drug.xml

12.1.3.1. Preview

<?xml version="1.0" encoding="UTF-8"?>
<variables>
<variable name="dr1.addictiveDisorderDrug">

<code value="N07BA01"><I[CDATA[Nicotine]]></code>
<code value="N07BA02"><![CDATA[Bupropion]]></code>
<code value="N07BB01"><|[CDATA[Disulfirame]]></code>
<code value="N07BB03"></[CDATA[Acamprosate]]></code>
<code value="N07BB04"><|[CDATA[Naltrexone]]></code>
<code value="V03AB16"><![CDATA[Ethanol]]></code>
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</variable>
<variable name="dr1.adrenalHorm_glucocorticoids">

<code value="H02AB09"><![CDATA[Hydrocortisone]]></code>
</variable>

</variables>

12.1.3.2. Example — drl.* or dr2.*

For a given stay, use the ATC codes of the “dradpld. If there is at least one of the
codes in the list then the binary variable is get,telse 0.

Example with thedrl.addictiveDisorderDrugbinary variable: this variable refers to
the ATC codes NO7BAO1, NO7BAO2, NO7BB01, NO7BB03,078B04 and
VO3AB16.

If the current stay contains at least one of thomskes,
then “drl.addictiveDisorderDrug™=1,
else “drl.addictiveDisorderDrug’=0.

12.1.3.3. Example — drl.suppr.* or dr2.suppr.*

The drug mapping policy also allows building ttheig discontinuation variables.
The name of the variable is constructed by reptathe first dot »” by the “.suppr.”
string. For instance, the “dsuppr.addictiveDisorderDrug” variable is always built:

« if drl.addictiveDisorderDrug==0 then dsluppr.addictiveDisorderDrug=0
(no drug => no discontinuation of the drug)

« if drl.addictiveDisorderDrug==1 then

o if the drug is still administered during the lastagable day, then
drl.suppr.addictiveDisorderDrug=0

o if the drug has been discontinued (delay>1day) then
drl.suppr.addictiveDisorderDrug=1

12.1.3.4. Notes

Also refer to the corresponding section accordinthé use you intend to have:

e 12.3 How to implement the rules for a prospectige (transactional use of
the CDSS)®n page 212

« 12.4 How to implement the rules for a retrospectige (retrospective use of
the CDSS, dashboards, confidence computation)Page 214

12.1.4. Lab results mapping: mapping_lab.xml

12.1.4.1. Important notes

Please notice that:

» If the hospital is able to provide IUPAC codes these “ALL” as the hospital
name, in order to use the generic mapping mecharifstine hospital is not
able to provide IUPAC codes, a customized mappasgth be designed by the
data mining team. In that case, look for the narhéhe hospital in the
mapping file.
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» Several different laboratory results anomalies @deidd to value 1 of a given
binary variable. The results for each binary vdaathould be given by an
“OR” operator or a “MAX” function: variable equalsif at leasione abnormal
value is observed.

« When temporal considerations are required, applg HOCF (Last
Observation Carried Forward) interpolation, i.e.da@jiven day, in the absence
of any new measurement of a laboratory parameser,tlie latest available
measurement from the previous ones.

The normality bounds are defined with absoluterszfees.
Also refer to the corresponding section accordinthé use you intend to have:

« 12.3 How to implement the rules for a prospectige (transactional use of
the CDSS)®n page 212

« 12.4 How to implement the rules for a retrospectige (retrospective use of
the CDSS, dashboards, confidence computation)Page 214

12.1.4.2. Preview

<?xml version="1.0" encoding="UTF-8"?>
<variables>
<hospital name="ALL">
<variable name="bi.hep_cytolyse" setting="NPU19651" operator="sup" abs_ref="70" />
<variable name="bi.hep_cytolyse" setting="NPU19654" operator="sup" abs_ref="70" />

</hospital>

<hospital name="rouen">
<variable name="pi.hep_cytolyse" setting=" ALAT (TGP)" operator="sup" abs_ref="70" />
<variable name="pi.hep_cytolyse" setting=" ASAT (TGO)" operator="sup" abs_ref="70" />

</hospital>

</variables>

12.1.4.3. Example

Let's take the example of an hospital that produt#3AC codes. The section of
interest is hospitall[@name=="ALL"], and we’ll uske “IUPAC” and “value” fields
of the data model in the “bio” table.

If you find one measure of NPU019651 where “valu®Xprovided by the condition
as the “absolute reference” XML property @abs_tieén “bi.hep_cytolyse” is set to
1 as long as there is no re-testing or as longhawtis still an abnormal laboratory
result. The binary variable “bi.hep_cytolyse” i$ 820 elsewhere.

Since the bounds are absolute references, recdrtig? 0019651 with or without
upper bounds embedded in the “bio” table can bd.use

12.1.4.4. General principles

Operator and reference value:

e if @operator="inf" then use the “<” comparison oatar and use the provided
absolute reference @abs_ref.
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* if @operator="sup” then use the “>" comparison @per and use the
provided absolute reference @abs_ref.

12.1.4.5. Additional laboratory mapping computation S

The following computation has to be performed idiadn:

IF bi.thrombopenia==1 & bi.leukopenia==1 &bi.anemia==1
THEN bi.pancytopenia=1 ELSE bi.pancytopenia=0
Use the maximum of the start dates as the stagt dat

Use the maximum of the stop dates as the stop(diswvhere it could lead to wrong
associations).

12.2. Rules XML files

12.2.1. Lexicon: lexique.xml

12.2.1.1. Principle

Variables can be replaced with more user-friendlgnes. The name to use depends
on the position of the variable in the rule: coiwit(use “condition” marquees) or
outcome (use “effect” marquees). English, FrenahRanish labels are provided.

12.2.1.2. Preview

<?xml version="1.0" encoding="UTF-8"?>
<lexique>
<effect id="bi.hypo_na">
<label language="fr"><!/[CDATA[apparition d’'une hyponatrémie (Na+<130) ]]></label>
<label language="en"><|[CDATA[appearance of hyponatremia (Na+<130) ]]></label>
<label language="dk"><!/[CDATA[bi.hypo_na]]></label>
<leffect>
<effect id="bi.thrombopenia">
<label language="fr"><!/[CDATA[Appartition d’'une thrombopenia (nb<75 000)]]></label>
<label language="en"><|[CDATA[appearance of thrombopenia (count<75,000) J]></label>
<label language="dk"><![CDATA[bi.thrombopenia]]></label>
<leffect>

<condition id="bi.hypo_na">
<label language="fr"></[CDATA[hyponatrémie]]></label>
<label language="en"><|[CDATA[hyponatremia]]></label>
<label language="dk"><!/[CDATA[bi.hypo_na]]></label>
</condition>
<condition id="bi.thrombopenia">
<label language="fr"><!/[CDATA[thrombopénie]]></label>
<label language="en"><|[CDATA[thrombopenia]]></label>
<label language="dk"><![CDATA[bi.thrombopenia]]></label>
</condition>

</lexique>
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12.2.1.3. Example

The fictive rule:
bi.hypo_na => bi.thrombopenia
Can be written in English as:
hyponatremia => appearance of thrombopenia (cewst000)
The fictive rule:
bi.thrombopenia => bi.hypo_na
Can be written in English as:
thrombopenia => appearance of hyponatremia (Na388}1

12.2.1.4. Details

Variable initial names follow a defined convention:

Kind of variable Initial name
Diagnosis: acute disease diag2.xxx
Diagnosis: chronic disease diagl.xxx
Drug drl.xxx or dr2.xxx
Drug discontinuation drl.suppr.xxx or dr2. Suppx.xx
Lab result bi.xxx
Medical information MiLl.XXX Or Mi2.XXX

The strings are included in CDATA containers andogled in UTF-8. There is no
HTML code, so that the string can be used eithedTML pages or graphic user
interfaces of software.

12.2.2. Rules repository: rules_yyyy-mm-dd.xml

12.2.2.1. Important notes

The rules are using one to several conditionsaratinked together with the “AND”
operator. The conditions use several binary vagmblhe construction of those binary
variables is documented in the sectidhl (Mapping XML file¥ above.

12.2.2.2. Preview [XML structure modified]

In September 2010, the repository contains 23@l&tdd rules. Only the rules where
@validated=1 must be used.

<?xml version="1.0" encoding="UTF-8"?>
<rules>
<rule validated="1" effect="bi.high_inr" root="0b003" number="b003-0">
<condition kind="subgroup">
<field>dr1.antithrombotic_vitKantagonist</field>
<operator><!|[CDATA[=]]></operator>
<ref>1</ref>
</condition>
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<condition kind="cause">
<field>dr1.thymoanaleptic_SSRI</field>
<operator><!/[CDATA[=]]></operator>
<ref>1</ref>

</condition>

<condition kind="segmentation">
<field>di1.resp_obstruc</field>
<ref>0.5</ref>
<operator><!/[CDATA[<]]></operator>

</condition>

<Irule>

<[rules>

12.2.2.3. Example
The preview section above shows a rule. A rule gdwvaontains the following
attributes:
* (@validated: only use rules with the “1” value.
e @number: a unique numeric identifier. This unique identifi® a string.

* (@root: the first part of the @number attribute. The frexd-comments can be
found by means of that attribute.

« @effect:the outcome of the rule

Then the rule is a various number of conditionkdoh together with the AND
operator.

Each condition has a unique attribute:

* @Kkind: a string like “subgroup” or “cause” or “segmentati. Those kinds
have no consequence about the implementation ofites. Briefly speaking:

0 Subgroup conditions help defining a subgroup frorhiclv some
statistics are computed, such as the relative risk.

o Cause conditions are the ones that are explaingddeicomments of
the rule

0 Segmentation conditions do not explain why an auEmccurs, but
have an impact on the statistics that are computed.

Each condition is composed by 3 elements:
» field: the variable name

e operator: an operator (<, >, <=, >=, =) contained in a CDAT@ntainer. It
might have sometimes to be trimmed

* ref: areference value

12.2.3. Pre-rules repository: rules_root_yyyy-mm-dd xml

This file is not to be used for rule implementation This file is generated, and then
it is automatically transformed into the rules_yyyyn-dd.xml file. This file does not
contain one record per rules, but one record par gbrules. Then the roots of rules
are automatically split into one or several rules.
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There are only a few differences with the the rggy-mm-dd.xml file:
« the @number attribute does not exist, as the @tbabute is a primary key

« for conditions where @kind=segmentation, the @dperattribute is not
defined.

A transformation tool is used and automaticallyates all the combinations of
segmentation conditions, using alternatively “<” dari>" operators. As a
consequence, a root-rule containing k segmentationditions (k0, generally
k{0,1,2,3}) will automatically be split into*2rules.

12.2.4. Rules contextualization: rules_result_yyyy-  mm-dd.xml

12.2.4.1. Important notes

Rules execution is enforced in all the availablaite departments. The support and
the confidence of each rule are provided for eagpadment and are not applicable
somewhere else. That is contextualization. The roenues of a given rule can be
found usingest_rule@numberas unique identifier.

A different file is computed for each hospital *aye e.g. Denain_2007M12 for the
complete year 2007, Denain_2009M11 from Januar® 200November 2009, etc.

Confidence = probability of having the outcome kimoythat the conditions are met
Support = probability of having the outcome andcahatg the conditions at the same
time

Confidence = P(outcome | conditiom ... n conditiork) = numerator / denominator

Support = P(outcome condition n ... n conditiork) = numerator / total number of
cases

12.2.4.2. Status of a rule in a specific place

While enforcing each rule to run in a medical dépant, several cases could occur.
The status of the rule is summed up using 0,124 o

is the outcome variable available?

-NO => 0
- YES => are the cause variables available?
-NO => 1
- YES => do some stays match the causes (dentormg?

