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CRITIQUE 1:

Significance: Sarcoidosis is a chronic, progressive, and debilitating disease that can affect multiple
organ systems. The pathogenesis and etiology of the disease remains obscure. Current therapies
primarily are empirical and may have little effect on the course of the disease. The investigator presents
a novel alternative hypothesis to the pathogenesis of the disease. This alternative hypothesis suggests
that L-form bacteria may play a role in pathogenesis of sarcoidosis and therefore antibiotics may have a
role in the treatment of the disease. He presents preliminary data from a highly self-selected group of
patients with sarcoidosis, treated in a non-standardized protocol, who self-report marked improvement
in symptoms following antibiotic treatment. If the hypothesis proves correct and the preliminary results
can be substantiated in appropriate randomized controlled clinical trials the results would change
clinical practice and bring new hope to patients with sarcoidosis. However, the investigator does not
adequately discuss how the results from this exploratory analysis will inform future investigations.

Approach: This application represents a request for funds to conduct an exploratory analysis of existing
data as well as collection and analysis of new, follow-up data of patients previously treated with
antibiotics for sarcoidosis. The application describes six specific aims; however, the research design
and methods do not describe in sufficient detail how the aims will be accomplished. The investigator
does not adequately address the threat to validity introduced by the selection bias in the historic cohort.
The investigator states that he will identify measures, which can be used by clinicians to characterize
remission from sarcoidosis, yet offers no applicable definition of remission nor does he list specific
potential measures that will be evaluated. He also plans to derive a level of statistical significance for
reports that antibiotic therapies are effective in inducing remission of patient-reported symptoms, yet
offers no power analysis describing what level of difference might be detected in this rather small cohort
of approximately 50 patients. Finally, the investigator plans to identify the roles of the hormones 1, 25-
dihydroxycholecalciferol and angiotensin Il in sarcoidosis; however, in a retrospective and exploratory
analysis it is doubtful that any mechanism can be defined.

Innovation: The major strength of this application is the attempt to explore a very novel hypothesis
regarding the etiology and pathogenesis of sarcoidosis.

Investigators: The investigator has a substantial record of success in a variety of other endeavors
including biomedical technology research. However, this is his first apptication for NIH funding.
Including a consultant or collaborator on the research team with more extensive experience in clinical
and epidemiological research could strengthen the application.

Environment: The research environment raises some concern. T. G. Marshall and Associates, the
Investigator Organization, appears to have adequate facilities and infrastructure to support data
management; however, there is no detail describing the organization's experience managing this type
of research. The application also describes Autoimmunity Research, Inc., a consortium in formation that
may be able to assist with this study; however, no details are provided. The application does not name
or describe the processes to gain Human Subjects Research Institutional Review Board evaluation and
approval for conducting this study.

Protection of Human Subjects from Research Risks: Acceptable Risks. The investigator claimed
exemption based on the use of questionnaires and general surveys and the collection and study of
existing data. The justifications for these claims are adequate and supported in the application.
Inclusion of Women Plan: Adequate. Women comprised approximately 50 percent of the initial cohort.

Inclusion of Minorities Plan: Adequate. Minorities represented approximately 30 percent of the initial
cohort.













