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There are no really "safe" biologically active drugy

There arc only "sale" physicians
o
91/ 09/ 17 ( Adverse drug reactions, ADRS)
-92.6% (1256/ 1357)
3%(41/1357) ADR
o
1. 1993 : 0.-21. 7%
2.1998 JAMA 39 meta-analysis
(1] ADR 6.7% ADR 0.32%
(2] 1994 220 ADR 10
ADR
3. 2001 :
® 6% 57 %
( 1)
Table 1
Preventability of Fatal Adverse Drug Events (ADEs) by Severity of lliness (n = 376)
No. (%) Fatal ADEs
Patient Status No. Patlents (%) Preventable Preventable by Pharmacist
Mederataly heaniy 136 (362 191 o) P
Severely [l 74(18.7) 44(59.5) 27 {81.4)

Terminallyl 16 (4.3) 7 438) 6 {65.7)
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frequency.
“ dhnags cauning ftel achvierse drug mvents by ol mechanters, Lited in ooder of frequency.
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Table 3
Possible lMechanisms for Preventing Fatal Adverse Drug Events

(ADEs) (n=271)

( 2)
Table 2.
Drugs and Machanisms Most Commonly Suspected of Inducing Fatal Adverse Drug Events*
Adverse Drug
Reaction Allergy Erro Interaction Al
w e Carbamazepine Halothane m :m
n e
Carbamazepine Clproflokadin Lidocaine Fligrastim Bleomycin
Cyclophosphamide Dilatrizoate Meperidine Hydralazine Trimethoprim-
Diatrizoate Driphtharia and tetanus Marphine Hydtechlorothiazide sulfamethasazcle
Doxcmubilcin tomaids and partussis Phenylbutazone Lithium Diatriroate
Methotrexste Propranciol Phenytoin Hatothane
m{h Gobd sahs 0.9% sodium chloride Warfarin Sulfasalazine
I Lidocaine injection Amiodarone
Sulfasalazine Theophylline Antineoplystics
Trimethoprim- Methylprednliotone Valpric acid Methatreats
Momifensine Clprofloxacin
Valprok: acld Penicillamine Carbamazepine
Phenabarbital Penicillamine
Quinine Methylprednizoione
Sulfasalazine Methyidopa
Trimethoprim-
3
“Listed in oeder of decreaing

(
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3)

26

Mechanism No. (%) Fatal ADEs
Better patient monitoring 73(26.9)
Prospective review of orders 55 (20.3)
Computer screening 48 (17.7)
Patlent risk assessment 23 (8.5)
Concurrent regimen review 22 (8.1)
Patient education 11 (4.1)
Physiclan education 9(3.3)
Other 30 (11.1)
Category 1 Unclassified
4 2 %nclassified Category 3 39% ( 4) 55%
1-7 27 % 24
1 Magjor Suspected or >
2 Moderate Suspected or >
3 Minor Suspected or >
4 Major/Moderate Possble
5 Minor Possble
Unclassified Any Unlikely
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Table 4
5 Interactlons Sumﬁcmbuuni to Flul Advarse n_xa Events (ADEs) (n = 26)
Severity Lavel  No. (%) Fatal ADEs Objsct Drug Participant Drug
Category 1 1{3.8) A?Hmﬁum Risk: Phenelzing Phenylprepanalamine
Category 2 200 uﬁﬂm eombination. Apazone Warfarin
Use combination only under Mathotrexate Magroxen
Category 3 10(385) mﬂ gl Acetaminophen Mcohal
necessary 1o reduce risk. Clozaping Carbamazeping
Cyclosporine Ketoconaznle
Dlazoxide Hydralazine
Geniamicin B
Lithiéum
Phesytoin Warfarln
H‘Iﬂ'lrbﬂlh Isoniazid
Tarazons Trifluperazine
Category 4 Pl Mo acthon needed, Rivk of Larazepam Clazapine
mumW! Streplase Heparsia
Category 5 o[ Evidence suggests no
interaction.
Unclassified 11423) Mot listed, Amicdarane Contrast medla
Bleomycin Fligrastim
Filgrastim
Hydrochlorothiazide Mettyldopa
Magnesium sulfate Hydralazine i
Med Radlation therapy
Thicpental
Todazoline Depamine
Zinc sulfate Penicilianine
4 . 2002
¢ 13.8% (94/681) (Drug- related problems, DRPg)
99 ADRs type A 91 %
8 17 74
36. 3%
¢ 19 4
3 — Aspirin 2 Tamoxifen
1 ( 5)
Table 5 Serious and fatal adverse drug reaction in 19 patients
Drugs Manifestation
Aspinn Ansemin
Aspirin Gastrointestinal bleeding®*
Aspirin Gastrointestinal bleeding*
Aspirin and felodipine Cerebral haemorrhage
Ciprofloxacin Seizures
Cyklophosphamide and Hean failure
doxorubicin
Enalapril Renal failure
Ethinyloesradiol/desogestrel Renal vein thrombosis
Ethinyloestradiol/levonorgestrel Venous thrombosis
Ethinyloestradiol/levonorgesirel Myocardial infarction
Human insulin Insulin coma
Meioproiol AV- block I1I
MNaproxen Anaphylactic shock
Oestriol Thrombo-embolism
Paracetamol Liver disorders
Prednisolone Pulmonary embolism
Tamoxifen Pulmonary embolism*
Venlafaxine Liver disorders
Warfarin Major bleeding

*Fatal outcome possibly related to medication.

—— e,
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* : ADRs type A type ADRs
[ ]
TypeA TypeB
Type A Type B
Pharmacologically predictable |Yes No
Dose-dependent Yes No
Incidence High Low
Morbidity High Low
Mortality Low High
Management Dosage adjustment often Appropriate
ADRs
?
o
(2}
(3] ( dechdlenge )
(4] ( rechallenge )
(S ( )
8991 155
Naranjo (
63 98455 3 % 5%

98  (63%) |50

(32%) |7 (%) |0
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Naranjo questionnaire:
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3. WHO

Table . WHO criteria for causality assessment

Cenain:  u clinical event, including laboratory test abnormality,
occurring in a plausible time relationship 1o drug adminisration,
and which cannot be cxplained by concurrent discase or other drugs
or chemicals. The response 1o withdrawal of the drug (dechallenge)
should be clinically plausible. The cvent musi be definitive
pharmacologically or phenomenologically, using a salisfactory
rechalienge procedure if necessary.

Frobubleflikely: a clinical evenl, including laboratory test
abrormality, with a reasonable time sequence to administration of
the drug, unlikely to be attributed to concurrent discase or other
drugs or chemicals, and which follows a clinically reasonable

response on withdrawal (dechallenge). Rechallenge information is
not required 10 fulfil this definition.

Possible:  a clinical event, including faboratory test abnormality,
with a reasonable time sequence to administration of the drug. but
which could also be expluined by concurrent disease or other drugs

or chzmicals. Information on drug withdrawal may be laching or
unclear.

Unlikely: a clinical event, including laboratory test abnormality,
with a temporal relationship to drug administration which makes a
causal re..sonship improbable, and in which other drugs,
chemicals, or underlying discase provide plausible explanations.

Conditional/unclassified: a clinical cvem, including laboratory
lest abnormality, reported as an adverse reaction, about which more

data is es<ential for a proper assessment or the additional data arc
under examination.

Unassessiblefunciassifiable:  a repon suggesting an adverse reac-
tton, which cannot be judged because information is insufficiem of
contradictory, and which cannot be supplemented or verificd.

ADRs
1. type
2. : (: Controlled WeR)ease
(: Celebrex vs Cel exia)

> w
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