-NO => 2

- YES => do some stays match the causes
and have the outcome (numerator>0)?
-NO => 3
-YES=> 4

12.2.4.3. Preview

<?xml version="1.0" encoding="UTF-8"?>
<results>
<test_partner id="denain_chir" total="5420">
<test_effect id="bi.kidney_i">
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<test_rule number="0031-0">
<statut>4</statut>
<num>2</num>
<denom>8</denom>
<total>5420</total>
<ratio>0.25</ratio>
<p_fisher>0.00155140994901065</p_fisher>
<rr>32.2875</rr>
<id_stay_neg id_hosp="4">601554883; 601633720</id_stay_neg>
<id_stay id_hosp="4">601554883; 601633720</id_stay>

<delay><mean>5</mean><sd>2</sd><q0>0</q0><q1>1</q1><q2>3</q2>

<q3>4</q3><q4>6</q4><q5>12</q5><data>1;1;2;2;3;3;3;3;4;6;8;12</data></delay>
<trace variable="mi1.age.quanti" mean="77.47" sd="15.1" />
<trace variable="mi2.death.bin" mean="0" sd="0" />
<frace variable="mi2.icu.bin" mean="0" sd="0" />
<trace variable="mi1.gender.bin" mean="0" sd="0" />
<trace variable="mi2.high_duration.bin" mean="0" sd="0" />
<trace variable="di1.cancer" mean="0.3333" sd="0.5774" />
<trace variable="di1.cardiovasc_myocardial" mean="0.6667" sd="0.5774"

/>
<trace variable="di1.renal_insuf" mean="0.3333" sd="0.5774" />
<trace variable="di1.resp_insuf" mean="0" sd="0" />
<trace variable="di1.hepatic_insuf" mean="0.3333" sd="0.5774" />
<trace variable="di1.alcool" mean="0.3333" sd="0.5774" />
<period year="2009" month="01" >
<id_stay id_hosp="1"></id_stay>
<num>0</num>
</period>
<period year="2009" month="02" >
<id_stay id_hosp="1">602918577;602942571</id_stay>
<num>2</num>
</period>
</test_rule>
<GLOBAL>
<num>85</num>
<delay><mean>5</mean><sd>2</sd><q0>0</q0><q1>1</q1><q2>3</q2>
<q3>4</q3><q4>6</q4><q5>12</q5></delay>
<trace variable="mi1.age.quanti" mean="67.92" sd="17.7" />
<trace variable="mi2.death.bin" mean="0" sd="0" />
<trace variable="mi2.icu.bin" mean="0" sd="0" />
<trace variable="mi1.gender.bin" mean="0.5" sd="0.5222" />
<trace variable="mi2.high_duration.bin" mean="0" sd="0" />
<trace variable="di1.cancer" mean="0.25" sd="0.4523" />
<trace variable="di1.cardiovasc_myocardial" mean="0.6667" sd="0.4924"
/>

<trace variable="di1.renal_insuf' mean="0.08333" sd="0.2887" />
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</ results >

<trace variable="di1.resp_insuf" mean="0.3333" sd="0.4924" />

<trace variable="di1.hepatic_insuf" mean="0.25" sd="0.4523" />

<trace variable="di1.alcool" mean="0.1667" sd="0.3892" />
</GLOBAL>

12.2.4.4. Example

The fictive rule above can be linked to the [Rulggository: rules_yyyy-mm-dd.xml]
file using its @umberattribute. The values displayed above are valuablg in the
“denain_chir” medical department.

status=4means that all the variables were available, sstags matched the
conditions and some of them had the outcome (sglamations above).

denom=8, num=2, ratio=0.25mean that 8 stays matched the conditions and 2
of them had the outcome (25 %)

total=5420 means that a total of 5420 stays were scanned.ififurmation is
available as a marquee nested in the test_ruleumargut also as an attribute
in the test_partner marquee. For historical reggbissredundant.

rr=32, p_fisher=0.0016mean that the risk was increased by 32 and a fFishe
test returned a 0.16 % p value.

id_stay negprovides the stays that met the conditions atstree time but
not the outcome

id_stay provides the stays that met the conditions andotiteomes at the
same time (stays for review)

delay provides more information about the delay betweBntlie first day
where all the causes are present at the same &néhé day where the
outcome finally occurs. The median (refer to g#attribute) of this delay
could be useful to predict when the outcome coulcun The information is
detailed as follows:

0 meanmean

sd standard deviation

g0 minimum

ql first quartile (28' percentile)

2 second quartile (3bpercentile, median)

g3 third quartile (78 percentile)

g4 maximum

o dataall the delays, sorted and coma-separated (uefblstograms)

trace elements allow to have the average and the starttaniation of some
interesting variables

period provides for a specified combination of the ye@rygéarattribute, e.g.
2009) and month@monthattribute, e.g. 01, 02...12) the stays that met the
conditions and the outcomes at the same time. ffoemation is detailed as
follows:

0 id_staythe stays, separated by a semi-colon

o num the frequency of the matching stays

O O O O
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Those information are not complete when the statimver than 4.

Once per outcome, a marquee named GLOBAL is adffedthe rules. Its structure
is similar to the structure of the test_rule mamgueallows for describing some basic
statistics related to an outcome. It describeb@atsame time all the uniqstays that
have fired at least one validated rule that wag ablpredict the current outcome.
There is no doubloon. The available marquees are:

* num number of stays that match at least one of thesrtiiat can lead to the
current outcome

« delay provides more information about the delay betweBntlie first day
where all the causes are present at the same &néhé day where the
outcome finally occurs. When a stay fires differarles, the causes might be
matched at different times. Only the maximal deslept. The information is
detailed as follows:

0 meanmean
sd standard deviation

g0 minimum

q1 first quartile (28' percentile)

2 second quartile (3bpercentile, median)

g3 third quartile (78 percentile)

g4 maximum

o data all the delays, sorted and coma-separated (uefblstograms)

» trace elements allow to have the average and the startianiation of some
interesting variables

Note that the computation of the Relative Risk #m@P Value of the Fisher's Exact
Test has changed. When a rule includes some conslitvith @kind=subgroup, those
conditions are first applied in order to determthe “basal” population. The other
stays are dropped. Then, the other conditions@rkeal and tested.

Example: VKA & PPl => INR>5
Where VKA is a @kind=subgroup condition and PR @kind=cause condition.
First apply the subgroup condition: Basal poputatidKA=1
Then apply the other conditions.
Cases: VKA=1n PPI=1
Cases with outcome: INR>% VKA=1 n PPI=1
Controls: VKA=1n PPI=0 ...and not VKA=Q] PPI=0)
Controls with outcome: INR>6 VKA=1 n PPI=0
Relative risk: P(INR>5 | VKA=Ih PPI=1) / P(INR>5 | VKA=1n PPI=0)
and not P(INR>5 | VKA=I PPI=1) / P(INR>5 | VKA=Q] PPI=0)

The Fisher’s exact test evaluates the independbattyeen PPI=1 and INR>5 only
inside the subgroup VKA=1. The test does not etaluadependency between
(VKA=1 n PPI=1) and INR>5.

O O O O O ©O
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12.2.5. Rules explanations: rules_explanations_yyyy  -mm-dd.xml

The use of this file is not mandatory. It has beemceived to add some clear
explanations to the rules. It meets 3 differentdsee

1- to help dashboards generation

2- to generate some clear documents for pharmacadogist more generally
speaking, for rules sharing.

3- to prepare user-friendly outputs for patients inMYP

For that purpose, the document presents a set MLH®&bels for the rules. Those
labels will be available in different languages, (En, Dk) and for different users
(physicians, patients, nurse). The labels are:

1- a short label
2- along explanation
3- a set of recommendations

The labels are not linked with the rules but whRit roots. As a consequence, some
rules that share the same root identifier alsoeslhe same explanations, as the
segmentation conditions, which are the only diffiees between them, do not add any
sense but only add precision to the confidence coatipn. In the rule XML file, use
the rule@root and not the rule@number attribute: it will matchule@id marquee

of the explanation file.

12.3. How to implement the rules for a prospective use
(transactional use of the CDSS)?

12.3.1. General considerations

This “how to” section describes how to use the datd the mapping definitions to
execute the rules in a prospective way, i.e. ieah clinical situation when a physician
enters a drug prescription and is able to recdemrsaor messages. This section allows
defining if the rule fires (yes/no). But a concr@tglementation of the rules should
use the meta-rules as defined in secidh2(Meta-rules for the implementation into
a CDSSpn page 142

12.3.2. “Cause” conditions of the rule

12.3.2.1. Definition of the administrative--related conditions
(mil.*)

No specific remark.

12.3.2.2. Definition of the drug-related conditions (dr1.%)

Use the list of the different drugs that are:
* administered not more than 5 days earlier (i.enfday-5 to day+0)
e or proposed as a new prescription during day+0
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12.3.2.3. Definition  of the drug-discontinuation-re  lated
conditions (drl.suppr*)

Use the list of the different drugs that are distcared not more than 5 days earlier,
which means prescribed from day-6 to day-1 and prescribed anymore or not
planned to be prescribed in day+0.

12.3.2.4. Definition of the diagnoses-related condi  tions (dil.*
and di2.*)

Proceed as follows:

« for the diagl.* causes, use all the available dvagse for the current patient
including the past 2 years (the mapping will ongef the chronic diseases,
don’t care about the acute/chronic distinction)

» for the diag2.* causes, if available, use the adimmsmotive

12.3.2.5. Definition of the lab-result-related caus es (bi.*)

Use thelatest available measurdor each parameter, whatever the date. This comes
down to perform a last observation carried forw@@CF) interpolation.

12.3.3. Outcome of the rule

If the rules were applied as is, it wouldn't be egsary to trace the outcome, as we
hope it hasn't yet occurred. But several meta-rakeproposed in secti@n3.2(Meta-
rules for the implementation into a CDS&) page 142 could bring interesting
information and require the outcome to be tracelde Tapping of the outcome
variables follows the same process as the mappitigeaondition variables.

12.3.4. How to manage several rules that predict th e same
outcome?

The rules provided by data mining may be redundantseveral rules that predict the
same outcome could fire at the same time for differeasons. The redundancy has
been reduced by means of automatic split of thésriodo rules but still remains. We
propose a very simple way to manage that:

» group all the rules by identical outcome

» for a given outcome, execute all the related rutesmorize the output but do
not point it out.

e if several rules from the same group have firecgpkenly the rule that
provides the highest confidence for the currentqla

For the confidence calculation, the stays areiotstr as follows:

e stays shorter than 2 days are dropped (length af=discharge date —
admission data; equals zero when the patient istedirand discharged the
same day)

» stays without any drug prescription are dropped ¢bnfidence is not changed
as all the rules involve at least one drug)
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12.4. How to implement the rules for a retrospectiv e use
(retrospective use of the CDSS, dashboards, confide  nce
computation)?

12.4.1. General considerations

[\ Warning: This section, unlike the prospective part desdiladove, is not
involved in triggering alerts. We explain here teehniques that are used by the data
mining team to compute the confidences of the ruléss is complex, but has been
thought so that the prospective implementatiomigpke and reliable.

This computing might have two other utilities:
» to recalculate the confidences of the rules with@DSS
* to generate retrospective dashboards in the Egx@torer

12.4.2. The “event” concept

The data-mining step and the rules-confidence coatipn use the “event” concept.
All the data are aggregated in order to get evémievent is a triplet of 3 values:

e the status of the event (0/ 1)
» the start date of the event (integer / NA)
» the stop date of the event (integer / NA)

This triplet allows describing 5 different shapewitli additional temporal
information, day O standing for the admission date)

Case Status Start Stop
A 0 - -
B 1 -inf +inf
C 1 2 6
D 1 2 +inf
E 1 -inf 6
(A)“ (B)A
- 1 p—
0 I O --------------- .
) » time
L ,time L stime 2 6
(D), (E),
I 1 | ffffffffffffff
O |J --------------------- O ------------------
» time » time
2 6
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For the implementation, depending on the langubgeis used, the [-inf] value can
be replaced by a [-1] numeric value, and the [+uaflue can be replaced by a [999]
numeric value. The date comparisons will remaindval

12.4.3. From data to events

12.4.3.1. Variables like mil.* (administrative info rmation,
conditions)

Unlike the other kinds of variables, the statuartsand stop dates are defined in the
code. Those variables are very special and theyeri@ced as events in order to
guarantee the abstraction of the process althobghcbncept of event is not

appropriate.

Variable Status Start date Stop date
Mil.age.quanti | Stay.age -inf +inf

(nb: not binary but float
Mil.geo_dpt.bin Stay.geo_dpt 01 -inf +inf
Mil.geo_reg.bin Stay.geo reg 01 -inf +inf
Mil.icu.bin Stay.through_icu_01 Stay.delay_ictinf
Mil.gender.bin | Stay.sex -inf +inf

12.4.3.2. Variables like mi2.* (administrative info rmation,
outcomes)

Unlike the other kinds of variables, the statuartstnd stop dates are defined in the
code. Those variables are very special and theyf@ced as events in order to
guarantee the abstraction of the process althobghcbncept of event is not

appropriate.The implementation is uselessas we finally do not provide rules that

lead to those outcomes.

Variable Status Start date Stop
date
Mi2.back_forth.bin Stay.back_forth_01 Stay.duration +inf
Mi2.death.bin Stay.death_01 Stay.duration +inf
Mi2.icu.bin Stay.through_icu_01 Stay.delay_icu +inf
Mi2.tardive_icu.bin If(Stay.through_icu_01==1 | Stay.delay_icu +inf
and Stay.delai_icu>3;1;0
Mi2.transfert.bin Stay.transfer_01 Stay.duration nf+i
Mi2.nb_mu_quanti Stay.nb_mu Stay.duration +inf
(NB: not binary but integer)
Mi2.thmdc.bin If(stay.nb_th_mdc > 1;1;0) Stay.duwat +inf
Mi2.high_duration.bin| If(stay.duration > stay.duration_exp + +inf
stay.duration_exp + 1.96 * | 1.96 * stay.duration_sd
stay.duration_sd ;1;0)
Mi2.high_icu_duratio | If(stay.duration_icu > stay.duration_icu_exp | +inf
n.bin stay.duration_icu_exp + 1.96| + 1.96 *
* stay.duration_icu_sd ;1;0) | stay.duration_icu_sd

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 215 of 262



Mi2.early_rehosp.bin | If( stay.delay next_hosp > 0 Stay.duration +inf
and stay.delay_next_hosp <
10;1;0)

12.4.3.3. Variables like drl.* and dr2.* (drugs, co nditions or
outcomes)

The transformation is generic and simple. Let'suass that a binary dr*.* variable
corresponds to a list (a,b,c,d) of drugs:
* |F at least a drug from the list (a | b | ¢ | Bdsninistered
e THEN:
0 status=1
o0 start=min(administration date of drugs a,b,c or d)
0 stop=max(administration date of drugs a,b,c or d)
» ELSE
o status=0
o start=NA (you can also use start=+inf to simplifyree comparisons)
0 stop=NA (you can also use stop=-inf to simplify sboomparisons)
We are aware that, proceeding this way, pausesignarescription are ignored.

12.4.3.4. Variables like drl.suppr.* (drug disconti nuations,
conditions)

Let drl.suppr.mydrugoe the variable of interest. Use the event nadrédmydrug
defined beforehand. For the current stay:
* |F status ofirl.mydrug==1
* THEN apply the default values:
0 status=1
0 start= stop ofirl.mydrug
0 stop=+inf
« ELSE
o status=0
o start=NA (you can also use start=+inf to simplibyree comparisons)
0 stop=NA (you can also use stop=-inf to simplify sboomparisons)

12.4.3.5. Variables like bi.* (lab results, conditi ons or
outcomes)

The data are available in a dataframid {kind, date, value}, with 1 line per
laboratory measurement. Léf final be the dataframe with 1 line par stay where you
intend to store the events.

