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GENERAL COMMENTS

Thank you for the opportunity to review this document. We think it is a very reasonable guideline for assessment of efficacy of new therapies for CF. Our one
substantive suggestion is that an endpoint which examines the relationship between of the identity of airway colonizing organisms and outcome be included. This

may be particularly important in the assessment of new antibiotic therapies.

A few minor comments regarding the background information is outlined below.

SPECIFIC COMMENTS ON TEXT

GUIDELINE SECTION TITLE

Line nol. + Comment and Rationale
paragraph
no.

Proposed change (if applicable)

Page 6,sec | The organism in the B. Cepacia complex responsible for the rapid
1.2.1, decline has been denoted B. Cenocepacia.
paragraph 6

Burkholderia cenocepacia has more recently been isolated in older CF
patients and its isolation from sputum has been causally associated with a
rapid decline in pulmonary function progressing to death

(Cepacia syndrome)

Page 7, sec CF exacerbations are not typically associated with fever, and, as fever | Acute exacerbations may occur at any time of the disease course with

1.2.1,last is not included in the definition of exacerbation in Section 8, this
paragraph clinical sign could be omitted.

exacerbation of clinical symptoms (fatigue, fever; acute respiratory
insufficiency, loss of appetite, weight loss) and bacterial
airway overgrowth (see Section 8 for definition of exacerbation).

* Where available
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Page 8, sec.
1.2.4,
paragraph 2

The statement about transplantation is no longer accurate as
heart/lung transplant for CF is much less frequently used (most
centers offer bilateral lung transplant). Based on the most recent
ISHLT registry reports (J Heart Lung Transplant 2007;26:782-95, J
Heart Lung Transplant 2007;26:1223-8), heart/lung transplant is
much less frequently used in general. Lung transplant for CF is
rarely performed in the US at this time. Overall outcomes for
patients receiving bilateral lung transplant for CF are as good as or
better than recipients with other underlying diseases. Although there
have been some recent controversial publications about whether lung
transplant for CF provides benefit for pediatric recipients, at this time
lung transplant is still considered a viable option for CF patients of
any age when end stage lung disease develops.

Many patients are finally listed for lung or less frequently heart/lung
transplantation. If they are transplanted the outcome is the same as for
patients with other chronic lung diseases.

Please feel free to add more rows if needed.

These comments and the identity of the sender will be published on the EMEA website unless a specific justified objection was received by EMEA.




