de Perrot M, Chaparro C, McRae K, et al. Twenty-year experience of lung
transplantation at a single center: Influence of recipient diagnosis on long-term
survival. J Thorac Cardiovasc Surg 2004;127:1493-501.

Aaron SD, Ferris W, Henry DA, et al. Multiple combination bactericidal antibiotic
testing for patients with cystic fibrosis infected with Burkholderia cepacia. Am J Respir
Crit Care Med 2000;161:1206—12.

Lang BJ, Aaron SD, Ferris W, et al. Multiple combination bactericidal antibiotic
testing for patients with cystic fibrosis infected with multiresistant strains of
Pseudomonas aeruginosa. Am J Respir Crit Care Med 2000;162:2241-5.
Quattrucci S, Rolla M, Cimino G, et al. Lung transplantation for cystic fibrosis: 6-year
follow-up. J Cyst Fibros 2005;4:107-14.

Aris RM, Gilligan PH, Neuringer IP, et al. The effects of panresistant bacteria in cystic
fibrosis patients on lung transplant outcome. Am J Respir Crit Care Med
1997;155:1699-704.

Forty J, Hasan A, Gould FK, et al. Single lung transplantation with simultaneous
contralateral pneumonectomy for cystic fibrosis. J Heart Lung Transplant
1994;13:727-30.

Curtis HJ, Bourke SJ, Dark JH, et al. Lung transplantation outcome in cystic fibrosis
patients with previous pneumothorax. J Heart Lung Transplant 2005;24:865-9.

De Soyza AG, Dark JH, Parums DV, et al. Donor-acquired small cell lung cancer
following pulmonary transplantation. Chest 2001;120:1030-1.

Chaparro C, Maurer J, Gutierrez C, et a/. Infection with Burkholderia cepacia in
cystic fibrosis; outcome following lung transplantation. Am J Respir Crit Care Med
2001;163:43-8.

Egan TM, Detterbeck FC, Mill MR, et al. Lung transplantation for cystic fibrosis:
effective and durable therapy in a high-risk group. Ann Thorac Surg 1998;66:337-46.
Hadijiliadis D, Steele MP, Chaparro C, et al. Survival of lung transplant patients with
cystic fibrosis harboring panresistant bacteria other than Burkholderia cepacia,
compared with patients harboring sensitive bacteria. J Heart Lung Transplant
2007;26:834-8.

Egan TM, Detterbeck FC, Mill MR, et al. Long term results of lung transplantation for
cystic fibrosis. Eur J Cardiothorac Surg 2002;22:602-9.

Ganesh JS, Rogers CA, Bonser RS, et al. Outcome of heart—lung and bilateral
sequential lung transplantation for cystic fibrosis: a UK national study. Eur Respir J
2005;25:964-9.

Mendeloff EN. Lung transplantation for cystic fibrosis. Semin Thorac Cardiovasc
Surg 1998;10:202-12.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

Venuta F, Quattrucci S, Rendina EA, et al. Improved results with lung transplantation
for cystic fibrosis: a 6-year experience. Interact Cardiovasc Thorac Surg 2004;3:21-4.
De Wauwer C, Van Raemdonck D, Verleden GM, et al. Risk factors for airway
complications within the first year after lung transplantation. Eur J Cardiothorac Surg
2007;31:703-10.

Norgaard MA, Olsen PS, Svendsen UG, et al. Revascularization of the bronchial
arteries in lung transplantation: an overview. Ann Thorac Surg 1996,62:1215-21.
Hyytinen TA, Heikkila LJ, Verkkala KA, et al. Bronchial artery revascularization
improves tracheal anastomotic healing after lung transplantation. Scand Cardiovasc J
2000;34:213-18.

Aris RM, Routh JC, LiPuma JJ, et al. Lung transplantation for cystic fibrosis patients
with Burkholderia cepacia complex. Survival linked to genomovar type. Am J Respir
Crit Care Med 2001;164:2102—-6.