The first step is to transform the dataframil into a modified dataframelf2
{variable_name, date, status(0/1)}. In this newaflaimedf2, there are as many lines
as indfl, but there are 2 differences:

* the native “kinds” are replaced with the new “valeaname” and doing that,
there is an aggregation of the lab kinds that helplescribe the same lab-
related anomaly
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» the values are replaced with the status wherer@lsteor normal values and 1
stands for abnormal values according to the mappahgy.

Split the dataframdf2into 2 subsets:
« df3contains only normal values (status=0)
» df4 contains only abnormal values (status=1)

Usedf4 to define indf_final the status, start and stop of the events whest#tas is
set to 1:

e status=1

« start=min(dates for the current variable_name aecctrrent stay idf4)

» stop=max(dates for the current variable_name amdulrent stay ialf4)
For the stays that are not presendffy write defaults values idf_final:

e status=0

» start=NA (you can also use start=+inf to simplibpge comparisons)

» stop=NA (you can also use stop=-inf to simplify sooomparisons)
Finally usedf3to realize a LOCF interpolation df_final

« for each stay and variable _name, restli®to measures that are posterior to
the latest measure that can be foundf#husing the same criteria

« formally add indf3 a normal value for every stays and variable_namimg
+inf as date

» each time the status is set to Minfinal, extend the stop date @ _final up to
the minimal date that remains in tlé3 dataframe minus 1 (first normal
measure after the latest abnormal measure, or. +inf)

12.4.3.6. Variables like dil.* or di2.* (diagnoses, conditions)

Simply use the aggregation as defined before.

e |F status==1

* THEN formally use widest dates:
0 start=-inf
0 stop=+inf

» ELSE
o0 start=NA (you can also use start=+inf to simplibyee comparisons)
0 stop=NA (you can also use stop=-inf to simplify ®boomparisons)

12.4.4. Using events to compute the confidence of a rule

To obtain the confidence of a rule, you have to pot@ the numerator and the
denominator, and then to divide the numerator leyddénominator.

12.4.4.1. Computing the numerator of a rule

The numerator (support in absolute number) is timber of stays that match the
conditions and the outcome, conditions and outcorbegig chronologically
compatible. Follow this procedure for each outcoma temporary dataset:
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* First restrict the events that are used as outcoamesvent that occurs before
day2 cannot be considered as an outcome

o IF status of the outcome ==1 & start of the outcenie
THEN status of the outcome =0.
* Then examine every conditions of the rule andsétall the conditions that
are not chronologically compatible with the outcome

o0 |IF status of the condition==1 & start of the cotwhi > start of the
outcome THEN status of the condition=0.

o IF status of the condition==1 & (stop of the corai)+5 < start of the
outcome THEN status of the condition=0.

The count of the stays matching at the same timeduses and the outcomes despite
the changes above provides the numerator for threrduule.

12.4.4.2. Computing the denominator of a rule

The denominator is the number of stays that mdtelconditions, but not necessarily
the outcome. It is the sum of 2 numbers:

* the number of stays that match the conditions dr&d dutcome, it is the
numerator as defined above

» the number X of stays that match the conditions rastthe outcome. Here is
how to compute X:

o examine all the stays that match the causes anth@aiutcome

o for each stay:
IF min(start dates of the causes)>(max(start daftédse causes)+5)
THEN the causes are not present together, thastcluded
ELSE the causes are present together, the staglisled

0 X =number of included stays
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13. APPENDIX 5: VALIDATION OF THE USE OF
SEMANTIC MINING FOR ADE DETECTION

13.1. Introduction

13.1.1. Objective

In the present work of data-mining-based ADE d&ectsemantic mining is used to
provide drug codes extracted from free-text reptstthe to the data mining task
when no CPOE is available. The objective of thiseaqulix is to validate the use of a
semantic mining tool, F-MT], for ADE detection.

13.1.2. Rationale in Semantic Mining evaluation

Semantic Mining is mainly oriented towards automatdexing. For the evaluation of
automatic indexing, different criteria can be meadu according to the literature
[Makhoul 1999, Van Rijsbergen 1979, Nakache 2005k quality of the automatic
indexing is evaluated by comparing the results lo$ tautomatic indexation (the
candidate set) and the results of a gold standdmel gold standard set) on an
evaluation dataset. The gold standard is the mandaking performed by a human
expert. An example is provided in Figure 99.

Discharge letter Semantic Expert
mining encoding

Dear colleague,

Your patient Mrs XX has been
admitted in our department in relation
with a carpal tunnel syndrome (...) G56 G56
She is known by our department
because of her recent history of )
femur neck fracture (...) S72 (history)
Her levothyroxine sodium treatment | (not explicity EQ3
has been followed up (...)

EO03: hypothyroidism
; G56: carpal tunnel syndrome
S72: femur neck fracture

Precision: semantic mining has found G56&S72 but only G56 is true => P=0.5
Recall: semantic mining should have found G56&E03 but only found G56 => R=0.5

Figure 99. Example of semantic mining applied on discharge letter;
precision and recall computation

For that purpose, different measures are commaaggnized as pertinent:

- Precision (P)is the number of indexing terms present in bothdaate and
gold standard sets divided by the total number nofexing terms in the
candidate set. It measures the ratio of signal.

- Recall (R)is the number of indexing terms present in botidaate and gold
standard sets divided by the total number of inugxierms in the gold
standard set. It measures how well gold standaleking terms are retrieved.
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- F-measure (F)is the weighted harmonic mean of precision ana@ltethe
traditional F-measure or balanced F-score is: FPZ R/ (P + R) where F is
the F-measure, P is the precision and R is thdlreca

Supplementary parameters were introduced to addipplementary weight to
precision or recall depending on the task thatatee evaluated:

- Silence corresponds to the proportion of terms not ex#dcfsilence=1-
Recall; false negatives).

- Noise corresponds to the proportion of false terms et by the system
(Noise=1-Precision; false positives).

- Purity evaluates the proportion of indexation mistakedréetion of a false
term) avoided by the system.

In the present work, three main metrics are caledléo show the performance of F-
MTI indexing compared to the gold standard manndexing: Precision, Recall, F-
measure. These metrics are often used to evalbat@drformances of automatic
indexing tools [Pereira 2008, Névéol 2007, Nevétle].

13.2. Material and Methods

13.2.1. Evaluation, Step 1: extraction of ATC codes  from free-text
documents: agreement between F-MTI and experts

The aim of this first phase is to measure the amyupof the extraction of the drug
names included in the various free-text documeptmbans of the F-MTI Semantic
Mining Analyzer. Several de-identified dischargedes are obtained:
- 4,000 from the Rouen University Hospital (F), fravhich 50 are used for the
validation task
- 10,000 from the Denain General hospital (F) , fnemch 32 are used for the
validation task

The drug names extracted by automatic semantiongi(i#-MTI) are compared with
the ones obtained from human medical expertisau(Eig00).

Ry
II ATC codes*

@ * agreement
Experts evaluation

Figure 100. First validation step

In the discharge letters, the drug names appelaraasl or commercial names in 90%
of cases, or as international names (INN). Thedfsbrand names and INN names
available in France are provided by the Vidal Conypa

F-MTI indexing tool is used to extract the drug mamand index them into ATC
Codes: the results are gathered in the candidat@se gold standard set is the result
of the manual indexing performed by a human expket:gold standard set. Human
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experts are a pharmacist and a medical archivi®aoen; and two physicians in
Denain.

In each free-text document, the Experts list:
- the drug names recorded in the document (thisisgbld standard”),
- the drug names extracted by the F-MTI semantic tool

Those lists are used to compute the precisiontzdetcall.

13.2.2. Evaluation, Step 2- extraction of ATC & ICD 10 codes from
free text: agreements between F-MTI and EHR

In the Denain General Hospital, both the CPOE drel ftee-text documents are
available. In this phase, the results of the selmanining of the free-text documents
(for the identification of the drugs prescribed aaministered to the patient) are
compared with the ones registered in the CPOE (€id01). This phase allows for
computing the concordance between semantic minmadysis results and CPOE
extraction for the identification of the drugs paially linked with ADEs. This phase
is only feasible in a hospital equipped both wittHaspital Information System
containing the free-text documents and a CPOE Byste

ATC

, codes
@ agreement
, evaluation
Free text I

Figure 101. Second validation step

EHR

Thirty seven anonymized patients’ complete eleatrdrealth records (EHRS) from
the Denain General Hospital are used. Those recoctigle:

- data from the EHR and the CPOE: ATC codes for drugs
- the free-text documents and the results of thenaatic indexing of these
letters by Semantic Mining (F-MTI): ATC codes.

The Method consists of the careful comparison efdbdes obtained from semantic
mining of the free-text documents with the codestamed in the CPOE. The recall R
and the precision P are computed.
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13.2.3. Evaluation, Step 3- validation of the use o f the semantic
mining results for data-mining-based ADE detection

Rouen hospital Other hospitals

< Ry
EHR CPOE

Lo EP

0
H

Lab results, Drugs Lab results, Drugs
Diagnoses... ATC codes Diagnoses... ATC codes
( ADE data-mining-based detection rules )

Results: confidences anssults: confidences

Figure 102. Third validation step

This third validation phase consists of exploriing tresults of data-mining-based
ADE detection rules when drugs are obtained froom&gic Mining of the various

free-text documents, in case of absence of CPOEs iBhdone by studying the
frequency of potential ADEs in the Rouen univerdityspital and comparing this
frequency with the ones observed in hospitals wher€POE is implemented
(Copenhagen and Denain) (Figure 102).

The Material is represented by the data-mining-tbadetection rules obtained from
the present work. Those rules are described inehdts, in sectiof (

Decision rules integrated in the central rukepository on page 102. Those rules are
a set of conditions that can lead to a traceabl& AlEbr each rule, the confidence is
computed in Denain, Copenhagen and in the Rouewelsily Hospital where Drugs

are obtained from Semantic Mining Analysis. Eacle ris characterized by its

confidence (1: proportion of outcome knowing thidtlee conditions are met) and its
support (2: proportion of records matching bothdibons and outcome).

Confidence /(O |G n ...n Cc) (2)
Support P(On Cyn ...n C) (2)

The Method consists of the comparison of the cemités of the rules in the different
places:

- the Rouen hospital where ATC codes are extracted fummaries,

- the other hospitals where ATC codes are extractad CPOEs. The datasets
from Denain and Copenhagen are pooled togetheavte bnly 2 datasets to
compare. Moreover, pooling all the other datasdisva to get a better
estimate of the confidences of the rules.

For each rule, all the stays that match the camutiof the rule are considered. The
aim is then to test the independency between twarpivariables using a Fisher’s
exact test:

- the occurrence of the outcome (0 = “No”/ 1 = “Ygs”

Automated detection of Adverse Drug Events by Dditging of Electronic Health Records
Emmanuel Chazard, PhD Thesis Page 222 of 262



- the drug extraction method (CPOE/semantic mining)
For a given rule two results can be obtained:

- if p value < 0.05 then there is a significant diffiece between the confidence
of the rule in Rouen and in other hospitals (thealdes are not independent)

- if pvalue>0.05 then no significant difference observed between the
confidence of the rule in Rouen and in other hadpit

None of those results is interesting rule by riflesignificant p value is obtained for
one rule, it is not surprising the confidences lté tules depend on the context in
which they are used in (the patients, the practases the knowledge are different).
But if most of the rules look like having similaorfidences in Rouen than in other
places, it is an argument to say that the resdltsiles evaluation are consistent in
Rouen compared with other hospitals.

13.3. Results

13.3.1. Evaluation Step 1- extraction of ATC codes  from free-text
documents: agreement between F-MTI and experts

The main results in the Rouen university hospital a
- the overall Precision B = 0.84
- the overall Recall iR = 0.93
- the F-measure i = 0.88

The main results in the Denain General Hospital are
- the overall Recall iR = 0.88
- the overall Precision iB = 0.88
- the F-measure i = 0.88

These results are coherent although the hospisssdifferent Hospital Information
Systems, employ different physicians and take ire cdifferent populations of
patients.

They appear as so successful as compare to thatdite [Evans 1996, Sirohi 2005,
Gold 2008] particularly in the context of the Frerdlanguage where some particular
difficulties have to be overcome such as negationspme verbal passive forms.

13.3.2. Evaluation Step 2- extraction of ATC codes  from free text:
agreements between F-MTI and EHR

The ATC codes from the semantic mining are consdles “candidates” while the
ATC codes from the CPOE are given as “the “golddsad”. The results are:

- the overall Recall iR = 0.37
- the overall Precision iB =0.73
- the F-measure i = 0.49

13.3.3. Evaluation Step 3- validation of the use of  the Semantic
Mining results for data-mining-based ADE detection

The comparison between Rouen and other hospitidseta is performed on each rule
separately. An example of rule is provided below:
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Rule:

Vitamin K antagonist (VKA) & Antiepileptic & Histy of too low INR
- VKA overdose (detected by INR>4.9)

Confidence in Rouen:
6 stays match the conditions, 2 of them presenbtiicome
Confidence = 33%

Confidence in other hospitals:
206 stays match the conditions, 43 of them prebenbutcome
Confidence = 21%

Fisher's exact testp=0.61 (not significant)

In that example, no significant difference is olser between Rouen and other
hospitals pooled together. The same method is eppln the 236 validated rules. A
significant difference between the pooled confideaad the Rouen confidence can
be observed in 48 rules (20.3% of the rules).

If the results in Rouen had been really similath® results in the other hospitals, the
proportion of rules with non significant Fisher&st would have been around 5%.

