E2B at LEO Pharma
- including
MedDRA usage

Erik Malte Rasmussen




The main issue is E2B compliance

Additionally now:

- better MedDRA handling, incl. browsing/coding
- improved (and more) ARISg standard screens
- improved performance (e.g. speed of searches)
- reporting compliance monitoring (using SAS)

- AE case workload monitoring (using SAS)

Additionally later:

- validation of Impromptu based operations

- e-mail with attached CIOMS forms for
non-E2B recipients. The expected step with
automated standard letters will be skipped entirely
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Cyclone Tracker

7i=:l' Tracker - Cyclone Interchange 3 - = lglz_’
File Edit View Tools Help
[Runtime =] B Fx O @
e Copy  Find Filter Refresh Help
Transactions - Runtime Table
Date T |contralip |iD |status Source Orig File Name |
02/23/2004 08:14:33 XML LEO MDN RECEIVED SMTP E2B00000000077 xml s
0212312004 08:10:08 XML LEO SENT EMAIL E2B00000000077 xml
O |02/23/2004 08:10:02 XML LEO PACKAGED PARTNER  E2B00000000077 xml
02/23/2004 08:10:02 XML LEO MNEWW PACKAGER E2B00000000077 xml
@ 02/23/2004 08:09:32 XML LEO MDN RECEIVED SMTP E2B00000000076.xml
( 02/23/2004 08:04:18 XML LEO SENT EMAIL E2B00000000076.xml
b |02023i2004 08:04:13 XML LEO PACKAGED PARTNER  E2B00000000076.xm!
0 4:01 ML O f ACKAGER |E2B 0 m
02/19/2004 17:50:08 XML ack_E2B00000000058xml
02/19/2004 17:50:06 XML LEO RECEIVED SMTP ack_E2B00000000058xml
02119/2004 17:47:35 XML LEO MDN RECEIVED SMTP E2B00000000058 xml
02/19/2004 17:45:48 XML LEO SENT EMAIL E2B00000000058.xml
02/19/2004 17:45:36 XML LEO PACKAGED PARTNER  E2B00000000058.xml
02/1912004 17:45:35 XML LEO MNEWW PACKAGER E2B00000000058.xml
Transactions 02/19/2004 09:40:31 XML LEO MDN SENT EMAIL ack_E2B00000000056xml
02/19/2004 09:40:26 XML LEO RECEIVED SMTP ack_E2B00000000056.xml
re 02/19/2004 09:36:55 XML LEO MDN RECEIVED SMTP E2B00000000056. xml
— 02/19/2004 09:33:50 XML LEO SENT EMAIL E2B00000000056.xml —
Events 02/19/2004 09:33:35 XML LEO PACKAGED PARTNER  E2B00000000056.xml
02/19/2004 09:33:25 XML LEO MNEWW PACKAGER E2B00000000056.xml
02/1812004 10:26:43 XML LEO MDN SENT EMAIL ack_E2B00000000054 xml
02/18/2004 10:26:42 XML LEO RECEIVED SMTP ack_E2B00000000054 xml
Audit 02/18/2004 10:26:12 XML LEO MDN RECEIVED SMTP E2B00000000054 xml
02/18/2004 10:24:13 XML LEO SENT EMAIL E2B00000000054 xml
02/18/2004 10:24:09 XML LEO PACKAGED PARTNER  E2B00000000054 xml
02/18/2004 10:24:08 XML LEO MNEW PACKAGER E2B00000000054 xml
02/18/2004 09:25:32 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADYRE-NOMATEST-M-485 xm|
02/18/2004 09:25:32 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADYVRE-NOMATEST-M-483 xml
02/18/2004 09:25:32 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADVRE-NOMATEST-M-482 xml
02/18/2004 09:25:31 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADVRE-NOMATEST-M-484 xml
02/18/2004 09:25:31 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADVRE-NOMATEST-M-481 xml
02/18/2004 09:25:31 XML LEO MDN SENT EMAIL SafetyReport-NO-NOMAADYRE-NOMATEST-M-479.xm|
02/18/2004 09:25:31 XML LEO RECEIVED SMTP SafetyReport-NO-NOMAADYRE-NOMATEST-M-485 xm|
02/18/2004 09:25:30 XML LEO RECEIVED SMTP SafetyReport-NO-NOMAADYRE-NOMATEST-M-483 xml ;I
|Logggd inuser. emrdk Press F1 for on-line help. ]Records: 66
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ARISg E2B Gateway
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ARISg E2B Gateway, Import log
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ARISg MedDRA Browser

