‘Vﬂ \

TOLERANCE /
DESENSITIZATION
& ADVERSE DRUG REACTIONS

Dr. Aliah Alshanwani






ILOS

» Distinguish difference between tolerance
and desensitization (tachyphylaxis) and
reasons for their development

» Recognize patterns of adverse drug
reactions (ADRs)




Phenomenon of variation in
drug response, whereby there
IS a of the

response to the drug when
given continuously or
repeatedly.
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DIMINUTION OF A RESPONSE |
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" PRE EVENTS AT POST

RECEPTOR RECEPTORS RECEPTOR
EVENTS EVENTS
| Drug availability at the relevant Nullification of drug
receptors due to pharmaco- response by a
kinetic variables physiological adaptative
Drug becomes: homeostatic response
> metabolized or excreted Antihypertensive effects of
< absorbed ACEIls become nullified by
altered distribution to tissues activation of renin angiotensin
eg. Barbiturates 4 metabolism of system by NSAIDs
Contraceptive pills = ¥ it
availability = 0SS OF THERAPEUTIC EFFICACY
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EASONS FOR DEVELOPMENT OF TOLERANCE
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EXHUSTION BINDING DOWN
OF MEDIATORS ALTERATION REGULATION
Depletion of mediator 1-Phosphorylation of ¥ Number of
stores by receptors i.e. Tight receptors.
amphetamine binding of R- Isoprenaline
adrenoceptors activation to 3
agonists — |, receptors >

receptor recycling
by endocytosis
[Structural defect]

activation of AC
2-Desenzitiation of Ach-
receptors

[Functional defect] 8




Receptor-mediated
endocytosis
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" Harmful or
seriously unpleasant
effects occurring at
doses intended for
therapeutic effects.
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Hyperglycemia
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Normoglycemia

Hypoglycemia

80% of ADRs
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DRUG ALLERGY
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Osteoporosis

Healthy bone Osteoporo15iA§



Retinoic acid
malformations
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T Body ache, insomnia,
diarrhea, goose flesh,
lacrimation
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YPE B [1]If due to immunological response

15t exposure to Repeated

a drug Sensitization exposures I:> HYPERSENSITIVITY REACTION
TYPE I TYPEII TYPE I TYPE IV
Anaphylaxsis Cytotoxic Immune complex Cell mediated

Release of Antibody- Deposition of soluble Interaction release
mediators from directed cell- antigen-antibody- cytokines that
mast cells or mediated lysis complement attracts
blood basophils complexes in small inflammatory cell
blood vessels infiltrate
Urticaria rhinitis, Haemolytic Serum sickness (fever Contact
bronchial anaemia arthritis enlarged lymph  dermatitis by
asthma thrombocytopenia nodes, urticaria) local
by Penicillin, by Quinine by Sulphonamides, anaesthetics

Streptomycin creams,



[2] IF DUE TO GENETIC DEFECT "

TYPE B

Fast acetylators

Slow acetylators

Number of subjects
o

4
Plasma isoniazid concentration (ug per ml)