13.4. Discussion

13.4.1. Ability of F-MT]I to extract codes from free  -text reports

Predicting ATC codes from the discharge summanegd successful although that
task was performed on unstructured free text: tmeeBRsure is 88%, which is a good
score. However, the F-MTI tool still has to be ilmyed. It encounters difficulties to
recognize brand names in the discharge summaresoddentified problems that are
currently being corrected.

Some additional problems are linked with incorrepelling of the names in the
discharge summaries. Some brand names are wnttproperly with dash ("-") or
underscore ("_") or with an incorrect space " g(di-antalvic, diffu k di hydan cacit
D, calcidose vit Dco renite¢. On the contrary, some brand names are writtémowt
dash ("-") or underscore ("_") or space (" "), asmally they should have to (e.qg.
chibroproscarinstead ofchibro-proscar bi preteraxinstead ofbipreteray. Some
other misspellings or mistyping are quite frequ@ng.triapridal instead otiapridal,
genopevaryinstead ofgynopevari] dextropropoxifenenstead ofdextropropoxyfene

piperacetaninstead opiracetam ketodermenstead oketodern.

Some mistakes are redundant, e.g. the brand nacaeitsD3 It is not automatically
indexed andcacit is indexed instead of it. The same is occurrinthwi-antalvic &
antalvicandcalcidose Vit D& calcidose

Some mistakes are more difficult to correct, ag tteder to ambiguous terms. For
instance in the lab results section of a dischawgeamary,Albumin refers to a lab
result, whileAlbuminis also the brand name of a drug. This ambiguityhave to be
handled.
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13.4.2. Ability of F-MT]I to provide ATC codes inste  ad of a CPOE

The comparison between ATC codes extracted fromdikeharge summaries and
ATC codes extracted from the CPOE shows a low ageee the F-measure is 49%,
and this is mainly due to a low recall: 37% (Figdf8). Those bad scores probably
attest in fact a poor agreement between the digehrmmaries and the information

of the CPOE.
Real drug
administration
=

Discharge II

summaries

A
. TR
ATC codes

L 4

<y
CPOE

(ATC codes)

F-measure=0.49
i Recall=0.37

F-measure=0.88
Figure 103. Agreements measured in the 1st and 2mdaluation steps

Several situations lower the recall in tHé @alidation step:

- Most often, only the main treatments are listedhi@ discharge summaries.
Particularly, temporary treatments are nearly abvayitted, such as oxygen,
rehydration solutions, pain killers, laxatives,iafarrheal drugs, etc.

- Finally, when the patient dies, there is no mentdrany treatment in the
discharge summary.

Several situations lower the precision in tA&validation step:

- The treatment the patient usually takes beforeaitthmission is very often
mentioned. Though, part of this treatment is oftestontinued.

- The treatment the patient is prescribed at diseh&calways described, but
sometimes those drugs were not prescribed durmgtty.

- Finally, in some cases, a patient who suffers fomhronic illness such as
diabetes is asked to continue the treatment amtdeide himself his drugs
during the hospitalisation. In that case, the drags not registered in the
CPOE but are mentioned in the discharge summawgh Ssituation is illegal,
and in that case the ATC codes extracted from thehdrge summaries are
more reliable than those extracted from the CPOE.

13.4.3. Ability of F-MT]I to be used for ADE detecti on

The 39 validation step shows uncertain results. Firstrttethod only compares the
confidences of the rules, and 20% of the ruledd&trent confidences in Rouen and
in other hospitals, although a proportion around ®%uld be expected. As the
proportion of ADEs is very low, using several hadals pooled together for the
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control group allowed getting more reliable estiesabf the confidences. But in order
to conclude, it would be more interesting to testhbmethods (F-MTI vs. CPOE) in
the same hospital, using the same records. Thidg t@uperformed in a further work.

Using semantic mining on free-text records canmatkvin several circumstances:

- When codes are extracted from free text, there isformation about
temporal constraints. As a consequence, for a gienit is not possible to
be sure that the conditions where matched beferetlbcome occurred.

- As a consequence of the previous point, it is wgsjble to take drug
discontinuations into account as conditions, aiénfollowing rule:
VKA & discontinuation of a laxative®> hemorrhage hazard(INR>4.9)
That rule usually works with a 18% confidence.

- Itis not possible to use drugs as outcome sigaald,is not possible to be
sure that the drug was administered far from thmisslon, as in the following
rule:

Ticarcillin - Fungal infection (detected by administration ofitamgal drug)
That rule usually works with a 16% confidence.

- In the discharge summaries there is an insuffigieesence of “comfort”
drugs which are often involved in pharmacokinatieiactions, as in the
following rule:

VKA & acetaminopher» hemorrhage hazard (INR>4.9)
That rule usually works with a 10% confidence.

At the opposite, the method seem to work well irstraf the rules, that involve the
“main drugs” of the patient and that lead to a labary-related outcome that is easy
to trace, such as the following rule:

VKA & hypoalbuminemia? hemorrhage hazard (INR>4.9)
That rule usually works with a 20% confidence.

13.5. Conclusion

A semantic mining tool is probably not able to amé#tically discover ADE
prevention rules from past hospital stays. It is able to prevent ADEs as the
discharge summaries and letters are always wrigtiter the end of the stay.
Nevertheless, semantic mining of those documentshedp to retrieve administered
drugs in absence of CPOE in order to compute thédence of ADE detection rules.
Doing that, semantic mining of the free-text docutsecan allow for ADE detection
in past hospital stays, but would require an expperated review to confirm all the
potential ADE cases.
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14. APPENDIX 6: VALIDATED RULES

The following tables present the validated ruldse Tules are grouped by module, a module beingefas a common outcome. Statistics are
limited to the confidence, the delay of appearaarwtthe Fisher’s test p value. The statistics ahg displayed for each hospital (in alphabetical
order: Denain, Frederiksberg, Lille, Nordsjaellamd Rouen). Cells in pink are used to display §icant results.

14.1. Anemia (Hb<10g/dl)

Hospital 1

Hospital_2

Hospital_3

Hospital_4

Hospital_5

Conditions
NO cancer
b102-0 & NSAI
b189-0 proton pump inhibitor

74/10615%
delay=3j
p=0.2119
35/3569.8%
delay=3j
p=0.188

150/50333%
delay=3j
p=1

163/3148%5.2%
delay=3j
p=0

6/194=3.1%
delay=2.5j
p=0.0022
13/3084.2%
delay=3j
p=0.0013

5/26359.2%
delay=3j

p=0
7/16339.4%
delay=3j
p=0.0461

13/8514.5%
delay=3j
p=0.0036
11/2374.6%
delay=2j
p=0.0837

14.2. Hepatic cholestasis (alkalin phosphatase>240

Ul/I or bilirubins>22 pumol/l)

Conditions Hospital 1 Hospital_2 Hospital_3 Hospital_4 Hospital 5
; 3/78=8.8% 0/2=0% 1/214.8% 0/686=0% 0/6=0%
b075-0 g%ie\éexetiraﬁ: ?2“2:? n delay=2j delay= delay=2j delay= delay=
9 ghthep p=0.2476 p=1 p=0.7205 p=0 p=1
. 10/10144% 14/20319.7% 5/54=9.3% 0/10109% 2/4050.5%
b076-0 EOIO\C;\\//Svrgi trrz’:lturzl; at:rir:: delay=2.5j delay=4j delay=2j delay= delay=9.5j
ghthep p=0.0022 p=0.2532 p=0.825 p=0 p=0.277
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b105-0

NSAI

11/11779.9%
delay=3j
p=0.0005

50/53616.9%
delay=5j
p=0.9236

20/2099.6%
delay=2j
p=0.5362

0/27889%
delay=
p=0

5/927-.5%
delay=8j
p=0.037

14.3. Hepatic cytolysis (alanine transaminase>110 U

I/l or aspartate transaminase>110 Ul/l)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
0/86=0% 0/2=0% 2/24=8.3% 32/6395% 0/6=0%
b073-0 high weight heparin delay= delay= delay=3.5j delay=2j delay=
p=1 p=1 p=0.2588 p=0.102 p=1
: . 2/600-0.3% 4/943-0.4% 0/26=0% 23/6883.3% 1/294-0.3%
b074-0 !gcfv;vf? r71t0hepar|n delay=2j delay=5j delay= delay=2j delay=17j
9 p=0.1208 p=1 p=0.6213 p=0.6006 p=1
: : 1/595-0.2% 3/11229.3% 0/330% 11/286-3.8% 2/143-1.4%
b074-1 Igv;m;e;g?hg heparin delay=4j delay=2j delay= delay=2j delay=3.5j
ge= p=0.0272 p=0.4799 p=0.3948 p=0.8741 p=0.2126
2/364.5% 19/31929.6% 4/318=1.3% 39/15662.5% |4/243-1.6%
b195-0 proton pump inhibitor delay=1.5j delay=3j delay=3j delay=2j delay=6j
p=0.5822 p=0.1174 p=0.0011 p=0.0028 p=0.048

14.4. High a CPK rate (CPK>195 UlI/)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
statin 1/241-0.4% 1/585.2% 1/48=2.1% 97/14316.8% 0/102:0%
b094-0 & age < 70 delay=2j delay=9j delay=2j delay=2j delay=
9 p=1 p=1 p=0.4404 p=0.301 p=0
b094-1 statin 6/481=1.2% 5/10016.5% 0/1850% 75/9238.1% 0/1350%
& age> 70 delay=3j delay=3j delay= delay=2j delay=
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p=0.0666

p=0.027

p=0.1387

p=0.0107

p=0

14.5. Hemorrhage hazard (INR>4.9)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
VKA 10/61-16.4%  0/17-0% 0/1=0% 0/3=0% 0/2=0%

b002-0 & thymoanaleptic delay=6;j delay= delay= delay= delay=
& NO selective serotonine recapture inhibitor p=0 p=1 p=1 p=1 p=1
VKA 2/21-9.5% 4/39=10.3% 0/1=0% 0/5=0% 0/8=0%

b003-0 & selective serotonine recapture inhibitor delay=5j delay=7.5j delay= delay= delay=
& NO respiratory obstruction p=0.0376 p=0 p=1 p=1 p=1
VKA 3/11=27.3% 0/5=0%

b003-1 & selective serotonine recapture inhibitor delay=6j delay= No stay No stay No stay
& respiratory obstruction p=0.0005 p=1
VKA 9/33=27.3% 0/101-9% 0/4=0% 1/35=2.9% 0/4=0%

b004-0 & proton pump inhibitor delay=4j delay= delay= delay=4j delay=
& NO benzamide neuroleptic p=0 p=1 p=1 p=0.2812 p=1
VKA 0/4=0% 2/10=20%

b004-1 & proton pump inhibitor delay= delay=2j No stay No stay No stay
& benzamide neuroleptic p=1 p=0.0004
VKA 2/11-18.2% 0/8=0% 1/7=14.3%

b007-0 & quinolone delay=1.5j delay= No stay delay=3j No stay
& age <70 p=0.0108 p=1 p=0.0638
VKA 2/345.9% 1/20-5% 0/1=0% 0/3=0%

b007-1 & quinolone delay=5.5j delay=3j delay= delay= No stay
& age> 70 p=0.0889 p=0.0603 p=1 p=1

b008-0 VKA 5/45=11.1% 1/8=12.5% No stay 0/1=0% 0/1=0%
& macrolide delay=5j delay=2j delay= delay=
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p=0.0005 p=0.0246 p=1 p=1

b009-0 & cycline gilfly: No stay No stay No stay No stay
VKA 3/16-18.8% 0/9=0% 0/2=0% 0/2=0% 0/2=0%

b010-0 N delay=5j delay= delay= delay= delay=
& azole antibiotic p=0.0015 p=1 p=1 p=1 p=1
VKA 1/3=33.3% 1/22=4.5% 1/5=20%

b011-0 & cephalosporin delay=3j delay=5j No stay delay=3j No stay
& age <70 p=0.0435 p=0.0661 p=0.046
VKA 0/5=0% 5/66=7.6% 0/2=0% 0/5=0%

b011-1 & cephalosporin delay= delay=4j delay= delay= No stay
& age>70 p=1 p=0 p=1 p=1
VKA 6/26=23.1% 0/2=0% 1/9=11.1%

b012-0 & amoxicilline and clav.ac. delay=4j delay= No stay delay=3j No stay
& age <70 p=0 p=1 p=0.0813
VKA 15/7320.6%  1/10=10% 0/1=0% 0/8=0%

b012-1 & amoxicilline and clav.ac. delay=6j delay=6j delay= delay= No stay
& age>70 p=0 p=0.0306 p=1 p=1
VKA 2/3=66.7% 0/4=0%

b013-0 delay=10j delay= No stay No stay No stay
& other beta lactam 0=0.0006 p=1
VKA 0 0 0
& penicillin 3/15=20% 0/4=0% 1/9=11.1% 0/1=0%

b014-0 & age < 70 delay=4j delay= No stay delay=3j delay=
& NO diuretic p=0.0012 p=1 p=0.0813 p=1
VKA 3/20-15% 0/5=0% 0/12=0%

b014-1 & penicillin delay=4j delay= No stay delay= No stay
& age <70 p=0.0029 p=1 p=1
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& diuretic

