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First exposure Second exposure
to the antigen to the antigen

Th2 cell Mast cell

= —Antigen

B cell
Degranulation

l of mast cells

Plasma celI@

IgE antibodies )\/' ~ N
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Oral Allergy
Symptoms*

Other
Symptoms

Nasal Ocular
Symptoms Symptoms

. . *ln. p_o_llen-induced aIIer'gic Sleep disorders and
Nasal itching Eye |tch|ng rhinitis af;zz:é):tact with SHAGEIGH problems
Sneezing Red €yes Oral and pharyngeal (e.g. fatigue and
Rhinorrhoea (ConjunCtival itch (rarely low mood).
Nasal obstruction injections) angioedema of the Symptoms can also
(Hyposmia) Swollen eyes lips, mucosa, soft extend to ears,

palate, or pharynx) sinuses and lungs
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Early phase

=)
A
Pollen lL_ :t'i
A~ - \ ¢
4 G Activation of Th2 cells Blymphocytes Allergen “specific
Dust Mites Debris _ IgE-producing
: 5 Uptake by dendritic cell 1Re-exposure plasma cells

( Basophil ( Mast cell )

Animal Dander
ol oo Re-exposure

Histamine release

Late phase

Release of Inflammatory Nasal
mep | inflammatory |mesp| mucosal |mmsp blockage

substances swelling

Eosinophils, neutrophils,
asophils, and lymphocytes
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Relative potential for causing drowsiness

Because of their lower potential
to induce drowsiness, loratadine
and fexofenadine may be
recommended for individuals
working in jobs where
wakefulness is critical.

b Fexofenadine

Loratadine I

I —

Relative drowsiness




Major antihistamines

M Block Sedation Antimotion Other

Characteristics

Diphenhydramine ot 4+ +++ Widely used OTC
drug

Chlorpheniramine o ++ ++ Possible CNS
stimulation

Fexofenadine +/- 0 0 No CNS entry
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N— | | i T—
- NSAIDs ;—»Cyclooxygenases Lipoxygenase — Zileuton}
ey COX1
 COXib =—> COX2

SR S L
Endoperoxides

- Glucocorticoids

Receptors blocked ‘
by —lukasts
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Synthetic Derivatives of Cortisol

Glucocorticoid Mineralocorticoid

Activity Activity Duration

Cortisol | 1 1 Short

ol ?ME’ ;JMMLMQ |

Triamcinolone 5 0 Intermedlate

Dexamethasone 30 0 Long-acting



e Mechanisms of action:

— Cellular effects
o | leukocyte migration
o T lysosomal membrane stability —{ phagocytosis
o | capillary permeability

— Biochemical actions
° Inhibit PLA, (via lipocortin expression) —J PGs and { LTs
o | expression of COX 2
o | platelet-activating factor
o | interleukins (e.g., IL-2)

e Uses: antiinflammatory and immunosuppressive
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[] Therapeutic effects
u Adverse effects

: = + Pain
o : Anti-inflammatory effect and > | Swelli
Anti-allergic Immunosuppression i Stiffnensgs
| Physical disability
{Endothelial
dysfunction
Effect on cells, tissue and organs _ ——S—e—
~ clinical effects >
: Vessals {Permeability
“ Glucocorticoid l
treatment i
) Cardiovascular s
I system tCardiovascular
‘l. : risk N "",'ll?
y Muscle Eyes 4{1‘

) | Skin 4
CNS @ - B
Metabolism Cataract

HPA-axis ( coma.
SENXAKS Stomach Glaucoma
»

7

~

0

Hirsutism e
Skin thinning
.-"/'

Cushing syndrome Gastriculcer
Impaired glucose metabolism  (if concomitant

Insulin resistance 3 NSALGS) e

Bcell dysfunction N\ e
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Euphoria
Dapression

Increased Emotional
| appetite disturbances
Decreased growth
in children '
Negative Calcium Impaired Wound BP

Balance e

Peptic Ulcer

Osteoporosis Increased risk
of infection
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Membrane phospholipids

Glicocor- > ;* P

Arachidonic acid

. / Cycles
vaie -8

8-HETE ‘l_l 8-HPETE Prostaglandins
chemotaxis T
Leuketrienes
Prostacyclin Thromboxane &,
vESOCOnstrction PGI, TXA,

: bm“ETD':D”W' Et'g?w Y EERREE WASOCONSLrICHon
¥ascular permeaui latelet sggregation latelet sggregation

proinflammatory efect P Sl + re JaTEd

PG-D,-E,-F

wasodilatation
1 platelet agoregation

O pruinﬂammatury effect -
ain signalin
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allergen

o Vi
IgE-receptor 1]5

Omalizumab

IgE

effector cell

histamin
leukotrienes, IL-4, IL-5

Omalizumab-Igk

Omalizumab complexes complex cannot
Free IgE with free Igk bind to mast cell
receptors

Allergen-driven B cell Omalizumab Mast cell
secretes free IgE
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Effectiveness of agents used in
management of Allergic Rhinitis

Rhinomhea

Nasal
pruritus

Sneezing

Nasal
congestion

Eye
symptoms

Anti-H nasal

+

+HH

+HH

+

Anti-Hoph

+

Anti-H oral

+H

+HHH

+HH

+

+

Decon nasal

+HH

Decon oph

+H

Decon oral

CS nasal

+HH
+HHH

CS oph

MCS nasal

+HH
+HH
+
+H

MCS oph

Anti-ch
nasal

1M oral
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