Swystem organ class High level group term High level term
Seach| | |
Reks *Nervous system disorders Headaches Headaches NEC
Preferred term Lawer level term - Condition
Search| [headache " Statswith ¢ Contains  Exact
P T T—— Bandike headach {ntty
ATUg witharawal neadacne an £ neadache - o Code {s Decodel

Chronic headaches
Cluster headaches

IFI' Current terms only ] !I_ Match case

:Drug withdrawal headache

Drug-induced headache

Forehead headache *Nervous system disorders

Frequent headaches B

Frontal headache Headaches

Headache _ L“Headaches NEC

Headache [except migraine) aggravated

Headache [excl migraine) aggravated !—Drug withdrawal headache
Headache NOS 3

Headache NOS aggravated LDtug withdrawal headache

Headache aggravated

l4|-|"’"|"Jm-mhl"‘m".l | _}_'z-l IWI §elect| Close | Help |

MNote: The SOC term with an asterisk [*) is the Primary SOC term
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ARISg Screens

i . ~
B E® Record Form lookp Regot Qptons Jook Windw Heb !
BB 8 o|lv| |« w = Y m| %] B B B | 2 |
[ Les Narvative and Comments
Leo Main AER
Uit Nawrative _
- Loo Clrical Taa!
te Uit Coteen bdp Leo Lieratus
Caarrativeiscludeclindcaldiypersenasitivite =}
terecksjoner o anafylaktoide reshsjoner er kjente
alver Lige Wlvickndeger a0 pratamin. Dew nerske Lo Nostcason
5r0'zntun:or. sler geasrelt LTS on dotTe, Ll
ngen ting on cgpplghoten 3¢ desne typen
Blvirkaing (1]. Aeoee tilglengerlg 13CTeratur Leo Repoim
{2.3) eataler Ilere pasisater ned til dels
alosr Lige rosks jarer 08209, mudibaswntel, selu un
et dkke beshr lves shiow st det saew symgtondildet Leo Patiert
SOon Con aktuelle pasiseton g ao
sk owne rmc'].:un -
antistefF-asgicrte, andrs NS
Bivirkningsr stter scxinictrasjon ae protamin ser LeoAdvesso evert
b EiL GHEZD; cppstRE219; spesielt hyppig § de
CIRFELIor Do mecleimsnrset gis raskt. Aoare Loo Drg
progicponeronds Faktorer er Fiske-allovgd, |
Lidligers brwk av prebamin-teldig insulin eller i
annet nedikanest med protaals, iafertilitet eller Flesch Inputsbity
gjrernmslBI20 Lt cowclonl hes menn, og Lidligere
,’mma;lt‘h]wn— Tungenirurgd . -
RE._fua.cos femat sy Lo {bhR
- HG Nanative Leo Naratres
i 1 and Comments
| akkural det ssmene symplomsidat som den aktuelle pasierden opplevde. Noen v de ;]\
beskremne reaksjonene m listof mediente, andre ikke M
Brarkninger efter administrasion av protamin ser uf 1il § oppstd spesiel hyppig | de
tifeler hvor medikamentet gis raskt. Andre predisponarende faktorer er fiske-allargi wNle
tudligere beuk av pratamin-holdig nsulin aller annet medikamant med protamin, mfartilitet
eller giennomgit vasectomi hos menn, og tidligere giennomgatt hyarte- lungekeurgi
Ut fra dan foreliggende dokumentasjonen for protamin og de andre medikamentene Mizcabarmous |
pasienten har fitt | det samme tidsrommet, mener w at det &r en mulg
Sceakseammenheng mellom den rapporterte bivekningen og bruk av protamin ;”
- ] 5id Scowen| uouuul -» l
|ARISg Tea Database [Destnation| | SYSEMA I | [Ergker =l |

MSSO MedDRA UG Meeting 09 March 2004 Erik Malte Rasmussen research based, people driven



Quite simple, really...

