Outline of Lecture 21 (01-22 PP; Zeitlin)

Cystic Fibrosis
Clinical


Classic CF triad: elevated sweat Cl, pancreatic insufficiency, chronic pulmonary disease

	
Loss of Cl through sweat


CF lung disease



Is main cause of M&M, but follows variable course



Chronic cough bronchitis ( bronchiectasis



Recurrent pneumonia 




Most commonly due to S aureus, H flu, pseudomonas




Endobronchial colonization ( inflam ( obstruction




Airway obstruction becomes irreversible over time



Chronic sinusitis



Hemoptysis: due to bronchietasis and bronchial artery dilation



Pneumothorax



Nasal polyposis: uncommon but pathognomonic



Pansinusitis


CF GI disease



Meconium ileus, meconium peritonitis



Small bowel atresia



DIOS (distal intestinal obstruction syndrome) ( intussusception



Pancreatic insufficiency leading to malabsorption and diabetes



Hepatic cirrhosis, portal HTN



Neonatal direct hyperbilirubinemia



Gall baldder obstruction



Rectal prolapse



Edema, hypoalbuminemia, hypovitaminosis A,K,E


Congenital absence of vas deferens
	Treatments

( dietary salt

( lung transplant if severe
( Antibiotics
( Anti-inflam.
( Chest physiotherapy, DNase to clear airways

( PEG, stool softeners

( Pancreatic enzymes, insulin

( Bile acid salts

( In vitro fertilization


Genetics


Mutation in CFTR gene on chr. 7;  CFTR is cAMP regulated Cl channel (ABC transporter)


Most common mutation is (F508 (AR), but there > 1000 documented mutations


Clinical phenotype depends on result of mutation (eg degree of CFTR synth, regulation, & func)

Diagnosis


Order a sweat test if any of the above clinical features are present



Stimulate sweat via pilocarpine iontophoresis


In infants, look for ( 30 mEq/L Cl; levels are higher in adults


Beware of false positives


Presence of immunoreactive trypsin is sensitive for CF but not specific


Genotyping:  commercially available but may not cover all mutations
Pathology


Mucus plugging of tracheaobronchial glands leading to bronchitis, bronchiolitis, and pneumonia


Pseudomonas: mucoid biofilm formation in bronchi
