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Pharmacovigilance Annex)

Passive Survelllance
Intensified reporting
Active Surveillance

Comparative Observational Studies
“key component in the evaluation of aadverse events”
Cross-sectional study
Case-control study
Cohort study

Targeted Clinical Investigations
drug-drug interaction, food-drug interaction
risk (or benefit) in children, elderly, patients with co-morbid

Descriptive studies
Natural history of disease
Drug Utilization study




e e o o o o — — — — — — — — — — — — — — ——

________________________

________________________




cross-sectional stuady

and/or
Prevalence Study Prevalence=

BN Y



Risk,
Rate

None

Prevalence
Odds

Risk ratio,
Rate ratio

Odds ratio

Prevalence ratio
Odds ratio



p
.Q [1]Risk

& (1)Incidence

(1-1) Incidence risk:

Measure of Occurrence

Incidence Risk

=a/e

=b/f




.
.Q [2[Rate

Measure of Occurrence

(1-2) Incidence rate: / -
- - time at risk
time at risk:
at risk
0 12 5
! L1 1 3 Rate =
= (12+12+9+ 2+ 10 +5)
CRRLL X Month 9
o— M X Month 2 =004 (/ - =004 (/ /
° x Month 10

o—X Month 5

Rate



Measure of Occurrence

L& 1
Rate On) =
(3+2+9+2+6+3)
=004 (/ -
X Month 9
o ¥ Month 2
o |] . Month 10
® —X Month 5 1
Rate(Off) =

9+10+0+0+4+2)

=004 (/ -




Measure of Occurrence

X

Rate
9 12
| |
X Month 9
Month 2
¢ Month 10

Month 5

R1)
1
R1 =
(3+3+3+2+3+3)
=006 (/ -
R2 = :

(9+9+6+0+7+2)

=003 (/ -



/1000 -

\ /‘\ /l\ ll\ l‘\ /‘

50.0

40.0

30.0

20.0

10.0

0.0

ACE inhibitor

B Month
] Month2-6

FVX PXT BPR ZPC DTZ ADP DXZ XTR LPT EDL TXC FMD CPR AVT LTD SLM ACV CFX NFX AZM ICZ



Y

.Q [/5/Rate
w Rate Rate 3 R1) 3 (R2)
o

Measure of Occurrence

W
&

0 3 6 9 12
[ 1 1 1 il
1

Month -6 ® ﬂ =
|
N p 3+0+3+2+0+1)
Month 11
' M(:nthz [| oXnt - 011 (/ _
. : —»> % Month 1
o W Month 3
Mongh -4 _| * Month 5
Month -2 | | y Monthd RO = 1

=
.$ 9+12+6+0+5+2)
7

=003 (/ -



[5-1]

Antidepressants and the Risk of Suicidal
Behaviors

WP Jick H, Kaye JA, Jick S JAMA 2004; 202 338-343

GPRD(General Practice Research
BEIEIWERE)

5
Py

o
Py
7



Y

P

.s Jick H, Kaye JA, Jick S JAMA 2004, 292: 338-343
w Dothiepin Amitriptyline Fluoxetine

s Paroxetine

[5-2]

Antidepressants and the Risk of Suicidal Behaviors

Table5 Relation between Time since First Prescription and Suicide

No (%)
. Time since Cases Controls Odds Ratio

First Prescription, d (n = 17) (n = 157) (95% CI)

w 90 6(35.3) 111(70.7) 1.0
30-89 3(17.7) 31(19.8)

$ 10-29 2(11.8) 10(6.4)

. 1-9 6(35.3) 5(3.2)
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.QContraindicated Use of Cisapride and DHPL

Before After

s 1998 6 Dear Health Professional Letter

Site A (320 HMO

3506/13613 25.8 2963/12418(23.9%)

.s Site B (220 3 HMOs

2025/6848 29.6% 1598/5812(27.5%)

.Q Site C (140 Medicaid

w 2614/4379 59.7 2432/4229(57.5%)

APV Drug Labeling Revision - Guaranteed to fail?
W JAMA 284(28)3036-9, 2000
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(Case.Control=1.2)

(x=0.05 B 02

2
RR

Prevalence 1.5 2.0 3.0 5.0
0.1 669 205 71 29
0.05 1237 371 125 48
0.03 1997 594 197 75
0.02 2950 875 288 108
0.01 5814 1717 561 207
0.005 11540 3400 1107 406
0.001 57349 16839 5477 1997
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.Q e EU The rules governing medicinal products in the European Union
(Volume 9) 2001 http://www.eudravigilance.org/eurules.htm

‘s e UK The Medicines for Human Use (Clinical Trials) Regulations
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2004  http://www.hmso.gov.uk/si/si2004/20041031.htm#34
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