VKA

& penicillin 9/35=25.7% 2/21-9.5% 0/2=0% 0/1=0%
b014-2 delay=4j delay=4j No stay delay= delay=
& agez 70 p=0 p=0.0019 p=1 p=1
& NO diuretic
VKA
& penicillin 9/66-13.6% 1/21-4.8% 0/1=0% 0/7=0%
b014-3 delay=7j delay=1j delay= delay= No stay
& age= 70 p=0 p=0.0632 p=1 p=1
& diuretic
VKA 1/4=25% 0/10=0% 0/6=0%
b015-0 . . delay=8j delay= No stay delay= No stay
& aminoglycoside 0=0.0576 p=1 p=1
VKA 1/4=25% 0/3=0% 0/2=0%
b016-0 . delay=1j delay= No stay delay= No stay
& glycopeptide 0=0.0576 p=1 p=1
VKA 0/5=0% 0/5=0% 0/5=0% 0/3=0%
b017-0 , delay= delay= No stay delay= delay=
& sulfamide p=1 p=1 p=1 p=1
VKA 7/22=31.8% 0/20=0%
b018-0 & hypoalbuminemia delay=2j delay= No stay No stay No stay
& NO low INR p=0 p=1
VKA 4/32=12.5% 0/22=0% 0/1=0%
b018-1 & hypoalbuminemia delay=7j delay= delay= No stay No stay
& low INR p=0.0012 p=1 p=1
VKA 2/14-14.3% 1/12-8.3% 0/2=0% 0/2=0%
b020-0 & systemic antifungal delay=7.5j delay=3j No stay delay= delay=
& NO griseofulvin p=0.0174 p=0.0366 p=1 p=1
VKA 1/7=14.3% 0/4=0% 0/5=0%
b021-0 & type 3 antiarrhythmic delay=3j delay= No stay delay= No stay
& NO diuretic p=0.0987 p=1 p=1
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& age <70

VKA

; ; 10/3330.3%  1/4=25% 0/1=0%
b021-1 & type 3 antllarrhythmlc delay=5j delay=5j No stay delay= No stay
& NO diuretic p=0 0=0.0124 p=1
& age> 70 '
XK,[A 3 antiarrhvthmi 1/23=4.3% 0/7=0% 0/13=0% 0/3=0%
b021-2 ype 5 antiarrhythmic delay=4j delay= No stay delay= delay=
& diuretic p=0.2896 p=1 p=1 p=1
& age <70 '
XK,[A 3 antiarrhvthmi 8/54=14.8% 2/14=14.3% 0/1=0% 1/9=11.1%
b021-3 Py d%ﬁreetican arrhythmic delay=8j delay=3j delay= delay=4j No stay
= =0. =1 =0.0813
& age> 70 p=0 p=0.0008 p p
b022-0 VKA No sta No sta No sta No sta No sta
& antiobesity y y y y y
VKA 3/39=7.7% 0/11-0% 0/15=0%
b023-0 & thyroid hormone delay=3j delay= No stay delay= No stay
& NO antiepileptic p=0.0193 p=1 p=1
VKA 9/41=22% 0/12=0% 2/10-20%
b023-1 & thyroid hormone delay=5j delay= No stay delay=4j No stay
& antiepileptic p=0 p=1 p=0.0037
VKA 38/21647.6% |7/138-5.1% 0/4=0% 3/36=8.3% 0/13=0%
b025-0 & antieilentic delay=5j delay=6j delay= delay=4j delay=
piiep p=0 p=0 p=1 p=0.0045 p=1
VKA 1/18-5.6%
b027-0 & fibrate delay=2j No stay No stay No stay No stay
p=0.2347
b028-0 VKA 2/24-8.3% 0/13=0% 0/1=0% 0/5=0% 0/2=0%
& anti-gout delay=3.5j delay= delay= delay= delay=
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& NO antiepileptic p=0.048 p=1 p=1 p=1 p=1
VKA 4/21-19.1% 1/10=10% 0/1=0% 0/2=0%

b028-1 & anti-gout delay=4.5j delay=19j delay= delay= No stay
& antiepileptic p=0.0002 p=0.0306 p=1 p=1
VKA 0/2=0% 0/1=0%

b029-0 & hypothalamo hypophyseal hormone gi'f‘y: No stay No stay gg'laF No stay
VKA 5/20=25% 0/2=0% 0/3=0%

b030-0 . . delay=6j delay= No stay delay= No stay
& antispasmodic p=0 p=1 p=1
VKA 5/41=12.2% 0/1=0% 0/2=0% 0/1=0%

b031-0 & alcoholism delay=5j delay= delay= delay= No stay

p=0.0003 p=1 p=1 p=1

b032-0 & tocopherol (vit E) gilfly: No stay No stay No stay No stay
VKA 1/7=14.3% 1/5=20% 0/2=0%

b033-0 . . delay=6j delay=2j No stay delay= No stay
& antineoplastic p=0.0987 0=0.0154 p=1
VKA 4/51=7.8% 0/1=0% 0/2=0% 0/7=0%

b034-0 & peripheral vasodilatator delay=3.5j delay= delay= delay= No stay
& NO sympathomimetic drug p=0.0065 p=1 p=1 p=1
VKA 3/20-15% 0/1=0% 0/1=0%

b034-1 & peripheral vasodilatator delay=3j No stay delay= delay= No stay
& sympathomimetic drug p=0.0029 p=1 p=1
VKA 4/33=12.1% 0/10=0% 0/6=0% 0/2=0%

b035-0 . . delay=5j delay= No stay delay= delay=
& type 1 antiarrhythmic p=0.0013 p=1 p=1 p=1

b036-0 VKA 4/2416.7%  0/6=0% 0/1=0% 0/1=0% No stay
& hepatic insufficiency delay=4j delay= delay= delay=
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p=0.0004 p=1 p=1 p=1

VKA 4/71-5.6% 0/22=0% 0/12=0% 0/3=0%
b037-0 & systemic steroidal anti inflammatory delay=5.5j delay= No stay delay= delay=

& NO anxiolytic p=0.0202 p=1 p=1 p=1

VKA 9/44=20.5% 1/16=6.3% 0/6=0%
b037-1 & systemic steroidal anti inflammatory delay=11] delay=5j No stay delay= No stay

& anxiolytic p=0 p=0.0485 p=1

VKA 9/41=22% 2/9=22.2% 0/2=0% 0/8=0% 0/1=0%
b038-0 - delay=3j delay=2j delay= delay= delay=

& anti-diarrheal p=0 0=0.0003 p=1 p=1 p=1

VKA 4/25=16% 1/3=33.3% 0/2=0% 0/8=0% 0/1=0%
b040-0 . Lo delay=3j delay=1j delay= delay= delay=

& suspension of anti-diarrheal 0=0.0004 p=0.0093 p=1 p=1 p=1

VKA 2/12=16.7% 1/6=16.7% 0/4=0% 0/1=0%
b043-0 & hypocalcemia delay=4.5j delay=6j delay= No stay delay=

& NO low INR p=0.0129 p=0.0185 p=1 p=1

VKA 1/185.6% 0/5=0% 0/2=0%
b043-1 & hypocalcemia delay=7j delay= delay= No stay No stay

& low INR p=0.2347 p=1 p=1

VKA 15/10644.2% 4/1258.2% 0/18=0% 0/15=0%
b045-0 & oioid delay=4j delay=6j No stay delay= delay=

P p=0 p=0.0006 p=1 p=1

VKA 3/24=12.5% 1/49=2% 0/1=0% 1/119.1% 0/12=0%
b047-0 & acetaminophen/paracetamol delay=3j delay=11j delay= delay=3j delay=

& age <70 p=0.005 p=0.1415 p=1 p=0.0984 p=1

VKA 14/95414.7%  6/98=6.1% 0/7=0% 0/9=0% 0/15=0%
b047-1 & acetaminophen/paracetamol delay=3.5j delay=5j delay= delay= delay=

& age>70 p=0 p=0 p=1 p=1 p=1
b048-0 VKA 7/96=7.3% 4/145=2.8% No stay 1/42=2.4% 0/16=0%
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& NSAI delay=3] delay=5.5j delay=4j delay=
p=0.0005 p=0.001 p=0.3273 p=1
18/12944% 3/58-5.2% 0/3=0% 0/10=0% 0/14=0%
b049-0 VKA delay=6j delay=5j delay= delay= delay=
& osmotical laxative 0=0 p=0.0008 p=1 p=1 p=1
VKA 3/12=25% 0/3=0% 0/1=0%
b052-0 . . delay=5j delay= No stay delay= No stay
& immunomodulation factor 0=0.0006 p=1 p=1

14.6. Lithium overdose (to high a lithium level)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
0/38=0% 1/63=1.6% 0/7=0% 0/55=0% 0/5=0%
b128-0 Lithium delay= delay=1j delay= delay= delay=
p=0 p=0.0105 p=0 p=0 p=0

14.7. Heparin overdose (activated partial thrombopl

astin time>1.23)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
; ; ; 0/5=0% 0/22=0%
) high weight heparin " -
b053-0 & hepatic insufficiency Sgli’:ly— No stay No stay gzgﬂy— No stay
: : : 1/16-6.3% 0/1=0% 1/5=20% 0/198-0%
high weight heparin : .
b054-0 ; . - delay=8j delay= delay=3;j delay= No stay
& chronic renal insufficiency p=0.5112 =1 0=0.3246 0=0
; : : 1/214.8% 1/5=20% 0/4230% 0/1=0%
b055-0 glg,:: Sw'slght heparin delay=8j No stay delay=3j delay= delay=
p=0.6093 p=0.3246 p=0 p=0
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: : N 0/16=0% 2/4=50% 0/93=0%
high weight heparin .
b056-0 : : s delay= No stay delay=2.5j delay= No stay
& systemic steroidal anti inflammatory p=1 0=0.0304 p=0
: : N 1/2=50% 0/10=0%
high weight heparin .
b057-0 . delay=3j No stay No stay delay= No stay
& plasma substitutes p=0.0855 p=0

14.8. Hypereosinophilia (éosinophilia>10  °/l)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
1/86=1.2% 0/2=0% 0/26=0% 0/6990% 0/6=0%
b069-0 high weight heparin delay=12j delay= delay= delay= delay=
p=0.3186 p=1 p=1 p=1 p=1
: . 1/600=0.2% 2/9410.2% 0/29=0% 0/74520% 0/2940%
b070-0 Igv;m;eg r71t0hepar|n delay=12j delay=4.5j delay= delay= delay=
9 p=0.5119 p=0.2418 p=1 p=1 p=1
: . 3/5950.5% 5/11179.4% 0/33=20% 0/3000% 0/1430%
b070-1 Igc:v;m(/gg?hg heparin delay=3j delay=5j delay= delay= delay=
ge= p=0.7427 p=0.8311 p=1 p=1 p=1
3/41490.7% 14/888-1.6% 0/1110% 0/486=0% 1/38=2.6%
b096-0 quinolone delay=4j delay=3j delay= delay= delay=8j
p=0.4252 p=0.0002 p=0.1551 p=1 p=0.0812