Kanj SS, Tapson V, Davis RD, et al. Infections in patients with cystic fibrosis
following lung transplantation. Chest 1997;112:924-30.

Dobbin C, Maley M, Harkness J, et al. The impact of pan-resistant bacterial
pathogens on survival after lung transplantation in cystic fibrosis: results from a single
large referral centre. J Hosp Infect 2004,56:277-82.

Chernenko SM, Humar A, Hutcheon M, et al. Mycobacterium abscessus infections
in lung transplant recipients: the international experience. J Heart Lung Transplant
2006;25:1447-55.

Canales M, Youssef P, Spong R, et al. Predictors of chronic kidney disease in long-term
survivors of lung and heart—lung transplantation. Am J Transplant 2006;6:2157-63.
Yates B, Murphy DM, Fisher AJ, et al. Pseudomembranous colitis in four patients
with cystic fibrosis following lung transplantation. Thorax 2007;62:554—6.

Benden C, Harpur-Sinclair O, Ranasinghe AS, et al. Surveillance bronchoscopy in
children during the first year after lung transplantation: Is it worth it? Thorax
2007;62:57-61.

De Soyza A, Fisher AJ, Small T, et al. Inhaled corticosteroids and the treatment of
lymphocytic bronchiolitis following lung transplantation. Am J Respir Crit Care Med
2001;164:1209-12.

Ward C, De Soyza A, Fisher AJ, et al. A descriptive study of small airway reticular
basement membrane thickening in clinically stable lung transplant recipients. J Heart
Lung Transplant 2005;24:533-7.

Ward C, De Soyza A, Fisher AJ, et al. Reticular basement membrane thickening in
airways of lung transplant recipients is not affected by inhaled corticosteroids. Clin
Exp Allergy 2004;34:1905-9.

Lung alert

IL6 and dendritic cells in allergic asthma

Interleukin (IL)6 production by antigen-presenting dendritic cells (DCs) is integral to the
differentiation of T helper cells into T helper type Thl, Th2 and Th17 subsets. However,
molecular mechanisms that regulate IL6 production in DCs are yet to be elucidated. Stimulation
of bone marrow-derived dendritic cells with the allergen house dust mite (HDM)—which causes
asthma in humans—or the mucosal adjuvant cholera toxin promoted cell surface expression of c-
Kit and its ligand, stem cell factor (SCF), resulting in sustained signalling downstream of c-Kit,
prompting IL6 secretion. DCs from c-Kit mutant mice secreted smaller amounts of IL6 following
HDM or cholera toxin stimulation, resulting in an inability to induce a robust Th2 or Th17
response and reduced allergic airway inflammation. In addition, expression of Jagged-2, a Notch
ligand which has been associated with Th2 differentiation, is reduced in DCs lacking functional
c-Kit, implying that c-Kit upregulates expression of Jagged-2 in addition to IL6. Cell signalling
downstream of c-Kit is likely to involve phosphorylation of Akt via activation of
phosphatidylinositol-3 kinase (PI3k), as DCs expressing a catalytically inactive form of PISK

secrete less IL6 on cholera toxin stimulation.

It is concluded that cell surface expression of c-Kit by DCs in conjunction with SCF causes
extended activation of the PISK-Akt pathway, promoting a higher IL6 expression profile in DCs
which, in turn, promotes T cell differentiation towards Th2 and Th17 lineage. This may have
implications for the understanding and treatment of allergic airway inflammation in asthma as
downregulation of c-Kit may reduce such inflammation. Inhibition of c-Kit may also promote
the efficacy of vaccines in cancer therapy by augmenting a Th1 response.

»  Krishnamoorthy N, Oriss TB, Paglia M, et al. Activation of c-Kit in dendritic cells regulates T helper cell differentiation and allergic

asthma. Nat Med 2008;14:565-73.
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