Regulation of signaling: endocrine

Source: gland Distribution: blood stream
+ No contribution to Non-target organ
specificity of target + Universal—almost )
- Synthesis/secretion « Importance of dilution * Metabolism
/'\‘
\/’}
Target cell
« Receptor: source of specificity
- Responsiveness: ‘
Number of receptors
Downstream pathways
Other ligands
Metabolism of ligand/receptor
A All often regulated by ligand

Regulation of signaling: paracrine

Source: adjacent cell
- Major determinant of target
« Synthesis/secretion

B > )

Distribution: matrix

- Diffusion distance Target cell

« Binding proteins: BMP, IGF + Receptor:

« Proteases Specificity and sensitivity
« Matrix components Diffusion barrier

Determinant of gradient

« Induced inhibitory pathways,
ligands, and binding proteins
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Parvicellular
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Action on organs
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Magnocellular Neuron

Location: SON, PVH
(AVP, OXY)

Vasopressin
and oxytocin

Kidney, Uterus, |

Parvicellular
Hypophyseotropic Neuron

Location: PVH
(TRH, CRH,
Somatostatin)
Arc

(GHRH, GnRH,
Dopamine)

Hypothalamus

Releasing
factors

Trophic hormones

(ACTH, TSH, GH,
LH, FSH, Prolactin)

Anterior
Pituitary Gland

Hypothalamic
Projection Neuron

Location: PVH
(AVP, OXY)

LHA
(MCH, ORX)

Arc
(POMC, CART)

Neuronal targets
(e.g. sympathetic
preganglionic neuron
in spinal cord)

Neuronal Targetq
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EI‘OCALCITONlN Calcitonin C-Pegtide
E‘O-CGRP Calcitonin iene—related peptide




GLI ORMONI SONO SECRETI IN MODO
PULSATILE - RITMICO

1. Secrezione pulsatile - millisecondi
2. Ritmo circadiano - ore

3. Ritmo mensile - settimane
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EFFETTI DELLA SOMMINISTRAZIONE
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NORMAL

Ritmo circadiano e secrezione

pulsatile di cortisolo e ACTH

MR in condizioni normali ed in un
paziente con malattia di Cushing
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OVARY
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MOLTI ORMONI SONO TRASPORTATI IN CIRCOLO
DA PROTEINE LEGANTI

Solo la frazione libera dell’ormone e disponibile
per I'interazione con il recettore e quindi ha
un’azione biologica

Alcuni dosaggi di laboratorio non discriminano
tra concentrazione totale e concentrazione
dell’ormone libero.