14.9. Hyperkalemia (K ">5.3)

Conditions Hospital_1 Hospital 2 Hospital_3 Hospital_4 Hospital_5

b059-0 ‘NO renal failure 2/22-9.1% 0/1=0% 0/5=0% 7/182-3.8% 0/5=0%
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& high weight heparin delay=1.5j delay= delay= delay=3j delay=
p=0.1274 p=1 p=1 p=0.1698 p=1
NO renal failure 7/523-1.3% 2/835.2% 0/20=0% 4/47070.9% 1/289-0.3%
b060-0 & low weight heparin delay=4j delay=5.5j delay= delay=3j delay=5j
& age <70 p=0.0271 p=0.4436 p=0.0961 p=0 p=0.3379
NO renal failure 11/3318.3%  0/7450% 0/14=0% 7/76=9.2% 1/117-0.9%
b060-1 & low weight heparin delay=6j delay= delay= delay=2j delay=1j
& age>70 p=0.6069 p=0.0322 p=0.2384 p=0.3434 p=1
NO renal failure 1/3=33.3% 0/1=0% 1/15=6.7%
b061-0 & high weight heparin delay=1j delay= No stay delay=2j No stay
& diabetes p=0.0826 p=1 p=1
NO renal failure
: - 2/932.2% 0/39=0% 5/935.4% 0/11-0%
& low weight heparin e - - -
b062-0 . delay=4.5j delay= No stay delay=2j delay=
& diabetes p=1 p=1 p=0.833 p=1
& NO laxative '
NO renal failure
; ; 3/17-17.7% 0/8=0% 0/2=0% 0/4=0% 0/2=0%
& low weight heparin : " " " "
b062-1 . delay=13j delay= delay= delay= delay=
& diabetes p=0.0113 p=1 p=1 p=1 p=1
& laxative '
NO renal failure 1/7=14.3% 0/1=0% 2/732.7%
b063-0 & high weight heparin delay=1j No stay delay= delay=2.5j No stay
& angiotensin conversion enzyme inhibitor p=0.1822 p=1 p=0.2376
NO renal failure 11/1975.6%  0/1760% 0/5=0% 3/1472% 0/22=0%
b064-0 & low weight heparin delay=7j delay= delay= delay=2j delay=
& angiotensin conversion enzyme inhibitor p=0.0267 p=1 p=1 p=0.026 p=1
NO renal failure 1/6=16.7% 0/2=0% 1/1014%
b065-0 & high weight heparin delay=1j No stay delay= delay=2j No stay
& NSAI p=0.1584 p=1 p=0.0142
b066-0 NO renal failure 10/2015% 2/10329.2% 0/5=0% 6/24322.5% 1/289-0.3%
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& low weight heparin delay=5j delay=5j delay= delay=2j delay=1j
& NSAI p=0.0783 p=0.1702 p=1 p=0.0075 p=0.3379
renal failure 4/59-6.8% 0/1=0% 3/17=17.7% 17/4104.1% 0/1=0%
b083-0 . . . delay=8j delay= delay=2j delay=3] delay=
& high weight heparin p=0.0851 p=1 p=0.7197 p=0.0498 p=1
renal failure 1/73=1.4% 1/101-1% 0/5=0% 3/208-1.4% 2/5=40%
b084-0 & low weight heparin delay=3j delay=13j delay= delay=3j delay=4j
& age <70 p=0.7243 p=0.4056 p=1 p=0.0009 p=0.0009
renal failure 15/2476.1%  9/362=22.5% 1/16=6.3% 6/184=3.3% 2/24=8.3%
b084-1 & low weight heparin delay=3j delay=5j delay=4j delay=2.5j delay=7.5j
& age>70 p=0.0048 p=0.0001 p=0.7127 p=0.0699 p=0.0225
renal failure 0/19=0% 1/5=20% 4/1023.9%
b085-0 & high weight heparin delay= No stay delay=4j delay=3j No stay
& diabetes p=1 p=0.5274 p=0.4156
renal failure
'y - 1/59=1.7% 1/39=22.6% 0/2=0% 3/104=2.9% 0/1=0%
& low weight heparin PP o . i .
b086-0 & diabetes delay=12j delay=5j delay= delay=3j delay=
& NO laxative p=1 p=0.1816 p=1 p=0.1604 p=1
renal failure
: - 2/14=14.3% 0/13=0% 0/2=0% 0/18=0%
& low weight heparin i - " -
b086-1 & diabetes delay=6.5j delay= delay= delay= No stay
& laxative p=0.058 p=1 p=1 p=0.6265
renal failure 0/2320% 2/6=33.3% 9/236-3.8% 0/1=0%
b087-0 & high weight heparin delay= No stay delay=3j delay=3j delay=
& angiotensin conversion enzyme inhibitor p=1 p=0.1975 p=0.1059 p=1
renal failure 711255.6% 4/122-3.3% 1/7=14.3% 4/180=2.2% 2/9=22.2%
b088-0 & low weight heparin delay=3j delay=4.5j delay=4j delay=3j delay=5j
& angiotensin conversion enzyme inhibitor p=0.0901 p=0.0035 p=1 p=0.0136 p=0.0032
b089-0 renal failure 0/14=0% No stay 0/3=0% 12/2524.8% 0/1=0%
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& high weight heparin delay= delay= delay=3j delay=
& NSAI p=1 p=1 p=0.299 p=1
renal failure 5/1144.4% 2/2680.7% 0/6=0% 712572.7% 1/14=7.1%
b090-0 & low weight heparin delay=3j delay=7.5j delay= delay=3j delay=3j
& NSAI p=0.2576 p=0.3999 p=1 p=0.0095 p=0.1306
: 7/1345.2% 1/487-0.2% 28/14749.1% 8/259=3.1% 0/131-0%
NO renal failure
b138-0 . . . delay=3j delay=1j delay=5j delay=3] delay=
& suspension of osmotical laxative p=0.1055 0=0.5199 0=0.0541 0=0.0204 0=0.6351
: 9/176-5.1% 0/3720% 9/50=18% 3/15=20% 0/177-90%
NO renal failure
b139-0 . . delay=6j delay= delay=5j delay=6j delay=
& suspension of other laxative p=0.0986 p=0.2663 p=0.4003 p=0.0694 p=0.2467
- 0/1=0% 0/1=0% 0/5=0% 0/2=0%
NO renal failure
b140-0 . . . delay= delay= No stay delay= delay=
& suspension of propulsive laxative p=1 =1 p=1 p=1
- 9/1645.5% 1/21470.5% 5/54=9.3% 6/2352.6% 0/31=20%
NO renal failure
b141-0 . . delay=5j delay=11j delay=3j delay=3j delay=
& peripheral sympatholytic 0=0.051 p=1 0=0.4187 p=0.0099 p=1
NO renal failure 7/439-1.6% 2/9810.2% 3/66=4.5% 18/7852.3% 2/118-1.7%
b143-0 & beta blocker delay=4j delay=29.5j delay=3j delay=2.5j delay=3.5j
& NO calcium blocker p=0.1329 p=0.2376 p=0.0252 p=0 p=0.3285
NO renal failure 9/113-8% 1/2330.4% 3/22=13.6% 2/188-1.1% 0/23=0%
b143-1 & beta blocker delay=3j delay=6j delay=2j delay=2j delay=
& calcium blocker p=0.0045 p=1 p=1 p=0.0005 p=1
NO renal failure 5/2512% 0/486-0% 2/405% 71876-0.8% 1/70=1.4%
b146-0 & angiotensin conversion enzyme inhibitor delay=12j delay= delay=2j delay=3j delay=19j
& age <70 p=0.5587 p=0.1807 p=0.1063 p=0 p=0.5088
NO renal failure 17/5283.2%  5/7230.7% 9/81=11.1% 712253.1% 3/84=3.6%
b146-1 & angiotensin conversion enzyme inhibitor delay=6;j delay=3j delay=3j delay=2j delay=12j
& age>70 p=0.5818 p=0.4186 p=0.6146 p=0.0381 p=0.0471

239




NO renal failure 3/181-1.7% 4/274-1.5% 3/24=12.5% 13/2425.4% 0/23=0%
b147-0 . . . . delay=3j delay=4j delay=3j delay=3j delay=
& potassium sparing diuretic 0=0.4919 0=0.0514 p=1 p=0.5952 p=1
: 3/1502% 2/480-9.4% 22/10720.6% |41/5745.1% 0/55=0%
NO renal failure
b148-0 . . . . . delay=1] delay=3j delay=5.5j delay=5j delay=
& suspension of potassium lowering diuretic 0=0.8012 p=1 0=0.0393 0=0.5375 p=1
- 17/7262.3% 7/15739.4% 1/9=11.1% 3/223-1.3% 3/1252.4%
b149-0 go g‘f;‘ss'i{]ar:“re delay=4j delay=11j delay=2j delay=2j delay=7j
P p=0.4743 p=0.8499 p=1 p=0.0004 p=0.1219
NO renal failure 3/369-0.8% 0/117-0% 0/21=0% 10/3882.6% 0/5=0%
b152-0 & amoxicilline and clav.ac. delay=3j delay= delay= delay=3.5j delay=
& age <70 p=0.0136 p=1 p=0.1007 p=0.0006 p=1
NO renal failure 11/2504.4%  0/1530% 2/38=5.3% 1/41=2.4% 0/1=0%
b152-1 & amoxicilline and clav.ac. delay=2j delay= delay=4j delay=3] delay=
& age>70 p=0.1209 p=1 p=0.151 p=0.5194 p=1
- 1/31=8.2% 0/75=0% 2/355.7% 10/163%6.1% 0/10=0%
NO renal failure
b155-0 . . . delay=16j delay= delay=7j delay=4j delay=
& suspension of sulfamid or sulfonamid p=0.5904 =1 0=0.2132 p=1 =1
NO renal failure 7/13402.1% 2/22329.1% 0/24=0% 10/9314.1% 1/5860.2%
b156-0 & NSAI delay=4j delay=5.5j delay= delay=2.5j delay=32j
& age <70 p=0.4994 p=0.0007 p=0.0645 p=0 p=0.0111
NO renal failure 13/4108.2%  3/17579.2% 4/64=6.3% 8/2333.4% 5/258-1.9%
b156-1 & NSAI delay=6j delay=7j delay=3j delay=2j delay=6j
& age>70 p=0.6429 p=0.0282 p=0.0901 p=0.0576 p=0.1622
: 6/1314.6% 3/330-0.9% 3/94=3.2% 28/6084.6% 0/192-0%
NO renal failure
b158-0 . . . - delay=5j delay=5j delay=6j delay=6.5j delay=
& suspension of systemic steroidal anti inflammatory 0=0.2757 0=0.2383 0=0.0008 p=0.0485 0=0.2463
: 6/1374.4% 3/57290.5% 2/18=11.1% 2/972.1% 2/52=3.8%
b159-0 g%ireipaa“lsfallluégsi de delay=8j delay=7j delay=2j delay=2.5j delay=8.5j
gitalis gly p=0.2868 p=0.7682 p=1 p=0.093 p=0.0919
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: 1/52=1.9% 1/22=4.5% 1/23=4.3% 6/199=3% 0/4=0%
NO renal failure
b160-0 . . delay=2j delay=11j delay=4j delay=2.5j delay=
& immunomodulation factor p=1 0=0.1068 0=0.2347 0=0.0408 p=1
renal failure 3/17=17.7% 1/54=1.9% 3/1421.4% 21/118-47.8%  |0/11=0%
b164-0 & suspension of osmoatical laxative delay=3j delay=10j delay=14j delay=8j delay=
& age <70 p=0.0113 p=0.2424 p=0.4278 p=0 p=1
renal failure 4/785.1% 2/239-90.8% 31/188-46.5% [21/19510.8%  |0/26=0%
b164-1 & suspension of osmotical laxative delay=2.5j delay=1j delay=5j delay=11j delay=
& age>70 p=0.2839 p=0.3466 p=0.2457 p=0.0256 p=1
renal failure 6/102-5.9% 2/1781.1% 8/56=14.3% 0/20=0% 0/32=0%
b165-0 & suspension of other laxative delay=4j delay=1j delay=2.5j delay= delay=
& NO hepatic cholestasis p=0.0686 p=0.2311 p=0.8445 p=0.6372 p=1
renal failure 7/16=43.8% 0/14=0% 9/26=34.6% 0/8=0%
b165-1 & suspension of other laxative delay=5j delay= delay=6j No stay delay=
& hepatic cholestasis p=0 p=1 p=0.0058 p=1
- 0/3=0% 0/1=0%
renal failure " "
b166-0 & propulsive laxative giliay- No stay gilfly- No stay No stay
renal failure 6/1334.5% 0/90=0% 1/64-=1.6% 8/3772.1% 1/5=20%
b167-0 . . delay=5j delay= delay=2j delay=3] delay=1j
& peripheral sympatholytic p=0.2791 p=1 p=0.0011 p=0.0001 p=0.0486
renal failure 24/3265.4%  |14/7424.9% 6/1075.6% 29/12082.4%  3/56=5.4%
b169-0 & beta blocker delay=5j delay=3j delay=2j delay=2j delay=5j
& NO thrombin inhibitor p=0 p=0 p=0.0073 p=0 p=0.0163
renal failure 12/76-15.8% 1/108-0.9%
b169-1 & beta blocker delay=3j No stay No stay delay=2j No stay
& thrombin inhibitor p=0 p=0.0098
| fail 24/4045.9%  5/516=1% 16/1669.6%  26/13744.9%  2/27=7.4%
b172-0 renai faiure . o delay=4j delay=7j delay=2j delay=2.5j delay=2j
& angiotensin conversion enzyme inhibitor p=0.0005 p=0.1902 p=0.087 p=0 p=0.0281
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& NO opioid

renal failure 7/106-6.6% 16/2765.8% 4/32=12.5% 6/198=3% 1/23=4.3%
b172-1 & angiotensin conversion enzyme inhibitor delay=6j delay=4.5j delay=1.5j delay=2.5j delay=18j

& opioid p=0.0301 p=0 p=1 p=0.0407 p=0.2059

renal failure 8/115% 14/2914.8% 2/375.4% 8/420-1.9% 2/18=11.1%
b173-0 . . . . delay=6j delay=6.5j delay=2.5j delay=2j delay=5.5j

& potassium sparing diuretic 0=0.0159 p=0 0=0.151 p=0 0=0.0129

renal failure 10/1486.8%  3/4530.7% 52/25620.3% 152/140940.8% |0/31=0%
b174-0 & suspension of potassium lowering diuretic delay=5j delay=2j delay=4j delay=8j delay=

& NO thrombin inhibitor p=0.009 p=0.504 p=0.0011 p=0 p=1

renal failure 5/32=15.6% 2/1012%
b174-1 & suspension of potassium lowering diuretic delay=3j No stay No stay delay=2.5j No stay

& thrombin inhibitor p=0.0019 p=0.0659

renal failure 18/3684.9%  31/12422.5% 2/4=50% 8/487-1.6% 2/54=3.7%
b175-0 & potassium delay=3j delay=8j delay=1.5j delay=2j delay=13j

P p=0.0217 p=0 p=0.0951 p=0 p=0.098
- 24/20641.7% 0/1=0% 2/156=1.3%

renal failure
b176-0 P delay=5j No stay delay= delay=2.5j No stay

& thrombin inhibitor p=0 p=1 0=0.0044

renal failure 15/287%5.2% 1/1590.6% 4/61=6.6% 6/2732.2% 1/3=33.3%
b178-0 e delay=5j delay=4j delay=3.5j delay=2.5j delay=2j

& amoxicilline and clav.ac. p=0.0259 p=0.56 p=0.1235 p=0.0016 p=0.0295

renal failure 5/26=19.2% 6/252=2.4% 5/9=55.6% 49/18826.1%  0/7=0%
b179-0 ; . . delay=3j delay=9.5j delay=8j delay=9j delay=

& suspension of aminoglycoside p=0.0007 0=0.0018 0=0.0038 p=0 p=1

renal failure 3/197-1.5% 0/91=0% 1/119.1% 9/69=13% 0/9=0%
b180-0 - . . . delay=2j delay= delay=6j delay=12j delay=

& suspension of vitamin K antagonist p=0.379 p=1 p=1 p=0.0432 p=1
b181-0 renal failure _ _ 1/26-3.8% 1/43=2.3% 2/33=6.1% 19/2527.5%  0/2=0%

& suspension of sulfamid or sulfonamid delay=1j delay=3j delay=8j delay=5j delay=
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p=0.5269 p=0.1982 p=0.3018 p=0.5146 p=1

renal failure 20/3815.2%  14/11924.2% 8/101=7.9% 30/11682.6%  3/76=3.9%
b182-0 & NSAI delay=3j delay=6.5j delay=2j delay=3] delay=3j

& NO potassium sparing diuretic p=0.0062 p=0.0023 p=0.0697 p=0 p=0.0365

renal failure 3/34-8.8% 8/1684.8% 0/10-0% 3/253=1.2% 0/8=0%
b182-1 & NSAI delay=5j delay=7j delay= delay=3j delay=

