
only one of the studies (6). Thus, the proposed threshold serum level
is based on the results obtained by a single laboratory.

Although the fundamentals of LAM have been extensively
discussed, with special regard to therapeutic issues, other more general
aspects concerning the practical management of the disease should be
considered, such as use of bronchodilators, pulmonary rehabilitation,
and indications for lung transplant. Pregnancy and air travel limitation
are two further matters of great importance for the general
pulmonologist and should be discussed and dealt with separately. n
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Reply

From the Authors:

We thank Dr. Harari and colleagues for their thoughtful comments
regarding the recently published American Thoracic Society/Japanese
Respiratory Society (ATS/JRS) guideline document for the diagnosis
and management of lymphangioleiomyomatosis (LAM) (1). We

agree that there are several clinically important questions that were
not addressed in this first ATS/JRS LAM Guideline publication that
we hope to include in future versions.

With respect to more precisely defining thresholds for sirolimus
treatment based on lung function decline or functional impairment,
the committee felt the available data are insufficient to support specific
spirometric ranges or cutoffs, especially given the context-specific
nature of many treatment decisions in this patient population
(i.e., affected by age, menopausal status, degree of disability,
comorbidities, and other variables) and decided instead to provide only
a rough estimate based on collective practice experiences. Although
the current guidelines were focused on the decision to begin therapy
with sirolimus, in future versions we hope to have sufficient data
available to provide evidence-based recommendations for stopping the
drug based on conversion to menopausal status, adverse events, lack
of responsiveness to the drug or waning drug effect, or other reasons.

Asmentioned byHarari and colleagues, there have been significant
advances in our understanding of the role of mechanistic target of
rapamycin inhibitors in the treatment of angiomyolipomas (AMLs)
(2–4). We agree that the presence of AMLs, which are seen in
approximately 30% of patients with sporadic LAM and a majority of
patients with LAM (z90%) who also have tuberous sclerosis complex,
frequently influence decisions regarding treatment (5). Management
decisions regarding AMLs, including criteria for initiation of treatment,
have been discussed in detail in the recently published tuberous
sclerosis complex guidelines (6). Given the availability of this
resource produced by AML experts, the ATS/JRS Committee on
Lymphangioleiomyomatosis made a conscious decision to focus on
the pulmonary manifestations of LAM and to avoid making
recommendations for kidney manifestations of LAM, including AMLs.

With regard to the generalizability of the serum vascular
endothelial growth factor D (VEGF-D) threshold of 800 pg/ml for the
diagnosis of LAM, the committee carefully considered the fact that
various studies had recommended slightly different optimal diagnostic
cutoffs for VEGF-D. The committee made an a priori decision to focus
on optimizing test specificity to minimize false-positive results that
could lead to adverse effects and costs associated with inappropriate
treatment of LAM. Although values less than 800 pg/ml had
acceptable diagnostic performance characteristics with high
specificities in almost all published studies (7–9), the conservatively
chosen value of 800 pg/ml was associated with a specificity that
approached 100% (8), and thus was chosen by the committee as the
recommended threshold. The 800 pg/ml threshold has subsequently
been externally validated in other cohorts with excellent test
performance characteristics (10). Attention to sample processing and
adherence to clinical laboratory standards, such as those in use for the
College of American Pathologists/Clinical Laboratory Improvement
Amendments laboratory, remain critical for VEGF-D testing, and we
do not recommend making clinical decisions based on test results
from laboratories that do not follow such procedures.

We agree that the use of bronchodilators, benefits of pulmonary
rehabilitation, risk associated with pregnancy and air travel, and
referral criteria for lung transplantation are important issues that
merit inclusion in clinical practice guidelines regarding LAM. The
charge to the committee for this first document, however, was to
develop evidence-based guidelines for only three to four key
questions, especially those for which impactful new data had become
available since the publication of the European Respiratory Society
LAM guidelines (11). The committee felt that the above mentioned
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questions had been adequately addressed in that comprehensive
document and did not urgently require updating in this first
publication.

The intent of reducing the scope of each version of the
LAM guidelines is to facilitate the development of a “living
document,” with frequent reassessment and updating as new data
emerge. We hope to incorporate a number of additional questions,
including the majority, if not all, of those raised by Harari and
colleagues, in future versions of the LAM guidelines. n
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Effect of Continuous Positive Airway Pressure Therapy
on Cardiovascular Outcomes: Risk Assessment

To the Editor:

Peker and colleagues determined the effects of continuous positive airway
pressure (CPAP) on cardiovascular outcomes in patients with coronary
artery disease suffering from nonsleepy obstructive sleep apnea (OSA)
(1). The authors comparatively analyzed the data of 122 patients treated
by CPAP and 122 patients not administered CPAP. The median follow-
up period was 57 months, and the results revealed the absence of
any significant differences in cardiovascular outcomes between the two
groups. In addition, a significant cardiovascular risk reduction was
observed in patients who used CPAP for 4 or more hours compared
with those who used CPAP for less than 4 hours per night or who did
not receive CPAP therapy at all. I have a query about their study, with
special reference to the adherence time per night for CPAP therapy.

McEvoy and colleagues conducted a randomized controlled trial to
evaluate the effects of CPAP therapy in patients withOSA by comparing
the effects between patients who received CPAP therapy plus usual care
(CPAP group) and those who received usual care alone (usual care
group) (2). The mean duration of adherence to CPAP therapy was
3.3 hours per night, and there were no significant differences in
cardiovascular outcomes between the two groups after a mean follow-
up period of 3.7 years. Although presence/absence of sleepiness in
the patients with OSA was not taken into consideration, stratification
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