E2B sefrver + web ga y Oracle DB server
(DKMS046 V W A (DKMS032)
[previously LEODK-BALZE-NT]) ”"’(’”}4
Cyclone server s dosbsd ARIS DB instance
(DKMS045) mm
. 1
,~— ¥ Decnypt *W-; 1=~ iy ™ ‘;xfu.;" - T ""{xfau' ‘.{ —{»f E2Bschema 4 ARISO -t
| FTF
I
FTF D
; | (7 ) () | |
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| I
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T T H
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Emea | -
inbound rule | | I
H i | |
word | I ARis orade | | ) Ly
+ XP Client client
Oracla
: client
! ' & T
Firgwall Viruswall 2 ; [
{proxy.leo.dk) ncove | | E r _L»v
N DRWS045 Wiriter E
oelful'-;:.:te i autbound [ = T35 25 g b H
SMTP o = = b}
server rile configuration Citrix Server E:% E o% E 0% g 3
(DKMS034) = & =9
Report server
ey LEO ARISGlobal e
i 0 a [previousty LEQDK-BALZE-NT])
|:| [E2B server component

<« Outound messoges production architecture e

== " Inbound messages

(FTP) Message protocol Current Version 1.0 06MAY2003 DDL

Dm0 12 B4APHEE T of LED ARG EN . At bacaa (s 0|

MSSO MedDRA UG Meeting 09 March 2004 Erik Malte Rasmussen research based, people driven



Transmission of electronic Individual Case Safety
Reports (ICSRs) to EMEA and EU National Authorities

Receipt of electronic ICSRs from EU National
Authorities

Marketed products (later also study cases)

Other ‘communication partners’:
- non-EU Authorities
- License partners
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E2B transmission LEO -> EMEA

E2B ICSR

ACK (of ICSR)
MDN (of ACK)
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Functional process - outgoing

Create case in ARISg as per LEO standards
Review ARISg distribution list, edit as needed

In AG E2B Gateway:
- review candidate cases for export
- export relevant case(s)

In AG E2B Gateway:
- verify incoming MDN(s)
- verify positive ACK(s)
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In AG E2B Gateway:
- import incoming cases to repository db

In AG E2B Gateway:
- verify outgoing MDN(s)
- verify sending of positive ACK(s)

In ARISg repository db:

- review case for LEO relevancy

- duplicate checks

- transmit to prod. db OR logically delete

In ARISg production db:
- case evaluation, completion of “mandatory
LEO fields”
- route and complete case in LEO workflow process
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EMEA gateway

4

= | EO Gateway application
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E2B XML and MedDRA

.<reaction>

<primarysourcereaction>HEADACHE</primarysourcereaction> VERBATIM = REPORTED TERM
<reactionmeddraversionllt>6.1</reactionmeddraversionllt> MedDRA VERSION NUMBER
<reactionmeddrallt>10019211</reactionmeddrallt> MedDRA LLT CODE NUMBER
<reactionmeddraversionpt>6.1</reactionmeddraversionpt> MedDRA VERSION NUMBER
<reactionmeddrapt>10019211</reactionmeddrapt> MedDRA PT CODE NUMBER

<termhighlighted>4</termhighlighted>
<reactionstartdateformat>102</reactionstartdateformat>
<reactionstartdate>20040202</reactionstartdate>
<reactionenddateformat>102</reactionenddateformat>
<reactionenddate>20040209</reactionenddate>
<reactionduration>7</reactionduration>
<reactiondurationunit>804</reactiondurationunit>
<reactionfirsttime>1</reactionfirsttime>
<reactionfirsttimeunit>804 </reactionfirsttimeunit>
<reactionoutcome>1</reactionoutcome>

</reaction>
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.<reaction>
<primarysourcereaction>HEADACHE</primarysourcereaction>
<reactionmeddraversionllt>6.1</reactionmeddraversionlit>
<reactionmeddrallt>10019211</reactionmeddrallt>
<reactionmeddraversionpt>6.1</reactionmeddraversionpt>
<reactionmeddrapt>10019211</reactionmeddrapt>
<termhighlighted>4</termhighlighted>
<reactionstartdateformat>102</reactionstartdateformat>
<reactionstartdate>20040202</reactionstartdate>
<reactionenddateformat>102</reactionenddateformat>
<reactionenddate>20040209</reactionenddate>
<reactionduration>7</reactionduration>
<reactiondurationunit>804</reactiondurationunit>
<reactionfirsttime>1</reactionfirsttime>
<reactionfirsttimeunit>804 </reactionfirsttimeunit>
<reactionoutcome>1</reactionoutcome>

