SERIOUS ADVERSE EVENTS
IN PHASE |

French & German
registers



The French register

Sponsor: Club Phase |
Survey sent to

CROs

CICs (Ce nt rinwestiyation Cliniques i INSERM/University)
Scope: Healthy subjects

Phase | studies (orbqogy)
SAES I GCP definition
Data: 5 years 1 (2004-2008)e

® Brit J Clin Pharm, 2006: 62: 502-3
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The French register

SAEs types: All
Deaths
Worrying SAEsS
Related or not to IMPs

Reliability/completude:

> 90% of French activity

8/9 CROs
50% CICs (all CICs # 2 % of French activity)
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The French register: population

2004 2005 2006 2007 2008 S years

Total 5458 9928 5927 5782 6331 33426
Yearly mean

6692

April 2009 MS.CH Registers 4



The French register: population

2004 2005 2006 2007 2008  5years
Total 5458 9928 5927 5782 6331 33426

Young  79%  73%  61% 71%  71%
men ’ ’ ’ ° ° 71%
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The French register: population

Total 0458 9928 5927 5782 6365 33460

young 719% 3% 61% 1% 1% 71%
men

Young 149% 24% 21% 26% 25%
women 25%

Regularwomen inclusions
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The French register: population

2004 2005 2006 2007 2008 Syears
Total 5458 9928 5927 5782 6331 33426
Young 1%
men
Young 25%

women

Elderly 3% 1% 7% 1% 1%
men

4%
Elderly 3% 1% 5% 2% 1%

women

No elderly progression
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The French reqgister: SAEs

5year Yearly
SAEs period number

All 144 1510 44
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The French reqgister: SAEs

5year Yearly Yearly incidence
SAEs period number in healthy subjects

All 144 1510 44

4

per thousand
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The French register: SAEs

5year Yearly Yearly incidence
SAEs period number In healthy
subjects
All 144 15to 44 4 per thousand

Stable incidence
4 [ 35 /] 7 /] 25 /] 4 %o
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The French reqgister: SAEs

Deaths 5 Yyear period

All

April 2009

A

Cancer(lung): elderly woman
Motorbike accldent: 1young man
Suicide elderly

Suicide middle-aged man
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The French reqgister: SAEs

Deaths 5 year period
All 4
Related

None
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The French reqgister: SAEs

5 year
SAEs period

All 144

Related 51
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The French reqgister: SAEs

5 year
SAEs period

All 144

Related 359%,

Lessthan a half are related
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The French reqgister: SAEs

SAES

All

Related

April 2009

5 year
period

144

51

MS.CH Registers

Yearly incidence
In healthy subjects

4 per thousand

1.5

per thousand
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The French register: SAEs

Worrying 5year Yearly incidence

eriod
& related P
SAEs

< Very low incidence >
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The French reqgister: SAEs

Worrying Syear
& related period
SAES

Liver (3hepatitis & 1lithiasis)-4 cases
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The French reqgister: SAEs

Worrying Syear
& related period
SAES

Heart rhythm
2 cases long lasting atrial fibrillation
(1-elderly woman)
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The French reqgister: SAEs

Worrying Syear
& related period
SAES

Allergic reactionsz 1 case
(1 anaphylactic shock)

April 2009 MS.CH Registers 19



The French reqgister: SAEs

Worrying Syear
& related period
SAES

Rash andfeverz 2 cases
(allergic ?)
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The French reqgister: SAEs

Worrying Syear
& related period
SAES

Convulsions?2 cases
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The French reqgister: SAEs

Worrying Syear
& related Pperiod
SAES

Agranulocytosis- 1
Rhabdomyolysis1

April 2009 MS.CH Registers 22



The French reqgister: SAEs

SAEs 5 year Yearly incidence
period

Non related 03/144 2.8 per thousand
(65%)
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The French reqgister: SAEs

SAEs 5 year Yearly incidence
period

Non related 93/144 3 per thousand

Screening default: 26 SAEsS
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The French reqgister: SAEs

SAEs 5 year Yearly incidence
period

Non related 93/144 3 per thousand

Intercurrent diseases:
Cancer, Infection, Surgery
Traumatisms.
Miscellaneousé
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The French register: SAEs/age

Pop. All SAEs Worrying and
related
Elderly 1718 24 14/1000 1 0,%1000
Elderly: — ? —
# 4 times Same

April 2009

more !l

MS.CH RegiSs
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The German register

Sponsor: AGAH

Questionaires: translated French template

Recipients: all AGAH members

Scope: all SAEs from Phase | trials,
excluding oncology trials

Years: 2007 and 2008
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The German register: Odds

Exact number of sites conducting Phase | In
research in Germany Is unknown

Exact number of volunteers participating in
Phase | research per year Is unknown
Exact number of Phase | trials conducted In
Germany per year Is unavailable

No central data base for volunteers

BfArM?

April 2009 MS.CHReqgisters 28



No. of replies/centres: 10
Total No. of participants: 3191

Healthy male: 1446
Healthy female: 612
Elderly male: 71
Elderly female: /3
Special populations: 82, m&f

- COPD, cysitic fibrosis, hypertriglycaemic,
PSO, genotyped, Japanese
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