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Preventing CF Lung Disease
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The Discovery of Cystic
Fibrosts

Andersen, D. H. (1938)

Cystic Fibrosis of the Pancreas
and 1ts relation to Celiac Disease:
a Clinical and Pathological Study.
American | Diseases of Children 56: 344.

Dorothy Andersen, N.ID.
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Preventing CF lung Disease:

Five Assertions:
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Basic research can suggest therapeutic strategies.
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Lung function decline is caused by infections.

. Infections can be prevented with available treatments.

. It 1s essential to give prevention the highest priority.

. New treatments will make prevention easier and might

approximate a cure. (Preston Campbell. Plenary II)



“Summary of
pathways from gene
to syndrome
emphasizing the CI-
hypothesis™

Wine, Clin Rev Allergy, 1991, 9, 1
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Cystic fibrosis
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E.g., decreased pancreatic
enzymes — vitamin
deficiencies — infection —
tissue damage

Higher order functions
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Blocked ducts,
Reduced mucosal defenses -

Primary physiological
functions
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Hyposecretion, altered secretion
(Thick mucus, salty sweat)
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The CF Pathogenesis Cascade

1 Defective CF Gene
|

Deficient CFTR Protein
]

3 Abnormal Chloride Permeability
Altered Tonic Transport
-
Decreased Water in ASL

Abnormal Mucus Composition
-

Bronchial Obstruction

-
Bacterial Infections
-

7 Inflammation

-
8 Bronchiectasis + Lung
Insufficiency
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Amaral-NACFC-2007
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Most current
therapies in CF!

Amaral & Kunzelmann (2007) Trends
Pharmacol 5¢ci28,334-341
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