& potassium sparing diuretic p=0.0704 p=0 p=0.3735 p=0.0001 p=1

renal failure 5/875.7% 4/211-1.9% 12/80=15% 51/37843.5%  0/29=0%
b184-0 - . . . delay=4j delay=4.5j delay=3.5j delay=11j delay=

& suspension of systemic steroidal anti inflammatory 0=0.0996 0=0.0227 0=0.7372 p=0 =1

renal failure 10/94-10.6%  12/504=2.4% 3/496.1% 4/181=2.2% 0/170%
b185-0 L . delay=3j delay=7j delay=2j delay=2.5j delay=

& digitalis glycoside p=0.0003 p=0 p=0.1369 p=0.0137 p=1

renal failure 1/195.3% 0/21=0% 0/5=0% 2/133-1.5% 0/3=0%
b186-0 . . delay=3j delay= delay= delay=1.5j delay=

& immunomodulation factor p=0.4211 p=1 p=1 p=0.012 p=1

14.10. Hypocalcemia (calcemia<2.2 mmol/l)

Conditions

NO hypoalbuminemia
& proton pump inhibitor

Hospital_1

19/332%5.7%

delay=3j
p=0.202

Hospital_2

39/25594.5%

delay=3j
p=0.5436

Hospital_3

43/25746.7%

delay=2j
p=0.107

Hospital_4

76/15834.8%

delay=2j
p=0.0038

Hospital_5

1/190-0.5%

delay=2j
p=0.2823

Hospital_1
12/2345.1%

Hospital_2
No stay

Hospital_3
No stay

Hospital_4
2/146-1.4%

Hospital_5
0/1=0%

243




& thrombin inhibitor

delay=3j
p=0.0003

delay=2j
p=0.3306

delay=
p=1

14.12. Hyponatremia (Na *<130)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
P 8/164=.9% 21/12284.7% 4/775.2% 28/9522.9% 1/123-0.8%
b188-0 grc;tog Eu7r8p inhibitor delay=4.5j delay=2j delay=3.5j delay=3j delay=5j
9 p=0.1429 p=0.8233 p=0.1248 p=0.0317 p=1
P 9/194=.6% 61/19518.1% 9/2194.1% 19/626=3% 1/109-0.9%
b188-1 grc;to;p;gn p inhibitor delay=7j delay=5j delay=3j delay=3j delay=1j
ge= p=0.1223 p=0 p=0.0002 p=0.1215 p=1

14.13. Renal failure (creat.>135 pmol/l or urea>8.0 mmol/l)

Conditions

Hospital_1

Hospital_2

Hospital_3

Hospital_4

Hospital_5

b097-0

b097-1

quinolone
& age <70

quinolone
& age> 70

NSAI

& NO aspirin

& NO potassium lowering diuretic
& age <70

NSAI
& NO aspirin

6/174-3.4%
delay=2j
p=0.0404

24/204-11.8%
delay=3j
p=0.0306

0/1100%
delay=
p=0.0003

4/22=18.2%
delay=2j

12/309-3.9%
delay=5j
p=0.5183
25/5414.6%
delay=3j
p=0.0843

7/15509.5%
delay=4j
p=0

30/5305.7%
delay=4j

2/26=71.7%
delay=2.5j
p=0.2913
4/71-5.6%
delay=3j
p=0.0051

0/6=0%
delay=
p=0.5973

1/8=12.5%
delay=2j

21/2568.2%
delay=3j
p=0.254
15/198%.6%
delay=2j
p=0.1966

7/85=8.2%
delay=3j
p=0.5957

2/6=33.3%
delay=2.5j

0/18=0%
delay=

p=1
2/15=13.3%

delay=5j
p=0.1087

1/5040.2%
delay=4j
p=0

1/117-0.9%
delay=1j
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& NO potassium lowering diuretic p=0.0812 p=0.0039 p=1 p=0.1242 p=0.1263
& age>70
NSAI
& NO aspirin 2/8=25% 6/79=7.6% No st 0/9=0% 0/5=0%
b097-2 : . S delay=1.5j delay=2.5j o stay delay= delay=
i ggg"is%m lowering diuretic p=0.1192 p=0.0463 p=0.6107 p=1
NSAI
& NO aspirin 2/12=16.7% 11/1338.3% 0/1=0% 0/5=0% 2/9=22.2%
b097-3 . . A delay=6.5j delay=2j delay= delay= delay=1.5j
i ggis%‘m lowering diuretic p=0.2308 p=0.0046 p=1 p=1 p=0.0431
: : : it 21/3216.5% 27/6594.1% 7/62=11.3% 136/1725%.9% 4/85=4.7%
bio7-0  GNISensh conversion enzyme inhibitor delay=2] delay=2] delay=3] delay=2] delay=4]
9 p=0.5172 p=0.2606 p=0.2281 p=0 p=0.5613
: . : i 138/96544.3% 96/13457.1% 29/27140.7% 142/104543.6% 13/119-0.9%
b197-1 gngloégn;én conversion enzyme inhibitor delay=3j delay=4j delay=3j delay=2j delay=6j
ge= p=0 p=0 p=0.0007 p=0.0007 p=0.0004

14.14. VKA underdose (INR<1.6)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
b019-0 XK;r\iseofulvin No stay No stay No stay No stay No stay
oz KA e B

& antiepileptic p=0 p=0.0013 p=1 p=0.0113 p=0.3334
bo39-0 VKA Al DO Sz o stay

& anti-diarrheal p=0 p=0.2329 p=1 p=0.0278
b041-0 VKA 1/175.9% 0/2=0% 0/2=0% 3/7=42.9% No stay

delay=2j delay= delay= delay=3j
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& suspension of anti-diarrheal p=0.2886 p=1 p=1 p=0.0278
VKA
b042-0 & digitalis glycoside 3/12=25% 4/34=f_|.1.8% No st 2/10:_20% 2/3266.7%
) i NO chr7c())nic renal insufficiency o015 sy o stay iy iy
age <
VKA
b042-1 & digitalis glycoside 17/85?20% 6/8826._8% 0/1=0% 2/10=20% 2/6=33.3%
) g NO ch7r(())nic renal insufficiency st At o iyl =
age>
o 0/1=0% 0/1=0%
) & digitalis glycoside 0 ()
b042-2 & chronic renal insufficiency No stay g§|1ay: No stay ﬁi'fy: No stay
& age <70
VKA 0/3=0% 1/8=12.5% 2/3=66.7%
) & digitalis glycoside 0 =12.5% 6.7%
b042-3 & chronic renal insufficiency o Ny No stay e No stay
& age>70
b051-0 VKA 3/9=33.3% 2/3=66:7% N 0/1=0% N
i & immunomodulation factor gi'g_%;"gea gi'g‘_%f)if’l O stay 3i'fy: o stay
VKA 19/7326% 0/8=0% 0/3=0% 1/5=20%
b078-0 & high INR delay=2j delay= delay= delay=1j No stay
& NO hypoalbuminemia p=0 p=1 p=1 p=0.4196
VKA 5/14=35.7%  2/8=25%
b078-1 & high INR delay=2] delay=31] No stay No stay No stay
& hypoalbuminemia p=0 p=0.0332
VKA 23/8626.7%  2/16=12.5%  0/1=0% 1/5=20%
b079-0 & high INR delay=2j delay=31] delay= delay=1j No stay
& NO hypocalcemia p=0 p=0.1174 p=1 p=0.4196
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VKA 1/3=33.3% 0/1=0%

b079-1 & high INR delay=4j No stay delay= No stay No stay
& hypocalcemia p=0.0583 p=1
VKA 6/30=20% 6/30=20% 4/19221.1%  1/3=33.3%

b080-0 & beta lactam delay=1.5; delay=4.5j No stay delay=2.5; delay=7]
& age < 70 p=0 p=0.0007 p=0.1247 p=0.1143
VKA 15/95-15.8%  8/79=10.1%  0/2=0% 4/1428.6%  0/1=0%

b080-1 & beta lactam delay=6j delay=4.5j delay= delay=2.5j delay=
& age>70 p=0 p=0.0089 p=1 p=0.0484 p=1
VKA 2/12<16.7%  2/12=16.7% 0/1=0%

b081-0 & prokinetic delay=5.5] delay=1.5] No stay delay= No stay
& NO high INR p=0.0225 p=0.0711 p=1
VKA 2/5=40% 0/3=0%

b081-1 & prokinetic delay=4.5] delay= No stay No stay No stay
& high INR p=0.0037 p=1

H082-0 VKA 522227% \ 1/1=100% \

i & antiacid dolay=s) o stay o stay coley=3) o stay

14.15. Neutropenia (PNN<1500/mm3)

Conditions

Hospital_1

Hospital_2

Hospital_3

Hospital_4

Hospital 5

NO cancer
& NSAI

proton pump inhibitor

7/10849.6%
delay=7j
p=0.0864
6/364-1.6%
delay=6.5j
p=0.3227

9/50599.2%
delay=2j
p=0.0033
12/31969.4%
delay=4.5j

p=1

Missing variableg

Missing variableg

0/26559%
delay=

p=0
0/16559%
delay=

p=0

0/8530%
delay=
p=0.2523

2/2449.8%
delay=38.5j
p=0.0492

247



14.16. Increase of pancreatic enzymes (amylase>90 U

I/l or lipase>90 UI/I)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
6/165-3.6% 7/466-1.5% 0/50=0% 4/146=22.7% 1/201-0.5%
b122-0 azole antibiotic delay=2.5j delay=1j delay= delay=3j delay=2j
p=0.0001 p=0.1316 p=1 p=0.3173 p=0.4441
: 0/40=0% 36/29524.2% 0/66=0% 7/664=1.1% 1/2380.4%
cephalosporin i : .
b123-0 S .- delay= delay=3.5j delay= delay=2j delay=2j
& NO hepatic insufficiency p=1 0=0.0302 p=1 p=0.2096 0=0.505
; 0/5=0% 8/74=10.8% 0/2=0% 1/25=% 0/2=0%
cephalosporin . .
b123-1 L _ delay= delay=2j delay= delay=2j delay=
& hepatic insufficiency p=1 0=0 p=1 p=0.3498 p=1
1/72390.1% 15/15859.9% 0/2290% 14/24009.6% 1/237-0.4%
b124-0 Statin delay=2j delay=3j delay= delay=2j delay=6;j
p=0.1693 p=0.7723 p=0.3595 p=0 p=0.5034
1/7370.1% 19/14464.3% 0/17390% 14/958-41.5% 1/290-0.3%
b125-0 systemic steroidal anti inflammatory delay=1j delay=4j delay= delay=2.5j delay=2j
p=0.1687 p=0.0701 p=0.6094 p=0.6883 p=0.5815
. 1/318-0.3% 33/30624.1% 0/3040% 21/15714.3% |1/2399.4%
b126-0 grc;\lt%nhpeun;f;cl?r?lstﬂ%?&enc delay=3j delay=6j delay= delay=2j delay=1j
P y p=1 p=0.1789 p=0.111 p=0.2301 p=0.5066
. 0/48=0% 9/126=7.1% 0/20=0% 1/48=22.1% 0/5=0%
ton pump inhibitor : ;
b126-1 pro . . delay= delay=2j delay= delay=2j delay=
& hepatic insufficiency p=1 p=0 p=1 0=0.563 p=1

14.17. Pancytopenia

Conditions

Hospital_1

Hospital_2

Hospital_3

Hospital_4

Hospital_5

NO cancer

0/10849%

1/5060-6%

0/2100%

0/26559%

0/8530%
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& NSAI

delay=
p=0.0385

delay=1j
p=0.0518

delay=
p=0.5869

delay=
p=0

delay=
p=0.0327

14.18. Thrombocytosis (count>600,000)

Conditions Hospital_1 Hospital 2 Hospital_3 Hospital_4 Hospital_5
3/166-1.8% 8/468-1.7% 0/47=0% 0/158-0% 1/201-0.5%
b118-0 azole antibiotic delay=6;j delay=5j delay= delay= delay=7j
p=0.1943 p=0.002 p=0.4051 p=0 p=1
18/11974.5% 13/20639.6% |1/59=1.7% 0/10456% 4/437-9.9%
b119-0 low weight heparin delay=5j delay=4j delay=4j delay= delay=5j
p=0.0262 p=0.3053 p=0.7171 p=0 p=0.4978
3/128=2.3% 6/396=1.5% 0/15=0% 0/290-0% 1/60=1.7%
b120-0 systemic antifungal delay=9j delay=5.5j delay= delay= delay=7j
p=0.112 p=0.0132 p=1 p=0 p=0.3326
quinolone 5/183=22.7% 11/312-3.5% 2127=7.4% 0/278-0% 1/20-5%
b121-0 & age < 70 delay=4j delay=5j delay=4j delay= delay=1j
9 p=0.0254 p=0 p=0.2454 p=0 p=0.1248
quinolone 2/2349.9% 3/57290.5% 0/78=0% 0/208-0% 0/18=0%
b121-1 & age> 70 delay=6.5j delay=9j delay= delay= delay=
ge= p=1 p=0.7608 p=0.1044 p=0 p=1

14.19. Thrombopenia (count<75,000)

Conditions
NO cancer

& high weight heparin

& age<70

Hospital_1

1/17-5.9%
delay=4j
p=0.1919

Hospital_2

No stay

Hospital_3

Hospital_4
0/367=0%

Hospital_5
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NO cancer 0/59=0% 0/1=0% 0/19=0% 0/284-0% 0/2=0%
b067-1 & high weight heparin delay= delay= delay= delay= delay=

& age> 70 p=1 p=1 p=1 p=0 p=1

NO cancer 7/10309.7%  4/19609.2% 0/49=0% 0/949-0% 0/403-0%
b068-0 & low weight heparin delay=7j delay=2j delay= delay= delay=

