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ILOS

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

»Recognize patterns of adverse drug
reactions (ADR)
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DIMINUTION OF A RESPONSE |
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REASONS FOR DEVELOPMENT OF TOLERANCE
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EASONS FOR DEVELOPMENT OF TOLERANCE
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“Lach capsuleo contains your medication,
plus a treatment for cach of its side effects.”
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Normoglycemia

Hypoglycemia
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Comparison between type A & B -ADRs

Type A Augmentation

Type B Idiosyncratic

Pharmacological predictability

Yes

No

Nature

Quantitative [ extension
of pharmacology effect ]

Qualitative [ immune or
genetic base]

Dose- dependent

Yes (dose response
relationship present)

No (dose response
relationship absent)

Onset of symptoms Usually Rapid Usually delayed
Mortality Low High
Treatment Do§e adjustment or Stop drug |
Substitute by > selective + Symptomatic
+ Antagonize unwanted treatment
effect of 15t drug
Example Bradycardia = 3- ADR Apnea =9 succinylcholine

Blockers
Hemorrhage =»Warfarin

Thrombocytopenia
= Quinine




[rYPE ¢ CONTINUED

Healthy bone Osteoporosis
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Retinoic acid

malformations



T Body ache, insomnia,
diarrhea, goose flesh,
lacrimation




[1] If due to immunological response

1st exposure to Repeated

a drug Sensitization exposures I::> HYPERSENSITIVITY REACTION
TYPE ] TYPE Il TYPE IlI TYPEIV

Anaphylaxsis | | Cytotoxic [ | Immune complex | | Cell mediated




Type | hypersensitivity: Anaphylactic

« Type | hypersensitivity is an allergic reaction provoked by re-
exposure to a specific antigen

* Fast response which occurs in minutes, rathe / ior )\
(,) \

hours or days. The reaction usually takes 15 - ( L), £
the time of exposure to the antigen. )

* The reaction is mediated by IgE antibodies an
immediate release of histamine, serotonin, let
tissue mast cells or blood basophils




The reaction may be either local or systemic. Symptoms vary
from mild irritation to sudden death from anaphylactic shock.

Some examples:
* Allergic asthma
* Allergic conjunctivitis
* Allergic rhinitis "hay fever"
* Urticaria (hives)
* Anaphylaxis

- may be caused by Penicillin, Streptomycin



Type Il hypersensitivity : Cytotoxic e

-8
* Antibody-dependent |g>;w
* The antigens may he endogenous or exogenous A
chemicals (haptens) which can attach to cell membranes E‘:“ﬁ

* The antibodies (IgM or IgG) produced by the immune response
bind to antigens on the patient’'s own cell surfaces that is
perceived by the immune system as foreign, leading to cellular
destruction.

* The reaction takes hours to a day

* Examples: Drug-induced haemolytic anemia , thrombocytopenia
by Penicillin, Quinidine




Type Il hypersensitivity : Immune
complex

* Soluble immune complexes (aggregations of antigens and
lgG and IgM antibodies) form in the blood, are not
completely removed by macrophages and are deposited in
various tissues (typically the skin, kidney and joints)

* The reaction takes hours to days to develop

- Example: Serum sickness (fever, arthritis,
enlarged lymph nodes, urticaria)

* by Sulphonamides, Penicillin, Streptomycin




Type IV Hypersensitivity: Cell-mediated

* also known as delayed type hypersensitivity as the
reaction takes two to three days to develop.

* Unlike the other types, it is not antibody- mediated but
rather is a type of cell-mediated response.

« Cytotoxic T cells cause direct damage (mm
whereas helper T cells secrete cytokines o
that attracts inflammatory cell infiltrate jt\

« Example : Contact dermatitis by local anesthetig

g
creams, anti -histamine creams, topical antibiotics




1TYPE B [2] IF DUE TO GENETIC DEFECT

24
Fast acetylators

—

Slow acetylators

12

Number of subjecls

0

0

Plasma isoniazid concentration (ug per ml)



GOOD LUCK