</reaction>

MSSO MedDRA UG Meeting 09 March 2004 Erik Malte Rasmussen

VERBATIM = REPORTED TERM
MedDRA VERSION NUMBER
MedDRA LLT CODE NUMBER
MedDRA VERSION NUMBER
MedDRA PT CODE NUMBER

VERBATIM = REPORTED TERM

-Shows road to the ‘point-of-entry’
in the dictionary

-Allows for evaluation of
proper coding

-Will/will not fit with other party’s
coding conventions

-Identification of duplicates (e.g. via
other reporting sources)

research based, people driven




.<reaction>

<primarysourcereaction>HEADACHE</primarysourcereaction> VERBATIM = REPORTED TERM
<reactionmeddraversionllt>6.1</reactionmeddraversionlit> MedDRA VERSION NUMBER
<reactionmeddrallt>10019211</reactionmeddrallt> MedDRA LLT CODE NUMBER
<reactionmeddraversionpt>6.1</reactionmeddraversionpt> MedDRA VERSION NUMBER
<reactionmeddrapt>10019211</reactionmeddrapt> MedDRA PT CODE NUMBER

<termhighlighted>4</termhighlighted>
<reactionstartdateformat>102</reactionstartdateformat>
<reactionstartdate>20040202</reactionstartdate>

MedDRA VERSION NUMBER

-To uniquely resolve ‘code numbers’

<reactionenddateformat>102</reactionenddateformat> to literal text strings
<reactionenddate>20040209</reactionenddate>
<reactionduration>7</reactionduration> -Impacts on your choice of MedDRA

versioning policy within your

<reactiondurationunit>804</reactiondurationunit> TR
organisation

<reactionfirsttime>1</reactionfirsttime>

<reactionfirsttimeunit>804 </reactionfirsttimeunit> -E.g. the most recent version released
<reactionoutcome>1</reactionoutcome> from the MSSO (and the version
</reaction> immediately prior)
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.<reaction>
<primarysourcereaction>HEADACHE</primarysourcereaction>
<reactionmeddraversionllt>6.1</reactionmeddraversionlit>
<reactionmeddrallt>10019211</reactionmeddrallt>
<reactionmeddraversionpt>6.1</reactionmeddraversionpt>
<reactionmeddrapt>10019211</reactionmeddrapt>
<termhighlighted>4</termhighlighted>
<reactionstartdateformat>102</reactionstartdateformat>
<reactionstartdate>20040202</reactionstartdate>
<reactionenddateformat>102</reactionenddateformat>
<reactionenddate>20040209</reactionenddate>
<reactionduration>7</reactionduration>
<reactiondurationunit>804</reactiondurationunit>
<reactionfirsttime>1</reactionfirsttime>
<reactionfirsttimeunit>804 </reactionfirsttimeunit>
<reactionoutcome>1</reactionoutcome>

</reaction>
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VERBATIM = REPORTED TERM
MedDRA VERSION NUMBER
MedDRA LLT CODE NUMBER
MedDRA VERSION NUMBER
MedDRA PT CODE NUMBER

MedDRA LLT/PT CODE NUMBERS

-The old ‘transatlantic’ debate:
LLTs or PTs ?

-Re-think: when is a LLT most
appropriate ?

-And when is the PT the most
appropriate?

-Single case/event vs. summary ?
-LLT is the level of entry when coding

-If you have (LLT+version), PT can
be looked-up in dictionary...

-whereas (PT+version) cannot
uniquely point to your coding LLT
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Always supply what is perceived as the ‘originally
reported’ term/diagnosis (=‘verbatim’). This helps
the recipient to understand your MedDRA coding.

If e.g. EMEA will only accept the most recent version
plus the prior version, then you cannot work with
older versions !

Do supply the LLT code; the recipient can resolve
this into the complete MedDRA hierarchy (PT, P.SOC
etc. etc.)

If you have recipients who absolute need to receive
also the PT code, then, by all means, do supply the
PT code - in addition to the LLT code !

MSSO MedDRA UG Meeting 09 March 2004 Erik Malte Rasmussen research based, people driven