& NO hemostasis disorder (diag) p=0.0883 p=0.8103 p=1 p=0 p=0.2208

NO cancer 0/13=0% 0/1=0% 0/1=0% 0/19-0%
b068-1 & low weight heparin delay= delay= delay= delay= No stay

& hemostasis disorder (diag) p=1 p=1 p=1 p=0

NO cancer 2/10299.2% 3/50129.1% 1/205=0.5% 0/26139% 0/8510%
b099-0 & NSAI delay=11.5j delay=2j delay=4j delay= delay=

& NO hepatic insufficiency p=0.0002 p=0.0001 p=0.328 p=0 p=0.0044

NO cancer 5/55-9.1% 0/46=0% 0/4=0% 0/42=0% 0/2=0%
b099-1 & NSAI delay=3j delay= delay= delay= delay=

& hepatic insufficiency p=0.0006 p=1 p=1 p=0 p=1

0/54=0% 0/4120% 0/2=0% 0/36=0%
b107-0 g%gﬁ‘ﬂ;er delay= delay= delay= delay= No stay
p=1 p=1 p=1 p=0

NO cancer 4/1652.4% 1/119-0.8% 0/95=0% 0/220-9% 0/5=0%
b108-0 & platelet aggregation inhibitor delay=2j delay=4j delay= delay= delay=

& NO NSAI p=0.1489 p=0.2749 p=0.3853 p=0 p=1

NO cancer 16/11054.4% 10/28109.4% 2/3269.6% 0/197996% 1/1630.6%
b109-0 - . . . delay=3j delay=4.5j delay=3j delay= delay=3j

& potassium lowering diuretic 0=0.457 p=0.3004 p=0.1644 p=0 p=0.5719

NO cancer 2/2760.7% 8/27909.3% 4/272-1.5% 0/15036% 0/1450%
b110-0 & proton pump inhibitor delay=3.5j delay=2j delay=3j delay= delay=

& NO hepatic insufficiency p=0.5842 p=0.8349 p=1 p=0 p=1
b110-1 NO cancer 3/44=6.8% 3/1232.4% 1/16-6.3% 0/44=0% 0/3=0%

& proton pump inhibitor delay=2j delay=9j delay=3j delay= delay=
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& hepatic insufficiency p=0.017 p=0.0043 p=0.2121 p=0 p=1

NO cancer 8/1876%9.4% 7/146639.2% 0/3320% 0/13406% 0/11599%
b111-0 . delay=3j delay=5j delay= delay= delay=

& acetaminophen/paracetamol 0=0 0=0.0471 0=0.0039 0=0 0=0.0001

NO cancer 4/7739.5% 2/17769.1% 4/191=2.1% 0/22939% 0/1620%
b112-0 & beta blocker delay=4.5j delay=3j delay=3.5j delay= delay=

& NO hepatic insufficiency p=0.0546 p=0.2172 p=0.5001 p=0 p=1

NO cancer 8/95-8.4% 0/23=0% 1/13=7.7% 0/54=0%
b112-1 & beta blocker delay=3j delay= delay=3j delay= No stay

& hepatic insufficiency p=0 p=1 p=0.1758 p=0

NO cancer 7/10469.7% 13/36819.4% 0/209-0% 0/16956% 0/3340%
b113-0 & beta lactam delay=3j delay=2j delay= delay= delay=

& NO hepatic insufficiency p=0.0665 p=0.2515 p=0.051 p=0 p=0.3797

NO cancer 4/82=4.9% 3/90=3.3% 0/11=0% 0/57=0% 0/1=0%
b113-1 & beta lactam delay=3.5j delay=2j delay= delay= delay=

& hepatic insufficiency p=0.0186 p=0.0018 p=1 p=0 p=1

NO cancer 2/310-0.6% 6/728-0.8% 2/93=22.2% 0/409-0% 0/31=0%
b114-0 & quinolone delay=3j delay=2j delay=3.5j delay= delay=

& NO hepatic insufficiency p=0.5926 p=0.0118 p=0.6393 p=0 p=1

NO cancer 1/38=22.6% 1/28=3.6% 0/4=0% 0/15=0%
b114-1 & quinolone delay=2j delay=1j delay= delay= No stay

& hepatic insufficiency p=0.3794 p=0.0726 p=1 p=0

NO cancer 5/257-1.9% 0/1090% 0/65=0% 0/701-0% 0/1320%
b115-0 & type 3 antiarrhythmic delay=2j delay= delay= delay= delay=

& NO hepatic insufficiency p=0.2521 p=1 p=0.6169 p=0 p=1

NO cancer 0/6=0% 0/1=0% 0/10=0% 1/1=100%
b115-1 & type 3 antiarrhythmic delay= No stay delay= delay= delay=2j

& hepatic insufficiency p=1 p=1 p=0 p=0.005
b116-0 NO cancer 0/11890% 4/218-1.8% 0/58=0% 0/2430% 0/1260%
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& antiparasitic delay= delay=1.5j delay= delay= delay=

& NO hepatic insufficiency p=0.406 p=0.0026 p=1 p=0 p=1

NO cancer 0/11-0% 0/15=0% 0/3=0% 0/14=0%
bl16-1 & antiparasitic delay= delay= delay= delay= No stay

& hepatic insufficiency p=1 p=1 p=1 p=0

NO cancer 1/2550.4% 2/999-0.2% 0/1230% 0/240-0% 0/106-0%
b117-0 & selective serotonine recapture inhibitor delay=4j delay=5.5j delay= delay= delay=

& NO hepatic insufficiency p=0.3773 p=1 p=0.2392 p=0 p=1

NO cancer 1/13=7.7% 0/22=0% 0/5=0% 0/6=0% 1/1=100%
b117-1 & selective serotonine recapture inhibitor delay=1j delay= delay= delay= delay=2j

& hepatic insufficiency p=0.1503 p=1 p=1 p=0 p=0.005

14.20. Diarrhea (prescription of an anti-diarrheal)

Hospital_1

11/3623%
delay=6j
p=0.7441

Hospital_2
45/31904.4%

delay=6j
p=0.0001

Hospital_3

0/326=0%
delay=
p=0

Hospital_4
0/165590%

Hospital_5
41242 7%

delay=9.5j
p=0.2543

Hospital_1

delay=4j
p=0.352

1/3670.3%

Hospital_2
14/31969.4%

delay=5j
p=0.086

Hospital_3

0/3260%
delay=
p=0

Hospital_5
3/243=1.2%

delay=6j
p=0.4007
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14.22. Bacterial infection (detected by the prescri

Conditions

ption of antibiotic)

Hospital_1

Hospital_2

Hospital_3

Hospital_4

Hospital_5

NO beta lactar& NO antineoplastic 24/2579.3% 71/17804% 0/17-0% 0/1010:0% 9/467-1.9%
b104-0 & NSAI & age <70 delay=3j delay=3] delay= delay= delay=3j

& NO diabetes p=0.6037 p=0 p=0 p=0 p=0.0001

NO beta lactan& NO antineoplastic 9/82=11% 9/140-6.4% 0/4=0% 0/3470% 1/175.9%
b104-1 & NSAI & age <70 delay=2j delay=1] delay= delay= delay=7j

& diabetes p=0.8553 p=1 p=0 p=0 p=0.5885

NO beta lactan& NO antineoplastic 63/46043.7% 199/159842.5% 0/1130% 0/5930% 23/217440.6%
b104-2 & NSAI & age> 70 delay=3j delay=3j delay= delay= delay=3j

& NO diabetes p=0.0213 p=0 p=0 p=0 p=0.0004

NO beta lactar®& NO antineoplastic 27/16146.8% 35/177-19.8% 0/270% 0/2180% 3/23=13%
b104-3 & NSAI & age> 70 delay=3j delay=3j delay= delay= delay=5j

& diabetes p=0.0124 p=0 p=0 p=0 p=0.1072

14.23. paracetamol overdose (detected by the prescr

Conditions

Hospital_1

Hospital 2

iption of acetyl-cystein)

Hospital_3

Hospital_4

Hospital_5

acetaminophen/paracetamol

0/20079%
delay=
p=0

0/51299%

0/3730%
delay=
p=0

0/144796%

0/1312:9%
delay=
p=0

14.24. Fungal infection (detected by the prescripti

Conditions

Hospital_1

Hospital 2

on of local antifungal)

Hospital_3

Hospital_4

Hospital_5

systemic steroidal anti inflammatory

14/325%4.3%

1/487-0.2%

\0/64=0%

0/7990%

0/2200%
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b130-1

& age <70

systemic steroidal anti inflammatory
& age>70

delay=5.5j delay=6j
p=0.0004 p=0.3795
26/406-6.4% 9/957-0.9%
delay=4j delay=3j

p=0 p=0.29

delay=
p=0
0/110-0%
delay=
p=0

delay=
p=0
0/18790%
delay=
p=0

delay=
p=0.3984

1/69=1.4%
delay=3j
p=0.4198

14.25. Fungal infection (detected by the prescripti

on of a systemic antifungal)

Conditions Hospital_1 Hospital_2 Hospital_3 Hospital_4 Hospital_5
B 3/105=2.9% 18/215-8.4% 0/40=0% 0/118-0% 1/48=2.1%
b132-0 chlillg,zln gbiotlc delay=4j delay=3j delay= delay= delay=4j
p=0.2463 p=0 p=0 p=0 p=1
P 4/20=20% 7/1255.6% 0/11=0% 0/40=0% 0/1160%
b132-1 gzc’illgzrilbllotlc delay=7.5j delay=3j delay= delay= delay=
= p=0.0003 p=0.0121 p=0 p=0 p=0.1074
antiparasitic 3/1222.5% 16/164-9.8% 0/53=0% 0/3450% 1/41=2.4%
b133-0 & NSAI < 1 delay=4j delay=3j delay= delay= delay=4j
p=0.4532 p=0 p=0 p=0 p=0.612
antiparasitic 4/29=13.8% 6/95=6._3% 0/17-0% 0/73=0% 0/113-0%
b133-1 & NSAI> 1 delay=10.5j delay=3j delay= delay= delay=
= p=0.0012 p=0.0114 p=0 p=0 p=0.1765
28/9233% 4/4279.9% 0/1440% 0/790-0% 1/119.1%
b131-0 amoxicilline and clav.ac. delay=4j delay=1.5j delay= delay= delay=1j
p=0.001 p=0.1531 p=0 p=0 p=0.2227
5/23=21.7% 18/12614.3% 0/3=0% 0/101-0% 1/3=33.3%
b134-0 other beta lactam delay=3j delay=4j delay= delay= delay=8j
p=0 p=0 p=0 p=0 p=0.0662
b194-0 proton pump inhibitor 2/16541.2%  25/12252% 0/82=0% 0/9930% 8/1286.3%
& age <70 delay=6.5j delay=2j delay= delay= delay=4.5j
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p=1 p=0.8288 p=0 p=0 p=0.0064
- 9/2004.5%  69/19428.6%  0/244:0% 0/662:0% 7/1096.4%
b194-1 grc:og>p;181 p inhibitor delay=4j delay=6j delay= delay= delay=3j
ge= p=0.0052 p=0 p=0 p=0 p=0.0095
14.26. Hemorrhage (detected by the prescription of ~ hemostatic)

Conditions

Hospital_3

Hospital_4

Hospital_5

b072-0

b072-1

b072-2

b072-3

b106-0

high weight heparin

low weight heparin

VKA

& age <70

& NO respiratory insufficiency
VKA

& age <70

& respiratory insufficiency
VKA

& age>70

& NO respiratory insufficiency
VKA

& age>70

& respiratory insufficiency

NSAI

Hospital_1 Hospital_2
2/85=22.4% 0/2=0%
delay=7.5j delay=
p=0.1386 p=1
5/11909.4% 24/20514.2%
delay=2j delay=3j
p=0.1411 p=1
1/68=1.5% 2/114-1.8%
delay=3j delay=23.5j
p=0.4102 p=0.3914
2/46=4.3% 0/14=0%
delay=6.5j delay=
p=0.0484 p=1
10/2144.7% 7/209=3.3%
delay=7.5j delay=5j

p=0 p=0.0121
15/190<7.9% 0/31=0%
delay=7j delay=

p=0 p=1
6/11829.5% 44/535249.8%
delay=6j delay=3j
p=0.3524 p=0.0011

0/26=0%
delay=
p=0
0/66=0%
delay=
p=0
0/4=0%
delay=
p=0
0/1=0%
delay=
p=0
0/12=0%
delay=
p=0
0/2=0%
delay=
p=0
0/22790%

delay=
p=0

0/6990%
delay=

p=0
0/10459%
delay=

p=0
0/51=0%
delay=

p=0
0/16=0%
delay=

p=0
0/35=0%
delay=

p=0
0/12=0%
delay=

p=0
0/27889%

delay=
p=0

0/6=0%
delay=

p=1
1/4360.2%

delay=1j
p=0.6956

0/16=0%
delay=
p=1

No stay

0/21=0%
delay=
p=1

0/1=0%
delay=

p=1
2/9250.2%
delay=1.5j
p=0.1025
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14.27. VKA overdose (detected by the prescription o

Conditions

Hospital_3

Hospital_4

Hospital_5

VKA
& NO respiratory insufficiency

VKA
& respiratory insufficiency

f vitamin K)
Hospital_1 Hospital_2
11/283-3.9% 8/324-2.5%
delay=6j delay=5.5j
p=0 p=0.0033
17/237.2% 0/45=0%
delay=7j delay=
p:O p=1

0/16=0%
delay=
p=0
0/3=20%
delay=
p=0

0/86=0%
delay=
p=0
0/28=0%
delay=
p=0

0/38=0%
delay=
p=1
0/1=0%
delay=
p=1
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